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Testosterone agents 
mark paradigm shift

Two studies from the American 
Urological Association 2020 Virtual 
Experience examined novel testoster-
one therapies: a novel lymphatically 
delivered oral testosterone undecanoate 
(Tlando), and the first-to-market oral 
testosterone undecanoate treatment 

for hypogonadism (Jatenzo). Urology Times® Editorial 
Council member Arthur L. Burnett, II, MD, MBA, 
discusses the significance of these studies, saying the 
reports “bring forward a major advance in the man-
agement of testosterone deficiency.”
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Pandemic exacts economic toll

Unfortunately, the coro-
navirus disease 2019 
(COVID-19) wasn’t just a 
bad dream. Now it’s time 

to think about its aftermath. Urolo-
gists are emerging from the pandem-
ic’s economic rubble with a different 
perspective on how they’ll run their 
practices in the months and potential-
ly years to come.

Stephen Wills, CMPE, administra-
tor at University Urology in Tennes-
see, said his practice’s staff of about 45, 
including 5 urologists, stayed intact 
through April and into May, while 
clinic visits and operating room cases 
took a deep dive.

“We’re down about 65% in clinic 
visits and 75% in the OR,” Wills said 
in late April.

COVID-19 caused a huge revenue 
drop for urology practices nation-
wide, according to LUGPA President 

Richard G. Harris, MD, a urologist at 
UroPartners in the greater Chicago, 
Illinois, area.

“What I’m hearing is most people 
are functioning with about 30% to 
40% capability,” Harris said.

In hard-hit New York, Wayne 
Waltzer, MD, professor and chair-
man of the Department of Urology 
at SUNY Stony Brook University, 
said his practice has seen about a 75% 
decline in office visits and procedures 
and a decline in surgery of nearly 90%.

“Every practice is like a business, 
with a certain amount of overhead 
that has to be met every month. Most 
practices with a contraction of 60% to 
70% will have difficulty meeting that 
overhead,” Waltzer said.

In general, 97% of physician prac-
tices have experienced a negative 
financial impact from COVID-19, 
according to a Medical Group Man-
agement Association survey conducted 

As practices reboot, urologists consider 
leaner staffs and operations

See REBOOT, on page 25

For the full article, please turn to page 5

RP leads to better 
survival vs radiation

Compared with local radiation therapy, radical 
prostatectomy as primary treatment for prostate 
cancer may result in a lower risk of castration-re-
sistant disease and superior overall survival from 
the time of metastasis. The retrospective analysis 
was presented at the American Urological Asso-
ciation 2020 Virtual Experience, by Mohammed 
Shahait, MBBS.

Radical prostatectomy may result in 
lower risk of castration-resistant disease

PROSTATE CANCER

Physician practices experiencing a negative 
financial impact from COVID-19197%
Average decrease in practices’ revenue 
since start of pandemic155%
Decline in urology visits from early 
March to early April263%
Urology’s rank among specialties in 
decline in visits during pandemic25th

Lisette Hilton / UT Correspondent

PANDEMIC’S FINANCIAL IMPACT 
AT A GLANCE

For the full article, please turn to page 13
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Chairman’s Letter

“Virtual” meetings another sign 
of the COVID-19 times

The surreal nature of 2020 continued 
this past May into early June, with both 
the American Urological Association 

(AUA) and American Society of Clinical Oncol-
ogy annual meetings having been canceled in 
lieu of “virtual experiences.” Although it was 
heartening to see these organizations work to 
present and disseminate the hard work of so 
many in the field, the in-person gatherings 
and the camaraderie they offer were certainly 
missed.

This month’s issue of Urology Times® is the 
tip of the iceberg for our coverage of the AUA 
Virtual Experience. We lead off with reports 
on the liver health benefits of a novel lym-
phatically delivered oral testosterone undeca-
noate (Tlando) as well as phase 3 data for the 
first-to-market oral testosterone undecanoate 
treatment for hypogonadism (Jatenzo). Urology 
Times® Editorial Council member Arthur L. 
Burnett, II, MD, MBA, outlines the signifi-
cance of these studies in this month’s “From 
the Board” editorial. Also look for a report on 
research investigating guideline adherence to 
laboratory testing performed in men starting 
testosterone therapy for hypogonadism.

Shifting gears to prostate cancer, our AUA 
coverage includes a report on data from the 
CHAARTED trial, which evaluated patients 
with metastatic hormone-sensitive prostate 
cancer randomized to receive androgen depri-
vation therapy (ADT) or ADT plus docetaxel 
(Taxotere). In addition, look for an article about 
a recent study comparing local radiation thera-
py and radical prostatectomy as primary treat-
ment for prostate cancer.

Our prostate cancer section also includes 
an interview with Emmanuel S. Antonarakis, 
MBBCh, discussing the efficacy of radi-
um-223 dichloride (Xofigo) plus sipuleucel-T 
(Provenge) in patients with bone-metastat-
ic prostate cancer. Separately, Christina Yi 
of Dendreon discusses how the company is 

maintaining delivery of sipuleucel-T during 
the coronavirus disease 2019 (COVID-19) pan-
demic. We also report on a phase 3 clinical trial 
of the commercially available genomic classifier 
Decipher.

For his latest “Journal Article of the Month” 
column, Badar M. Mian, MD, analyzes a study 
of bacillus Calmette-Guérin regimens in 
patients with high-grade, non–muscle-inva-
sive bladder cancer. We wrap up this month’s 
clinical coverage with additional AUA 2020 
reports regarding benign prostatic hyper-
plasia, kidney stones, and overactive bladder/
incontinence.

Other columns this month include a com-
prehensive breakdown of billing for perineal 
biopsy from coding experts Jonathan Ruben-
stein, MD, and Mark Painter, an analysis of 
urology-related Medicare Part B drug spending 
from Robert A. Dowling, MD, and an overview 
of the modern portfolio theory of investment 
from Jeff Witz, CFP.

For “Speak Out,” 3 randomly chosen urologists 
were asked whether they ever suffer from burn-
out, and if so, how they cope with it. Also be sure 
to read the latest “Malpractice Consult” column 
from Acacia Brush Perko, Esq, discussing  a case 
in which a man’s urethra was nicked during an 
excision.

Our cover feature this month provides an 
in-depth look at the economic impact of the 
COVID-19 pandemic on urology practices and 
what practices can expect as restrictions across 
the country continue to ease. Telemedicine, 
especially appears to be key for the “new nor-
mal” urologists face. “Telehealth will proba-
bly be one of the redeeming factors that will 
get us through all of this,” said Stephen Wills, 
CMPE, administrator at University Urology 
in Knoxville, Tennessee.

Regardless of how the specialty of urology 
evolves in the days, weeks, months, and years 
to come, rest assured that Urology Times®  will be 
here to continue to deliver the pertinent clinical 
coverage, key insights from leaders in the field, 
and essential practice management resources 
our readers have come to expect.
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From the Board

Oral testosterone agents mark important 
paradigm shift

The reports of clinical trial results for 
2 novel oral testosterone undeconoate 
agents for use as testosterone replace-

ment therapy bring forward a major advance in 
the management of testosterone deficiency. The 
introduction of these agents represents a para-
digm shift in this clinical space for sexual medi-
cine practice (see articles, pages 6-7).

Historically, an oral option for testosterone 
replacement therapy was unavailable because 
of risks of liver toxicity, including cholestasis 
and jaundice, associated with earlier developed 
17-alpha-alkylated oral analogues. A host of tes-
tosterone delivery routes including transdermal 
(gels, creams, or patches), buccal, intranasal, 
intramuscular, and subcutaneous options have 
been in use, but each preparation has potential 
limitations and all are more onerous to administer 
than the simple mode of oral treatment.

These novel oral agents offer a new entry to the 
testosterone replacement therapy armamentarium 
by addressing the liver toxicity issue. They feature 
specialized formulations that avoid adverse hepat-
ic effects. In clinical trials, both oral agents were 

found to produce no significant adverse effects 
on liver function tests. Rather, there is evidence 
reportedly of improved markers of liver disease.

The rigorous study and promising clinical avail-
ability of oral therapy for testosterone deficiency 
are flash points in the current era, in which the 
utility of testosterone ther-
apy is under critical review. 
Recent concern regarding 
the proper indications for 
testosterone replacement 
therapy has prompted reg-
ulatory agency require-
ments and medical society 
recommendations to assist 
practitioners in clinical 
practice. A simpler oral 
treatment for testosterone 
deficiency presents another 
variable to be fully defined 
in exercising its appropriate 
prescription and use.

These trials provide ear-
ly reassurance of safety, 
although ongoing studies may further elucidate 
safety aspects across cardiovascular, hematolog-
ic, and genitourinary systems of regular clinical 
concern associated with testosterone replace-
ment therapy. It will also be valuable to investi-
gate further the efficacy of oral therapies across 
conditions of testosterone deficiency, including 

adult-onset hypogonadism-related diabetes mel-
litus, testicular dysfunction as a complication of 
prior radiation or chemotherapy, HIV infection 
status, and other conditions characterized by low 
testosterone function.

The new oral therapies are a welcome advance 
for managing testosterone 
deficiency and will certain-
ly prompt thorough review 
and positioning in process-
of-care therapeutic algo-
rithms. Assuredly, current 
guidance for evaluation and 
monitoring schemes for 
testosterone replacement 
therapy will remain opera-
ble. Recommendations for 
lifestyle modifications to 
improve health outcomes, 
which may then modify the 
role for testosterone inter-
ventions, should remain in 
force.

An ongoing limitation of 
exogenous testosterone therapy having potential 
adverse effects on normal spermatogenesis that 
compromises fertility remains relevant with use 
of oral therapies. This latter concern underscores 
the purpose of ongoing studies in men’s health to 
foster interventions that normalize male andro-
logic function and optimize natural wellness.UT

Send your comments to Burnett c/o Urology Times®, at 
urology_times@mmhgroup.com

FEEDBACK

“The rigorous study 
and promising clin-
ical availability of 
oral therapy for tes-
tosterone deficien-
cy are flash points 
in the current era, 
in which the utili-
ty of testosterone 
therapy is under 
critical review.”

ARTHUR L. BURNETT II, MD, 
MBA
Burnett, a member of the 
Urology Times® Editorial Council, 
is professor of urology at Johns 
Hopkins University School of 
Medicine, Baltimore, Maryland.
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Cheryl Guttman Krader, BSPharm
UT Contributing Editor

A novel lymphatically delivered oral testos-
terone undecanoate (Tlando) is a fixed-dose, 
well-tolerated, and effective treatment for 
hypogonadism with liver health benefits that 
clearly differentiate it from the potentially 
hepatotoxic oral methyltestosterone, reported 
Irwin Goldstein, MD, at the American Uro-
logical Association 2020 Virtual Experience.

“This innovative product has exciting, para-
digm-shifting potential for treating men with 
low testosterone,” said Goldstein, director of 
Sexual Medicine at Alvarado Hospital in San 
Diego, California, and clinical professor of sur-
gery at the University of California San Diego.

“It offers the opportunity to provide safe, 
effective, and well-tolerated testosterone 
replacement through the oral route that is the 
generally preferred method for medication 
administration. In addition, available data indi-
cate that it not only avoids the adverse hepatic 
effects that have historically limited use of oral 
testosterone, but it improves markers of non-
alcoholic fatty liver disease [NAFLD] that is a 
serious and prevalent condition. Low testos-
terone (ie, hypogonadism) is common in males 
with NAFLD.”

Methyltestosterone is prone to cause liver 
toxicity with oral ingestion because it is directly 
transported to the liver through the portal vein, 
Goldstein said. In contrast, the lymphatically 
delivered oral testosterone undecanoate is a 
nonmethylated prodrug of endogenous testos-
terone, found in Tlando, that avoids first-pass 
metabolism in the liver and enters the systemic 

circulation via the lymphatics.
The safety and efficacy of Tlan-

do for treating men with low tes-
tosterone was investigated in the 
1-year SOAR trial that included 
210 men who received the inves-
tigational product and a control 
group of 105 patients treated with 
topical testosterone gel.

Results from SOAR showed 
that the oral testosterone unde-
canoate was associated with a sig-
nificantly greater increase in free testosterone 
levels compared with the topical product, and 
it improved key mental and sexual domains, 
reported Goldstein, who was an investigator 
in SOAR and an earlier dosing study.

Safety data in the study included measure-
ment of liver enzymes and showed that reduc-
tions were consistently achieved in alanine 
aminotransferase, aspartate aminotransferase, 
alkaline phosphatase, and ɣ-glutamyl trans-
ferase among men who had elevated levels of 
those markers of liver injury at baseline. Rates 
of normalization for those 4 enzymes ranged 
from 31% for ɣ-glutamyl transferase to 67% 
for alkaline phosphatase.

40% reduction in liver fat at
4 months
Additional data on the liver effects of the 
novel testosterone undecanoate product were 
obtained in a smaller separate trial of men with 

hypogonadism. Using the objec-
tive Magnetic Resonance Imag-
ing Proton Density Fat Fraction 
technique to measure liver fat 
percentage, it found that after 
4 months, men with NAFLD 
at baseline achieved an approx-
imately 40% reduction in liver 
fat. In addition, more than 75% 
of men who entered the study 
with NAFLD were considered 
“responders” to the oral testos-

terone undecanoate based on achieving a 30% 
or greater reduction in the percentage of liver 
fat.

In addition, the percentage of patients cate-
gorized as NAFLD-free rose during the study 
and nearly doubled by its conclusion, increasing 
from 34% at baseline to reach 63% at 16 weeks.

“Interestingly, the higher the baseline body 
mass index, the greater the reduction in liver fat 
achieved with Tlando treatment, and it appears 
that the improvement in liver fat does not appear 
to be explained by any decrease in body weight,” 
Goldstein said.UT

Disclosures: Lipocine Inc provided funding for the 
study. Goldstein is on the consultant/advisory board of 
Lipocine Inc, does research for AbbVie Inc and Marius 
Pharmaceuticals LLC, is on the Clarus Therapeutics, 
Inc speakers’ bureau, and receives writing support 
from Endo International.

Novel oral testosterone therapy shows 
liver health benefits
Treatment improves markers of nonalcoholic fatty liver disease, investigator reports

The percentage of 
patients catego-
rized as NAFLD-

free rose during the 
study and nearly 

doubled by its con-
clusion, increas-
ing from 34% at 

baseline to reach 
63% at 16 weeks.

“Available data indicate that 
[lymphatically delivered oral 
testosterone undecanoate] not 
only avoids the adverse hepatic 
effects that have historically 
limited use of oral testosterone, 

but it improves markers 
of nonalcoholic fatty 
liver disease.”

IRWIN GOLDSTEIN, MD

Sexual Dysfunction  / CLINICAL UPDATES

“Y”tube is a video resource for urologists and other physicians who focus on men’s health. Videos 
cover surgical aspects of a variety of men’s health issues, with the goal of providing clinicians a current 
reference. urologytimes.com/YTUBE

“Y”TUBE VIDEO  PENILE PROSTHESIS PLACEMENT

 MINIMALLY INVASIVE INFRAPUBIC 
INFLATABLE PENILE PROSTHESIS

In this video, Paul Perito, MD, demonstrates the minimally 
invasive placement of an infrapubic inflatable penile 
prosthesis. Perito says this approach to penile prosthesis 
placement tends to lead to less pain and a quicker 
recovery, which makes it ideal for many patients.

   James M. Hotaling, MD, MS / Section Editor   
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New data from phase 3 clinical trials provide 
further evidence supporting the safety and 
effectiveness of the first-to-market oral testos-
terone undecanoate treatment for hypogonadism 
(Jatenzo), reported Stanton Honig, MD.

Honig presented results for secondary end 
points from 2 randomized studies comparing 
the lipoprotein-coated testosterone undecanoate 
formulation with topical testosterone treatments 
showing that both the oral and gel products were 
associated with statistically significant improve-
ments in psychosocial well-being and bone and 
body composition parameters. Safety analy-
ses showed the oral testosterone undecanoate 
was associated with a modest increase in blood 
pressure, which was slightly higher in men with 
hypertension at study entry than in men with 
normal blood pressure and that neither the oral 
nor gel testosterones had any significant effect 
on liver function test results.

“This novel formulation of testosterone 
undecanoate is a first-in-class oral testosterone 
replacement that does not have liver issues,” said 
Honig, professor of clinical urology and director, 
Men’s Health, Yale University School of Medi-
cine, New Haven, Connecticut.

“Taken twice daily, it provides 
hypogonadal men with total tes-
tosterone concentrations in the 
mid-eugonadal range. Its safety 
profile is generally consistent 
with injectable and topical tes-
tosterone preparations, although 

the product labeling for oral testosterone unde-
canoate includes a black box warning about the 
potential for increased blood pressure. The data 
collected in the oral testosterone undecanoate 
studies underscore the need to check blood pres-
sure at some point in men who are started on this 
therapy, especially those who are hypertensive 
at baseline.”

The 2 trials comprised a 4-month study and a 
12-month investigation. Eligibility criteria were 
similar in the 2 trials. Men ages 18 to 65 years (to 
75 years in the 12-month study) were included 
if they had hypogonadism (serum testosterone 
<300 ng/dL on 2 morning samples approximately 
7 days apart), had signs and symptoms consistent 
with hypogonadism, and were either naive to or 
underwent washout from testosterone therapy.

The 4-month study randomized 222 men 3:1 

to oral testosterone undecanoate 237 mg twice 
daily or once-daily topical testosterone solution. 
A total of 325 men were randomized 1:1 to oral 
testosterone undecanoate 200 mg twice daily or 
topical testosterone gel in the 12-month trial. 
Dose adjustments were allowed based on serum 
testosterone levels.

The 4 treatment groups were similar with 
respect to demographics and clinical character-
istics in terms of baseline age, body mass index, 
comorbidities (prediabetes, diabetes, and hyper-
tension), and mean baseline testosterone levels. 
Time-weighted average testosterone concentra-
tion increased to reach mid-eugonadal levels in 
all 4 treatment groups, with values ranging from 
425 ng/dL to 524 ng/dL across all 4 study groups.

Data on psychosocial well-being were collect-
ed in both trials using the Psychosexual Daily 
Questionnaire. Results showed statistically sig-
nificant improvements from baseline to study 
completion in mood, sexual desire, weekly sexual 
activity, and sexual energy with and without a 
partner with both the oral and topical treat-
ments, Honig reported.

General well-being was evaluated in the 
12-month study using the 36-Item Short Form 
Health Survey questionnaire. In the individual 
domains, statistically significant improvements 
were achieved in both the oral testosterone 
undecanoate and testosterone gel group and 
occurred in physical functioning, physical and 
emotional role limitation, social functioning, 
and bodily pain.

Changes in body composition parameters 
were also investigated in the 12-month study. 
The results for the oral testosterone undecanoate 
group showed spine bone mineral density, hip 
bone mineral density, lean body mass, and fat 
mass all improved significantly from baseline at 
6 months with further improvements achieved 
at month 12.

Both the oral testosterone undecanoate and 
topical testosterone treatments were associated 
with minimal increases in serum prostate-spe-
cific antigen. Overall, the oral and topical treat-
ments were associated with an increase of hema-
tocrit in approximately 5% to 6% of patients.

“Importantly, there were no clinical events 
associated with the hematocrit increases in the 
oral testosterone undecanoate or the testosterone 
gel group, nor did any patient discontinue treat-
ment because of elevated hematocrit,” Honig said.

Changes in blood pressure were followed 
using ambulatory monitoring. Among men 

treated with oral testosterone undecanoate, 
mean changes in 24-hour systolic and diastolic 
blood pressure were approximately 5 mm Hg and 
2.5 mm Hg, respectively. Comparisons between 
men with and without hypertension at baseline 
showed that the average change was slightly 
higher in the hypertensive group.

Honig said, “It is unclear whether the blood 
pressure rise is just for oral testosterone unde-
canoate or a general class effect, as it has been 
seen with subcutaneous testosterone prepara-
tions as well. Most importantly, both oral tes-
tosterone undecanoate and topical gel groups 
showed no significant changes in liver enzyme 
measurements over a 12-month period.”UT

Disclosure: Honig is a consultant to Clarus Ther-
apeutics and Endo.

QOL and body composition benefits 
seen with novel oral T treatment
Neither oral nor gel testosterones show significant effect on liver function test results

STUDY ASKS: CAN COVID-19 BE 
SEXUALLY TRANSMITTED?

Men who tested positive for coronavirus dis-
ease 2019 (COVID-19) are now being enrolled 
in a unique study led by the University of Miami 
to determine the interaction of the virus with 
semen. There are 35 men currently enrolled 
and the study authors are looking to enroll a 
total of 200 COVID-19-positive men.

“We hypothesize that SARS-CoV-2 may be 
present in the semen and be a source of trans-
mission,” said Ranjith Ramasamy, MD, of the 
Miller School of Medicine and University of Miami 
Health System. “Understanding the potential for 
COVID sexual transmission is critical because of 
the tremendous potential ramifications.”

According to Ramasamy, studies show that up to 
20% of men with asymptomatic COVID-19 infec-
tion may have an infection in 1 or both testes. 
“We want to identify how long the presence lasts 
in semen and investigate whether COVID infec-
tion leads to orchitis and male infertility.”

The gateway into the body for this virus is the 
ACE2 receptor, present in multiple organs, includ-
ing the lungs, heart, intestines, kidneys, and 
testis. “The COVID receptor is present in a lot of 
testes. The testis is responsible for sperm and 
testosterone production. So we not only want to 
check testosterone levels, but also research if 
young men have changes in their sperm counts,” 
Ramasamy said.

CLINICAL UPDATES /  Sexual Dysfunction

HONIG
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Research investigating laboratory testing per-
formed in patients starting testosterone ther-
apy (TT) for hypogonadism over an 8-year 
period showed an upward trend in practitioner 
adherence to guideline recommendations, but a 
decrease in the final year.

The data indicate the need for further inves-
tigation to determine if the dip is an anomaly 
or a harbinger of declining performance. Per-
haps most importantly, however, the findings 
on adherence rates show that when it comes to 
laboratory management of men on TT, there 
is room for improvement across all of the phy-
sician specialty groups who are the most fre-
quent prescribers of TT, said Jason Scovell, 
MD, PhD.

The population-based study, which covered 
the years 2008 to 2015, showed that general 
practitioners/family practitioners were the most 
common TT prescribers (72%) followed by urol-
ogists (17%) and endocrinologists (6%). Based on 
the study’s definition for guideline adherence, 
the overall rate was just 16% in 2008, then rose 
steadily until it reached a peak at 63% in 2014 
before falling to 49% in 2015 (Figure).

The temporal pattern of adherence was gen-
erally similar among the 3 different prescriber 
groups, although urologists showed the high-
est level of adherence in all years from 2009 
to 2015.

“Most urologists have probably seen patients 
who present on TT without having any prior 
measurements of PSA [prostate-specific antigen], 
serum testosterone, or hemoglobin/hematocrit. To 
our knowledge, there was a lack of understanding 
about how widespread this issue was and if it was 
improving or worsening over time,” said Scovell.

“Our study showed that urol-
ogists seemed to be doing better 
than colleagues who are among 
the leading prescribers of TT, but 
there is a lot of room for growth in 
all groups.”

Scovell collaborated on the study 
as an MD/PhD student at Baylor 
College of Medicine in Houston, 
Texas, and will be doing his urolo-
gy residency at the Cleveland Clin-
ic in Ohio.

The study he reported included 
15,503 men 66 years and older who 

were residents of Ontario, Canada, and newly 
treated with TT between 2008 and 2015. Data 
were obtained from the Ontario Drug Bene-
fit database and Canadian Health Institute for 
Health Information.

Analyses showed that the annual number of 
new prescriptions for TT was relatively steady 
over the study period, although it tended to 
climb gradually, reaching a peak in 2013 and 
then dropping to a lower but stable level in 2014 
and 2015.

“Previous studies looking at earlier time 
periods and in other populations reported large 
increases in testosterone utilization over the past 
20 to 25 years. At least in Ontario over the years 
of our study, prescribing seems to have leveled 
off,” Scovell said.

For the purpose of the study, guideline adher-
ence was defined as measurement of testoster-
one, hemoglobin or hematocrit, and PSA within 
1 year before or after testosterone prescription.

“We took a very liberal view of adherence with 
our definition and concentrated on these 3 labo-
ratory values that are consistently recommended 

in the Endocrine Society’s original 
guidelines and updates and by the 
AUA [American Urological Asso-
ciation],” Scovell said.

Analyses of how often the indi-
vidual laboratory values were 
being checked by the different 
prescriber groups showed serum 
hemoglobin/hematocrit levels 
were measured at the highest rate 
by all 3 groups. The finding prob-
ably reflects that hematology labs 
are generally done routinely for 
patients.

PSA checked most often by 
urologists
The rates for checking serum testosterone levels 
seemed to parallel the overall adherence rates 
across the 3 specialties. Serum PSA was being 
checked most often by urologists and at similar-
ly lower levels by endocrinologists and general 
practitioners/family practitioners.

“We had hypothesized that a decline in PSA 
measurement corresponding with the USPSTF 
[United States Preventive Services Task Force] 
recommendations on prostate cancer screening 
might have been driving the dip in adherence in 
2015, but that did not appear to be the case. It 
is possible that urologists may be checking PSA 
most often because they are most likely to be see-
ing patients with prostate-related complaints,” 
Scovell said.

Going forward, Scovell said data for TT pre-
scriptions written in 2016 for the Ontario pop-
ulation are now available and are being analyzed 
to see if the decline in laboratory management 
adherence noted in 2015 continues. In addition, 
he said it will be interesting in the future to 
investigate how well urologists in the United 
States integrate the recommendations for labo-
ratory management of men on TT that appear 
in the AUA guideline, which was published in 
2018.UT

Guideline adherence in men starting TT 
highest with urologists
Investigator: “Room for growth” with all leading prescribers of testosterone therapy

The temporal pat-
tern of adherence 

was generally 
similar among the 

3 different pre-
scriber groups, 
although urolo-

gists showed the 
highest level of 
adherence in all 
years from 2009 

to 2015.

“Previous studies looking at 
earlier time periods and in 
other populations reported 
large increases in testosterone 
utilization over the past 20 to 25 
years. At least in Ontario over the 
years of our study, prescribing 
seems to have leveled off.”

JASON SCOVELL, MD, PHD

Sexual Dysfunction  / CLINICAL UPDATES

FIGURE.  Adherence to Lab Testing in 
Patients Starting Testosterone Therapy
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The addition of radium-223 dichloride (Xofigo) 
to sipuleucel-T (Provenge) resulted in prolonged 
radiographic progression-free survival (PFS) in 
patients with bone-metastatic castration-resistant 
prostate cancer (CRPC), according to Emmanuel 
S. Antonarakis, MBBCh.

In a phase 2 study, patients with asymptomatic 
or minimally symptomatic bone-predominant 
mCRPC were randomized 1:1 to receive treat-
ment with sipuleucel-T alone or combined with 
6 doses of radium-223. A total of 32 patients were 
enrolled in the trial, and the baseline character-
istics in the single-agent and combination arms 
were matched with respect to age (median 70 
vs 71 years, respectively), Gleason sum (69% vs 
69%), prostate-specific antigen (PSA; median 33 
ng/mL vs median 25 ng/mL), alkaline phospha-
tase (median 92 vs median 89 u/L), and ECOG 
scores (≥1: 19% vs 31%).

After a median follow-up of 5.3 months, the 
median radiographic/clinical PFS was longer in 
the combination arm at 10.7 months versus 3.1 
months in the single-agent arm (HR, 0.35; 95% 
CI, 0.15-0.81; P =.02). Outcomes were also bet-
ter in the combination arm with respect to PSA 
responses. Specifically, those who received sipu-
leucel-T/radium-223 experienced a PSA response 
of 33%, while those who received sipuleucel-T 
alone did not experience any PSA response (0%; 
P =.04). Outcomes regarding alkaline phospha-
tase responses also favored the combination, at 
60% versus 7% (P =.01). The time to radiograph-
ic PFS was a median of 9.3 months versus 3.1 
months, with the combination versus the single 
agent, respectively (HR, 0.26; P =.0011).

“Of course, this is a very small study and it 
is fraught with all the complications, nuances, 
and limitations of a randomized phase 2 study, 
but the level of activity was encouraging enough 
for us to begin to design further studies,” said 
Antonarakis. “We are now contemplating the 
design of a larger randomized phase 2 or even 
phase 3 study to test the combination of sipuleu-
cel-T plus radium-223 compared with sipuleu-
cel-T alone in a broader patient population with 
more follow-up.”

In an interview, Antonarakis, professor of oncol-
ogy at Johns Hopkins Medicine, discussed the effi-
cacy of radium-223 plus sipuleucel-T in patients 
with bone-metastatic CRPC and the next research 
steps for this combination.

Q: Please provide an overview of the trial 
examining sipuleucel-T and radium-223.
A: At the 2020 Genitourinary Cancers Sympo-
sium, we presented a poster on a randomized 
phase 2 study of sipuleucel-T versus the com-
bination of sipuleucel-T plus radium-223. I was 
delighted to present these data on behalf of the 
first author, my colleague Catherine H. Marshall, 
MD, MPH, of Johns Hopkins Medicine. In the 
study, we looked at a small population of about 
30 patients with metastatic CRPC who were 
asymptomatic or minimally symptomatic were 
randomized to receive either standard sipuleu-
cel-T alone or the combination of sipuleucel-T 
plus radium-223.

The combination group was a bit logistically 
challenging because they started off with the 
radium-223, which was given at an interval of 
once every 4 weeks; this is the FDA-approved 
dosage schedule. After 2 doses of radium-223, 
they then received sipuleucel-T, which was also 
given according to the dosage schedule of that 
drug at 3 doses every 2 weeks. Afterward, the 
patients received the third, fourth, fifth, and 
sixth dose of radium-223. The sipuleucel-T was 
essentially sandwiched in between the radi-
um-223 injections.

The interesting thing about this study, which 
was a bit unanticipated, was that we saw evidence 
of synergy in the combination arm. The synergy 
was evidenced by PSA responses. We saw 5 out 
of 15 unconfirmed PSA responses; we did not see 
any PSA responses in the control group.

The more provocative part of this research 
was that we saw a prolongation of radiographic 
PFS. In the control arm, the radiographic PFS 
was about 3 months. In the combination arm, the 
radiographic PFS was over 9 months, and that was 
a statistical difference.

Q: Will these agents be used in a triplet regimen 
in the future?
A: Yes, this brings up the question about wheth-
er or not radium-223 should be combined with a 
PD-1 or PD-L1 inhibitor. The [idea of a] triplet 
therapy is attractive although it could add logis-
tical complexity. Could you use sipuleucel-T plus 
radium-223 plus pembrolizumab (Keytruda) or 
nivolumab (Opdivo)? This idea is theoretically 
attractive, but logistics need to be worked out. It 
probably would not be so easy to do; it would take 
some coordination.

Q: Do you see this combination being utilized in 
other patient populations with prostate cancer?
A: Radium-223 is a bone-targeting alpha-parti-
cle, so this would not be for patients who do not 
have bone metastases; it would not be appropri-
ate for the patients with nonmetastatic disease or 
rising PSA. Again, sipuleucel-T is also primar-
ily approved for use in patients with metastatic 
CRPC.

One question is, “Could we give this combina-
tion in the nonmetastatic CRPC population to 
prevent bone metastases from occurring?” That 
would be a bit of a stretch because those patients 
do not have bone metastases, so radium-223 might 
not even [integrate] into the bone. You might be 
giving a drug, but that does not mean it would 
reach its intended target.UT
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2-drug combination improves outcomes 
in bone-metastatic prostate cancer
Results with sipuleucel-T plus radium-223 show progression-free survival of 9 months

“The interesting thing about 
this study, which was a bit 
unanticipated, was that we 
saw evidence of synergy in the 

combination arm. The 
synergy was evidenced 
by PSA responses.”

EMMANUEL S. ANTONARAKIS, MBBCH

MORE PROSTATE CANCER
CONTENT ONLINE

Catch up on all of our prostate cancer coverage 
online by going to www.urologytimes.com/pros-
tate-cancer. Recent articles include:

• Enzalutamide reduces risk of death in men with 
nmCRPC by 27% vs placebo

• Apalutamide plus ADT improves OS in men with 
non-metastatic castration-resistant prostate cancer

• Data reveal prevalence of advanced prostate 
cancer states
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Transcriptome profiling of tumor specimens col-
lected from patients with biochemically recurrent 
prostate cancer participating in a phase 3 clinical 
trial further validates the performance of a com-
mercially available genomic classifier (Decipher) 
for predicting the risk of distant metastasis.

In addition, the findings indicate that the 
genomic classifier has value for guiding the selec-
tion of patients undergoing salvage radiotherapy 
for recurrence who are most likely to benefit from 
treatment intensification with anti-androgen ther-
apy, said Felix Y. Feng, MD.

The study authors analyzed data from NRG/
RTOG 9601, a randomized, placebo-controlled 
phase 3 trial investigating the addition of bicalut-
amide to salvage radiotherapy. Feng, a professor 
of radiation oncology, urology, and medicine, 
director of the Benioff Initiative for Prostate 
Cancer Research, and vice chair for translational 
research, department of radiation oncology at the 
University of California, San Francisco, presented 
the research at the 2020 Genitourinary Cancers 
Symposium.

He told Urology Times®, “Our study is the first 
to investigate the performance of a clinical-grade 
genomic classifier in the context of a prospective, 
randomized post-prostatectomy trial, and the 
findings provide the strongest validation to date 
of its prognostic value.”

However, another main aim of the current anal-
ysis was to see whether the commercially available 
22-gene biomarker panel could help guide deci-
sions on implementing hormone therapy.

“Although NRG/RTOG 9601 showed a statis-

tically significant survival benefit 
for men treated with bicalutamide 
compared to placebo-treated con-
trols, only a minority of patients 
who received anti-androgen ther-
apy benefited from this treatment,” 
Feng explained. “Therefore, the 
study’s result should not be inter-
preted to mean that hormone ther-
apy be given to all men with PSA recurrences 
after prostatectomy.

“Our present analysis indicates that the genomic 
classifier can be a useful adjunct for clinical deci-
sion-making. In that regard, our study makes an 
important contribution to patient care as the man-
agement of prostate cancer moves toward treat-
ment personalization.”

NRG/RTOG 9601 randomized 760 men 
receiving salvage radiotherapy to treatment with 
placebo or bicalutamide for 2 years. Patients were 
eligible for the study if they had pT3 or pT2 disease 
with a positive margin, no nodal involvement, and 
a prostate-specific antigen (PSA) of 0.2 ng/mL to 
4.0 ng/mL.

The study investigating the genomic classifier 
used formalin-fixed, paraffin-embedded prosta-
tectomy specimens. Tissue from 352 of the study’s 
participants, representing equal numbers of men 
from the placebo and bicalutamide groups, were 
included in the analysis and demonstrated to be 
representative of the overall population.

The performance of the genomic classifier as 
an outcomes predictor was analyzed considering 
its generated score (0-1) as a continuous variable. 
In multivariable analyses adjusting for age, race, 
Gleason score, T-stage, margin status, entry PSA, 
and treatment arm, the genomic classifier was a 
statistically significant, independent predictor of 
distant metastases, prostate cancer-specific mor-
tality, and overall survival (OS).

Hormone therapy benefit smaller
in low-risk group
To analyze its potential benefit for identifying 
patients likely to benefit from hormone therapy, 
men were first divided into 2 groups based on 
their genomic classifier risk stratification: low 
risk (n = 183) vs intermediate or high risk (n = 
169). The results showed that the benefit from 
hormone therapy was consistently smaller in the 
low-risk group vs the intermediate- or high-risk 
group, whether considering 12-year risk of distant 
metastases, 12-year risk of prostate cancer-specif-
ic mortality, or 12-year OS.

Findings from additional anal-
yses that included only men who 
received early salvage radiother-
apy when the PSA was less than 
0.7 ng/mL (n = 175) showed that 
in this particular subgroup, men 
categorized as low risk according 
to the genomic classifier appeared 
to derive no benefit from hormone 

therapy when considering any of the 3 outcomes.
“Although the results were not statistically 

significant, the data showed that the 12-year 
overall survival was numerically worse for men 
in the low-risk group if they received hormone 
therapy than if they were treated with placebo. 
This suggests that, if we give hormone therapy 
to all patients with PSA recurrences after sur-
gery, we may be overtreating those with low 
Decipher scores and low PSAs at the time of 
initiation of radiation therapy,” Feng said.UT

Disclosures: Dr Feng has consulted for Astellas, Bayer, 
Blue Earth Diagnostics, Celgene, Clovis Oncology, Jans-
sen, Roivant Sciences, and Sanofi. For full disclosures, 
see bit.ly/276disclosures.

Research confirms prognostic 
performance of genomic classifier
Classifier can be a useful adjunct for clinical decision-making, investigator says

The benefit from 
hormone therapy 
was consistently 
smaller in the 
low-risk group vs 
the intermediate- or 
high-risk group.

“Our study is the first to 
investigate the performance of a 
clinical-grade genomic classifier 
in the context of a prospective, 
randomized post-prostatectomy 
trial, and the findings provide the 

strongest validation to 
date of its prognostic 
value.”

FELIX Y. FENG, MD

FDA APPROVES PARP INHIBITORS 
FOR PROSTATE CANCER

The FDA has approved 2 poly (ADP-ribose) poly-
merase (PARP) inhibitors for men with metastatic 
castration-resistant prostate cancer (mCRPC) who 
have certain genetic mutations.

The FDA granted approval to rucaparib (Rubraca) 
tablets for the treatment of adult patients with 
a deleterious BRCA mutation (germline and/or 
somatic)-associated mCRPC who have been treat-
ed with androgen receptor-directed therapy and 
a taxane-based chemotherapy, Clovis Oncology 
announced. Separately, AstraZeneca and Merck 
said the agency approved olaparib (Lynparza) 
for the treatment of patients with deleterious or 
suspected deleterious germline or somatic homol-
ogous recombination repair (HRR) gene-mutated 
mCRPC who have progressed following treatment 
with enzalutamide (Xtandi) or abiraterone (Zytiga).

Coinciding with the olaparib approval, Foundation 
Medicine, Inc received FDA approval for its Foun-
dationOne CDx test to be used as a companion 
diagnostic to identify patients with HRR-mutated 
mCRPC. For more about the approvals, see bit.ly/
parpinhibitors.
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UT0620_010_Clinical Update-276.indd   10UT0620_010_Clinical Update-276.indd   10 6/12/20   11:08 AM6/12/20   11:08 AM



Urology Times

Psychiatric Times, 

Dermatology Times

Optometry Times

Ophthalmology
Times Europe

Providing Education for Urologists

Visit gotoper.com/go/UrologyTimes to check out our virtual 
conferences and webcasts, and we’ll see you in-person soon!

As the offi cial provider for Urology Times, PER® is leading the way 
in advancing CME, while continuing our tradition of delivering 

world-class conferences. Whether taking place in-person or 
virtually, PER® will still provide the same high-impact education 

clinicians have trusted for more than 20 years.

Up-to-date 
evidence-based clinical 
information that can be 

immediately 
implemented into 

patient care

Unrivaled 
interaction with 

renowned 
thought-leaders

On-demand 
programming that

provides access 
whenever and wherever 

you need it

UT0620_011_PER_FP AD.indd   11UT0620_011_PER_FP AD.indd   11 5/29/20   3:34 PM5/29/20   3:34 PM



12 ∣ Urology Times® ∣ June 2020

Wayne Kuznar
UT Correspondent 

Disease progression within 6 months was the 
strongest surrogate marker for overall survival 
(OS) in patients with metastatic hormone-sen-
sitive prostate cancer treated with combina-
tion therapy in a retrospective analysis of the 
CHAARTED trial.

Although metastatic-free survival is a stan-
dard surrogate for OS in men with nonmetastatic 
prostate cancer, the best predictor of OS in the 
metastatic hormone-sensitive setting has not 
been established.

The data were presented in poster format at 
the American Urological Association 2020 Vir-
tual Experience.

“We feel that this information has several 
important clinical implications,” coauthors John 
Pfail, MD candidate (class of 2021) at the Icahn 
School of Medicine at Mount Sinai Hospital 
in New York, New York, and Alberto Martini, 
MD, from Università Vita-Salute San Raffa-
ele, in Milan, Italy, said via email. “First, it can 
be used for patient counseling for individuals 
who have progressed within the first 6 months 
of treatment. Second, it can be used for early 
identification of those individuals who might 
benefit from second-line treatments or might 
be enrolled in trials aimed at evaluating the role 
of novel therapies.”

In the CHAARTED trial, patients with met-
astatic hormone-sensitive prostate cancer were 
randomized to androgen-deprivation therapy 
(ADT) or ADT plus docetaxel. Response by 
prostate-specific antigen level, progression, 
and development of castration-resistant prostate 
cancer (CRPC) within 6 and 12 months were 
examined as a potential surrogate for OS in 790 
patients from the study—393 who received ADT 
alone and 397 who received ADT plus docetaxel.

The invest igators used the propor-
tion-of-treatment effect (PTE) to measure how 
much of the OS outcome could be explained by 
the surrogate. The PTE is calculated from 2 
proportional hazards models and is computed 
as 1 minus the ratio of the estimated regression 
coefficient for treatment effect in the adjusted 
model (model containing the surrogate) over the 
estimated regression coefficient for treatment in 
the unadjusted model.

“To the best of our knowledge, this method 
[PTE] is widely accepted in the scientific com-
munity and has been used in numerous analyses 

to validate potential surrogates,” according to 
the co-investigators, working under William K. 
Oh, MD, chief of the Division of Hematology 
and Medical Oncology at Mount Sinai Hospital.

4 end points emerge as surrogates
Four intermediate clinical end points emerged 
as surrogates:

• Progression within 6 months (HR, 5.70; 95% 
CI, 4.26-7.64; P <.001)

• Progression within 12 months (HR, 7.09; 
95% CI, 5.16-9.76; P <.001)

• Development of CRPC within 6 months 
(HR, 5.11; 95% CI, 3.81-6.85; P <.001)

• Development of CRPC within 12 months 
(HR, 6.24; 95% CI, 4.58-8.51; P <.001).

Of these, progression within 6 months had the 
highest PTE at 88%, followed by development 
of CRPC within 6 months (80%), progression 
within 12 months (52%), and development of 
CRPC within 12 months (46%).

“According to our analyses, progression within 
6 months can identify almost 9 out of 10 men that 
will ultimately die from any cause,” according to 
the coinvestigators.

The 2-year OS rate for patients who pro-
gressed within 6 months of randomization was 
42%, compared with 89% for the men who did 
not progress that quickly.

“According to our study, among the patients 
that were alive and not censored 6 months after 
randomization and did progress on treatment, 
the survival rate was almost one-fourth after 2 
years. The prompt administration of second-line 
therapies or the exploration of novel medications 
for this patient category might potentially trans-
late to a survival benefit for this patient popula-
tion,” the coauthors indicated.

The study is the first to evaluate potential 
surrogates for metastatic hormone-sensitive 
prostate cancer and should be validated in other 
datasets, they added.

“Nonetheless, if a novel medication deter-
mines an unprecedented response in terms of 
progression within 6 months from patient ran-
domization, then regulatory agencies might con-
sider expediting approval of such a medication,” 
they wrote.

Whether patients who progressed within 6 
months from randomization did so because of an 
intrinsic resistance to docetaxel or the presence 
of a lethal phenotype due to specific genomic 
alterations, or a combination of both factors, is 
not known.

“It would be interesting to see if patients could 
be clustered from a genomic standpoint, accord-
ing to the potential response within 6 months of 
therapy and use this eventual genomic classifier 
as a stratification factor in future trials,” the 
coinvestigators wrote.UT

6-month progression is strong survival 
surrogate in prostate cancer subset 
Strongest surrogate marker for overall survival in men with metastatic hormone-sensitive disease

“According to our analyses, 
progression within 6 months can 
identify almost 9 out of 10 men 
that will ultimately die from any 
cause.”

JOHN PFAIL AND ALBERTO MARTINI, MD

RUCAPARIB ADDED TO NCCN 
PROSTATE CANCER GUIDELINES

The National Comprehensive Cancer Network 
(NCCN) has updated its Clinical Practice Guide-
lines in Oncology for Prostate Cancer to include 
new recommendations for the poly (ADP-ribose) 
polymerase (PARP) inhibitor rucaparib (Rubraca).

According to Clovis Oncology, Inc, the manu-
facturer of rucaparib, the recommendation is 
for use as a “treatment option for patients with 
metastatic castration-resistant prostate cancer 
(mCRPC) and a pathogenic BRCA1 or BRCA2 
mutation (germline and/or somatic) who have 
been treated with androgen receptor-directed 
therapy and a taxane-based chemotherapy. If 
the patient is not fit for chemotherapy, rucaparib 
can be considered even if taxane-based therapy 
has not been given.”

The NCCN based the recommendation on find-
ings from phase 2 TRITON2 trial (NCT02952534), 
in which the PARP inhibitor induced a 44% con-
firmed objective response rate in 62 evaluable 
patients with BRCA1/2-mutant mCRPC.

“We are pleased that the NCCN has acknowl-
edged the importance of novel targeted ther-
apies for the treatment of advanced prostate 
cancer, and the need for new treatment options 
for patients with BRCA mutations, including 
Rubraca, the first PARP inhibitor approved for 
these patients,” Patrick J. Mahaffy, president 
and CEO of Clovis Oncology, said in a statement.
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Compared with local radiation therapy (RT), 
radical prostatectomy (RP) as primary treatment 
for prostate cancer may result in a lower risk of 
castration-resistant disease and superior overall 
survival (OS) from the time of metastasis.

In a retrospective analysis of a nationwide 
database of men who had undergone prior RT 
or surgery for localized prostate cancer, those 
who received radiation were found to have a 
32% adjusted higher risk of developing a castra-
tion-resistant state compared with those under-
going RP, reported Mohammed Shahait, MBBS, 
in a poster presented at the American Urological 
Association 2020 Virtual Experience.

On multivariable analysis, after developing 
metastatic disease, mortality was significantly 
higher among the men who received RT alone 
versus those who underwent RP (P = .0013).

The findings come from an examination of 
the Flatiron Health electronic health record–
derived database, which includes about 2.5 mil-
lion patients with cancer.

“Metastatic prostate cancer is a heteroge-
neous disease and includes men with de novo 
metastases upon presentation and a subgroup 
who present with local disease who underwent 
a local treatment and then progress to metasta-
sis,” said Shahait, who was a clinical instructor 
in urology at the University of Pennsylvania in 
Philadelphia, at the time of the study. “Most of 
the data in the literature mix these patient groups 
when assessing outcomes, and we believe that it’s 
wrong from a biologic point of view. Therefore, 
we aimed to study only patients who received 

local treatment and progressed to metastases to 
have a more homogeneous cohort.”

The cohort consisted of 664 patients who had 
received prior RP with or without adjuvant radi-
ation (n = 310) or RT alone (n = 354) for local 
disease and had progressed to metastatic disease 
between 2010 and 2018.

At the time of metastasis, patients in the RP 
group were younger (63.8 ± 7.25 vs 69.3 ± 7.67 
years; P <.0001), had a lower prostate-specific 
antigen (PSA) level at prostate cancer diagnosis 
(7.8 vs 10.9 ng/mL; P <.0001), and were more 
likely to have a Gleason score greater than or 
equal to 8 (64.5% vs 54.5%; P = .0089). The men 
in the PR group also had lower PSA levels at the 
time of metastasis compared with those in the 
radiation group (6.4 vs 17.2 ng/mL; P <.0001). 
The group treated with radiation was more likely 
to receive androgen-deprivation therapy (ADT) 
before metastasis compared with the RP group 
(76% vs 60.7%; P <.0001).

The association between prior local treatment 
and progression to castration-resistant state 
and OS was tested, adjusting for age, race, PSA 
level, Gleason score, castration-resistant state, 
administration of ADT before metastasis, and 
treatment year.

“As urologists and radiation therapists, we 
don’t know what happens to all patients after 
metastasis because most of the management is 
led by medical oncologists. The focus here is to 
see what would happen after metastasis,” said 
Shahait, who is a urology consultant at King 
Hussein Cancer Center, Amman, Jordan.

Median follow-up from the date of metastasis 
was 30 months for the RP group and 29.4 months 
for the radiation group. The unadjusted hazard 
ratio for castration-resistant state in the group 
that received radiation was 1.45 (P <.001). The 
association remained significant upon adjust-
ing for patient- and disease-specific parameters 
(HR, 1.326; P = .0259).

On multivariable analysis, men who received 
radiation alone had 77% higher overall mortality 
after developing metastatic disease (P = .0013) 
compared with men who underwent RP.

Notwithstanding the inherent selection 
bias at the time of choosing the type of local 
treatment because of unmeasured confounding 
variables, the results add to a growing body of 
evidence that support the benefit of extirpation 
of the primary disease on OS after developing 
metastatic disease, the researchers concluded 
in their poster.

One theory for the finding is that early use of 
ADT as well as RT may potentiate epitheli-
al-mesenchymal transition, which mediates 
tumor invasion, metastasis, and development of 
castration-resistant tumors, leading to a worse 
outcome, Shahait said.UT

Surgery leads to better survival vs 
radiation from time of metastasis
Radical prostatectomy may result in lower risk of castration-resistant disease, data show

“As urologists and radiation 
therapists, we don’t know what 
happens to all patients after 
metastasis because most of the 
management is led by medical 
oncologists. The focus here is 
to see what would happen after 
metastasis.”

MOHAMMED SHAHAIT, MBBS

PROSTATE CANCER RATES 
CONTINUE TO INCREASE

A new study finds rates of advanced prostate 
cancer continued to increase in men aged 50 
and over in the United States, 5 years after the 
US Preventive Services Task Force recommend-
ed against prostate-specific antigen-based 
screening for all men.

The study, led by American Cancer Society 
investigators, says the rise in cancers that had 
spread beyond the prostate gland was accom-
panied by drops in early-stage disease during 
the same time period.1

Researchers led by Ahmedin Jemal, DVM, PhD, 
used data from the U.S. Cancer Statistics Pub-
lic Use Research Database to look at trends—
annual percent change—in invasive prostate 
cancer incidence from 2005 to 2016 in men 50 
and older stratified by stage, age group, and 
race/ethnicity.

They found that for all races/ethnicities 
combined, incidence of local-stage disease 
decreased by 6.4% per year from 2007-2016 
in men 50 to 74. In men 75 and older, inci-
dence declined by 10.7% per year from 2007-
2013 then stabilized during 2013 to 2016.

In contrast, incidence of prostate cancer 
spread beyond the gland (regional- and dis-
tant-stage disease) increased in both age 
groups during the study period. For example, 
distant-stage incidence in men 75 and older 
increased by 5.2% per year from 2010-2016.

“These data illustrate the trade-off between high-
er screening rates and more early-stage disease 
diagnoses (possibly overdiagnosis and overtreat-
ment) and lower screening rates and more late-
stage (possibly fatal) disease,” the authors wrote.

REFERENCE
1. Jemal A, Culp MB, Ma J, et al. Prostate cancer 
incidence 5 years after US Preventive Services 
Task Force recommendations against screening. 
JNCI: Journal of the National Cancer Institute, 
djaa068, https://doi.org/10.1093/jnci/djaa068.
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The coronavirus disease 2019 (COVID-19) pan-
demic is impacting continuity of care across all 
areas of medicine. During this challenging peri-
od, there are particular obstacles to maintaining 
delivery of autologous cellular immunotherapy 
for patients with cancer.

Speaking to Urology Times®, Christina Yi, 
chief operations officer at Dendreon, discussed 
the efforts being made by the biotech company 
and its employees to meet the needs of patients 
with advanced prostate cancer who have chosen 
treatment with sipuleucel-T (Provenge).

“These are difficult times for everybody, but 
if patients with prostate cancer are committed to 
including sipuleucel-T as part of the fight against 
their disease, we at Dendreon are in the battle 
with them,” she said.

With an office located in the first COVID-19 
hotspot in the US, Seattle-based Dendreon had 
early exposure to introducing adjustments to 
maintain operations in the new environment.

“We quickly recognized that it was not just the 
safety of our employees that we had to be concerned 
about by issuing work-from-home orders across all 
of our facilities. We also had to think about the 
safety of our patients and all of the potential dis-
ruptions that could occur across the entire supply 
chain involved in delivering sipuleucel-T,” Yi said.

Complex manufacturing process
A course of sipuleucel-T involves 6 visits. The 
treatment itself consists of 3 doses given by intra-

venous infusion at 2-week intervals. Two to 3 days 
prior to each infusion, however, patients must visit 
a Dendreon-approved collection center where their 
immune cells are harvested by leukapheresis. This 
“raw material” that is used to produce sipuleucel-T 
must be received at 1 of 2 Dendreon immunothera-
py manufacturing facilities (IMFs) within 18 hours. 
Once those cells are manufactured into Provenge, 
there is another 18-hour window for the drug to be 
shipped back so the patient can begin the infusion. 

Because patients with cancer are at increased 

risk for COVID-19, Dendreon worked closely 
with its apheresis network to add additional mea-
sures to ensure patient safety. These measures 
include screening incoming patients regarding 
recent travel and prescreening to assess patients’ 
health and well-being.

“Dendreon has more than 150 approved col-
lection centers all over the country. Fortunately, 
these are primarily community blood centers 
that are remaining open to support their com-
munity’s blood needs during the pandemic. 

They understand the critical role apheresis plays 
in the treatment cycle and have gone above and 
beyond to institute necessary safety precautions 
to protect their employees, blood donors, and 
our patients,” Yi said.

Keeping within the strict time frame nec-
essary for transporting blood samples to one 
of Dendreon’s IMFs, located outside Atlanta, 
Georgia, and in Orange County, California, 
and returning the sipuleucel-T doses back to the 
infusion center has been challenging; the airlines 
the company usually relies on have had cutbacks 
in flight routes and fluctuating schedules. To 
overcome potential problems, alternate modes 
of transportation are implemented as needed, 
including the hiring of chartered flights. Den-
dreon is employing these solutions without pass-
ing any of the incurred costs on to patients.

Supporting clinicians
Many physician practices have curtailed staff 
and operating hours, instead focusing on the 
most critical patients and delivery of essential 
treatments. Dendreon has continued to sup-
port these practices virtually, from taking on 
appointment reminders and rescheduling, to 
employing new virtual tools to replace pro-
cedures that typically took place in the office, 
Yi said.

“Men who had started sipuleucel-T before the 
pandemic have been committed to completing 
their treatment, and we are still seeing new 
patients enroll. We will continue to do all that 
we can to make sure men can receive their treat-
ment without delay,” she said.UT

Multifaceted approach addresses 
pandemic’s threat to prostate cancer care
Maker of sipuleucel-T takes steps to meet patient needs during COVID-19 crisis

LOWERING TESTOSTERONE COULD LESSEN SEVERITY 
OF CORONAVIRUS, STUDY SHOWS

Lowering testosterone could lessen the severity of coronavirus 2019 disease 
(COVID-19) by preventing the new coronavirus from entering lung cells, according 
to a new study from investigators at Columbia University Irving Medical Center1.

Based on these findings, a clinical trial to test the effect of reducing testosterone in 
patients with COVID-19 is set to begin at 3 Veterans Affairs hospitals in New York City, 
Los Angeles, and the Seattle region. The study will enroll 200 hospitalized male patients 
who will be randomized to receive a placebo or 1 dose of degarelix (Firmagon).

The idea to treat COVID-19 by reducing testosterone received strong support in 
a study led by David Goldstein, PhD, and Xinchen Wang, PhD, of the Institute for 
Genomic Medicine at Columbia University Irving Medical Center.

Using existing data on the effects of hundreds of drugs on human cells, the inves-

tigators sought to identify compounds that can regulate the expression of genes 
that encode key viral entry proteins. Their work showed that TMPRSS2 represent-
ed the most promising viral entry protein to target and that lowering testosterone 
would be the best available option for lowering the expression of TMPRSS2.

“Our analysis suggests that decreasing testosterone will lower TMPRSS2, interfere 
with viral entry, and reduce the severity or duration of COVID-19,” Goldstein said.

For the current trial, the investigators chose degarelix to lower testosterone 
because it quickly and completely eliminates the hormone from the bloodstream. 
The trial is restricted to COVID-19 patients with serious illness but who are not in 
intensive care at the time of enrollment.

REFERENCE
1. Wang X, Dhindsa R, Povysil G, et al. TMPRSS2 Transcriptional inhibition as a 
therapeutic strategy for COVID-19. Preprints 2020, 2020030360 (doi: 10.20944/
preprints202003.0360.v2).
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“We also had to think about the 
safety of our patients and all of 
the potential disruptions that 
could occur across the entire 
supply chain involved in delivering 
sipuleucel-T.”

CHRISTINA YI
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The benefits of minimally invasive water vapor 
thermal therapy (Rezum System) on lower uri-
nary tract symptoms due to benign prostatic 
hyperplasia (BPH) are durable, with a reduction 
in symptom score and an improvement in flow 
rate sustained to 5 years, according to investiga-
tors. In addition, treated patients maintain their 
sexual function.

In a randomized clinical trial with sham con-
trol, the mean reduction in the International 
Prostate Symptom Score (IPSS) from baseline 
to 5 years in the active treatment group was 10.4 
points, compared with a mean reduction of 11.2 
points at 3 months, reported Kevin McVary, 
MD, during the American Urological Associ-
ation 2020 Virtual Experience. Baseline score 
on the IPSS was 22, which is considered severely 
symptomatic.

The change from baseline in maximum uri-
nary flow rate was 6.4 mL/sec at 3 months and 
4.3 mL/sec at 5 years. Flow rate 
values were 9.9 mL/sec at baseline, 
16.4 mL/sec at 3 months, and 14.0 
mL/sec at 5 years, with no statisti-
cal difference in values between 3 
months and 5 years.

“Symptoms improve and they 
stay improved,” McVary said. 
“Men respond forcefully with a 
strong urinary flow, starting at the 

3-month mark, and again, it is maintained over 
the 5-year period.”

Water vapor thermal therapy also favorably 
affected other outcomes measures. The surgical 
retreatment rate at 5 years in the intervention 
group was 4.4%, which was identical to years 
3 and 4, compared with 3.7% at 2 years. Some 
11.1% of the men in the intervention arm initi-
ated medication for BPH at 5 years.

Surgical retreatment rate 
“exceedingly positive”
These rates compare favorably to 
the rates observed with other ther-
apies, said McVary, professor of 
urology at Loyola University Med-
ical Center in Maywood, Illinois. 
“The surgical retreatment rate is 
exceedingly positive compared to 
what we see over the field,” he said. 

“It is a pronounced strength of this technology 
that these retreatment rates are very impressive.”

A total of 197 men greater than or equal to 50 
years old with an IPSS greater than or equal to 
13, a maximum flow rate of 5 to 15 mL/sec, and a 
prostate volume of 30 to 80 cc were enrolled into 
the trial. They were randomized 2:1 to thermal 
therapy or sham control rigid cystoscopy. Ther-
mal therapy involved injection of water vapor into 
obstructive tissue and could include the middle 
lobe, if present, and/or enlarged central zone.

Crossover from sham to active intervention 
was permitted at 3 months. The crossover group, 
which included 53 patients, had symptoms and 
flow rate reassessed at crossover.

The trial was notable in that 35% of patients 
at study entry had an obstructed middle lobe.

“One of the strengths of the technology is the 
ability to treat the middle lobe,” said McVary. 
“Men with middle lobes are often excluded 
from clinical trials of minimally invasive sur-
gical treatments. When we compared men with 
a middle lobe to those without a middle lobe in 
our study, we see nearly identical responses in 
every category.”

Five-year data for sexual function were not 
presented but should be available soon.

“At least up to 4 years, this technology has had 
a minimum impact on sexual function,” McVary 
said.UT

Disclosure: The study was funded by Boston Scientific 
Corp.

Water vapor thermal therapy results 
found durable at 5 years
Mean International Prostate Symptom Score reduction of 10.4 points is observed

The change from 
baseline in maxi-
mum urinary flow 
rate was 6.4 mL/
sec at 3 months 

and 4.3 mL/sec at 
5 years.

“Symptoms improve and they 
stay improved. Men respond 
forcefully with a strong urinary 
flow, starting at the 3-month 

mark, and again, it is 
maintained over the 
5-year period.”

KEVIN MCVARY, MD

SAFETY, DURABILITY OF AQUABLATION THERAPY
IS SUPPORTED IN LARGE PROSTATES AT 2 YEARS

Results of the WATER II study demonstrate that Aquablation therapy is safe 
and durable in large prostates (80-150 cc) at 2 years, PROCEPT BioRobotics 
Corp reported. 

Aquablation therapy is a procedure for the treatment of benign prostatic hyper-
plasia (BPH) and is performed by the AquaBeam Robotic System, an FDA-cleared, 
automated surgical robot for the treatment of this condition.

“Until now, there were limited transurethral treatment options for patients with 
large prostates. Aquablation therapy offers patients a minimally invasive option 
that enables both durable symptom relief and low rates of adverse effects regard-
less of their prostate size and anatomy,” said Mihir Desai, MD, professor of clinical 
urology at Keck Hospital, University of Southern California, Los Angeles, and 
co-principal investigator of the WATER II study.

“In addition, 2-year WATER II data confirm that Aquablation therapy provides con-

siderable operating time efficiencies and durable, consistent outcomes with a low 
learning curve.”

WATER II was a prospective multicenter international clinical trial evaluating 
Aquablation therapy in 101 men with large prostates 80 to 150 cc in size. PRO-
CEPT BioRobotics said 2-year follow-up data confirmed that Aquablation is a safe 
procedure with durable efficacy and a low occurrence of retreatment. The study 
demonstrated sustained improvements at 24 months in symptom relief and peak 
urinary flow rates while preserving sexual function and urinary continence.1

“The 2-year data from the WATER II study mark a significant milestone, as these 
results add to the strong body of evidence in support of Aquablation therapy as a 
safe, durable treatment option for a wide range of BPH patients,” said Reza Zad-
no, president and chief executive officer of PROCEPT BioRobotics.

REFERENCE
1. Desai M, Bidair M, Bhojani N, et al. Aquablation for benign prostatic hyperplasia in 
large prostates (80-150 cc): 2-year results. Can J Urol. 2020;27(2):10147-10153.
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BPH guidelines may ignore FDA, insurance criteria
To the editor:
In the March 2020 Urology Times®, Houlihan 
and Köhler present an excellent review of key 
aspects of the 2019 American Urological Asso-
ciation (AUA) BPH guidelines update.1 Badlani 
further emphasizes that the guidelines point to 
the need for a more thorough understanding of 
each individual patient’s desires and values when 
reaching the best shared decision on treatment 
of choice.2 Treatment options indeed offer dif-
ferent levels of trade-off between effectiveness 
and adverse effects.

When considering the AUA guidelines, it is 
important to realize where they fit in the avail-
able evidence for treatments. This recent AUA 
guidelines update required that all evidence be 
from randomized controlled trials, ideally com-
paring new treatments to TURP, the presump-
tive gold standard. This methodology certainly 
assures that only the highest level of evidence is 
considered, but it also can cause the guidelines 
to ignore important evidence of lower scientific 
quality that often supports FDA indications and 
insurance criteria. In an earlier Urology Times® 
article, Kaplan discusses the importance of 
weighing not only efficacy (high-level evidence 
in highly controlled populations, eg, guidelines) 
but also effectiveness (lower level evidence in 
the larger, real-life clinical populations).3 The 
former tells us if a treatment option can work in 
controlled conditions, while the latter tells us if 
it works in the real world.

Focusing solely on efficacy can lead to dis-
crepancies between guidelines and regulatory 
bodies. For instance, Houlihan and Köhler 
state that the AUA guidelines recommend the 
Prostatic Urethral Lift (PUL) procedure for 
prostates no larger than 80 grams [they actu-
ally misquote the guidelines as “30-80 grams”; 
there is no lower limit on prostate volume] and 
absence of a median lobe. Importantly, the cur-
rent FDA indication for PUL is for prostates up 
to 100 grams with no volume lower limit.

 In addition, the FDA indication includes 
treatment of median lobe hyperplasia. The evi-
dence that convinced the FDA to broaden the 
indication is based on nonrandomized studies4,5 
that did not meet the BPH guidelines rubric for 
assessment.

A perhaps more alarming example is the 
guidelines recommendation for RezÜm steam 
treatment “for prostates <80 grams [no volume 
lower limit],” while the FDA and many insur-
ers explicitly contraindicate prostates below 30 
grams. With regard to upper limits of prostate 
volume, the WATER II study reported on Aqua-
beam for prostates 80-150 grams; this too will 
not meet the guidelines rubric for assessment,6 
though it provides important information on 

efficacy and safety for these patients.
As mentioned by Houlihan and Köhler and lat-

er emphasized by Badlani, preservation of sexual 
function can be an important driver in treatment 
choice for our patients. With ejaculatory dysfunc-
tion ranging from 4%-24% for tamsulosin and up 
to 28% for silodosin, there are many men who 
might consider minimally invasive surgical ther-
apy (MIST) over alpha-blockers. It is therefore 
imperative that we dive a bit deeper than “sexual 
function preserving” as a tag line and distinguish 
to what level sexual function is preserved.

The randomized evidence for Aquabeam 
showed preservation of ejaculatory function 
that was better than transurethral resection of 
the prostate (TURP), but not ideal. Sustained 
anejaculation was 11.3% vs 36.4% for TURP. 
Transurethral incision of the prostate (TUIP) 
is efficacious for prostates under 30 grams but 
is associated with up to a 20% anejaculation 
rate. RezÜm showed no meaningful reduction 
in overall mean MSHQ-EjD score but did have a 
3.1% incidence of anejaculation, and larger non-
randomized studies showed this as high as 20%.7 
Only PUL has shown in 2 randomized studies 
0% new-onset, sustained anejaculation, further 
corroborated by effectiveness real-world data.

It is particularly important as we evaluate 
MIST options with our patients that we under-
stand not only how each treats lower urinary 
tract symptoms but also how they address MIST 
goals: preserving sexual function, avoiding post-
operative catheter and associated infection, and 
whether the procedure can be delivered in an 
office.

Surgical retreatment rates are specifically 
available in efficacy studies, yet reporting on 
postoperative BPH medication usage is unre-
liable, and loss to follow-up can be high. For 
true overall retreatment rates, we must rely upon 
population studies, rather than prospective 
studies, as has been done with TURP. While 
Houlihan and Köhler give a guidelines update, 
they rely upon a Canadian population effec-
tiveness study, which by its very nature would 
be outside of the guidelines update, to discuss 
how modern-day TURP performs, namely with 
lower transfusion rate, higher stricture rate, and 
higher retreatment than in past studies.

These same authors, in a different publication, 
report post-TURP usage of alpha-blockers and 
5-alpha-reductase inhibitors at 27% and 20%, 
similar to the high rates found in other popu-
lation studies conducted in the United States 
and France.8 As we seek to understand MIST 
retreatment rates, as Houlihan and Köhler sug-
gest, we must rely upon real-world population 
data.

Gregg Eure, MD / Virginia Beach, VA
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The authors respond:
The authors regret misquoting the AUA guide-
lines pertaining to Prostatic Urethral Lift as 
being for use in prostates 30-80 grams when in 
fact there is no lower prostate volume limit for 
this procedure.

Matthew D. Houlihan, DO, and Tobias S. Köhler, MD, 
MPH / Rochester, MN
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SAN FRANCISCO—Response to immune check-
point inhibition does not vary by histologic sub-
type of urothelial carcinoma (UC). In a multi-in-
stitutional retrospective cohort study, the overall 
response rate (ORR) and overall survival (OS) 
were similar between patients with pure UC or 
variant UC, reported Natalie J. Miller, MD, 
PhD, at the 2020 Genitourinary Cancers Sym-
posium in San Francisco.

“There are mixed data as to whether variant 
UC responds as well as pure UC to standard-of-
care therapy, such as chemotherapy, as well as 
radiotherapy,” said Miller, a second year internal 
medicine resident at the University of Washing-
ton in Seattle.

“There are also some studies that show that 
variant UC can be more aggressive, present at 
higher grade or higher stage, and be more like-
ly to have quicker recurrences,” added Miller, 
working with Petros Grivas, MD, PhD, and 
co-authors.

Despite these differences, the data demon-
strated that the ORR to immune checkpoint 
inhibition between patients with pure UC and 
variant UC was comparable, at 
28% versus 29%, respectively (P = 
.90). Median OS was 11.0 months 
among the patients with pure UC 
versus 10.1 months for those with 
variant UC (P = .60).

“We looked at patients who were 
treated with any one of 5 check-
point inhibitors, any line up to 
fourth line,” she said.

The study included 424 patients 
from 18 academic institutions with 
UC who received immune check-

point inhibitors and met inclusion criteria; 395 
were evaluable for ORR, 406 for OS, and 403 for 
progression-free survival (PFS) analysis.

Among the 406 patients in the OS analysis 
cohort, there were 286 with pure UC, 120 with 
variant UC, and 9 with neuroendocrine UC. 
Slightly more than two-thirds in each cohort 
were male and 65% to 78% were ever smok-
ers. Fourteen to 16% had upper tract tumors. 
Fifty-one percent in the pure UC cohort had 
undergone cystectomy or (nephron) ureterecto-
my compared with 60% in the variant UC cohort 
and 29 in the neuroendocrine cohort.

When assessed by variant histology, the ORR 
was 28% in those patients with squamous his-
tology, 28% with micropapillary histology, 38% 
with sarcomatoid histology, 17% with plasmacy-
toid histology, 22% with adenocarcinoma, and 
25% with neuroendocrine UC. The ORR for 
patients with variant UC excluding neuroendo-
crine was 29%.

No difference in response according 
to line
There was no difference in response according 
to the line of checkpoint inhibitor therapy (first 
line or subsequent lines).

“When you break the variant 
group down into the particular 
type of variant, it showed that 
patients with neuroendocrine car-
cinoma variant had a significantly 
shorter OS of about only half as 
long as the patients with either pure 
or other variant histologies [4.6 vs 
11.0 vs 10.1 months; P = .003 vs 
pure or variant UC],” Miller said. 
“That was significant still on mul-
tivariate analysis. Obviously, neu-
roendocrine, no matter what type 

of cancer, is going to be a little more aggressive, 
but even accounting for some of those factors, it 
appeared to be associated with poorer OS, and 
we see a similar trend on PFS.”

By histologic subtype, median OS was 10.5 
months in those with squamous UC, 9.8 months 
with micropapillary histology, 11.5 months with 
sarcomatoid histology, 10.1 months with plas-
macytoid histology, not reached in patients with 
adenocarcinoma, and 4.6 months in those with 
neuroendocrine UC.

In patients with upper tract tumors, OS was 
significantly shorter in those with variant versus 
pure UC (4 vs 14 months; P = .03).

“One of the surprising factors of the neu-
roendocrine subset is that they responded but 
progressed,” Miller said. PFS after initiating 
immune checkpoint inhibitor therapy was 5.2 
months in those with variant histology exclud-
ing neuroendocrine, 4.1 months in patients with 
pure UC, and 3.7 months in those with neuro-
endocrine UC (P = .03 vs variant without neu-
roendocrine).

“Histologic subtype shouldn’t exclude patients 
from getting checkpoint inhibitor therapy,” she 
said. “There’s a lot of evidence that PD-L1 
expression in these tumors is fairly similar 
between pure and variant UCs and that tumor 
mutational burden is also pretty similar, so that 
could be why they’re responding similarly.”UT

Checkpoint inhibitor response similar 
between pure, variant UC histologies
Shorter overall survival seen in patients with neuroendocrine carcinoma, however

In patients with 
upper tract tumors, 
overall survival 

was significantly 
shorter in those 
with variant ver-
sus pure urothe-
lial carcinoma (4 
vs 14 months; P 

= .03).

“Histologic subtype shouldn’t 
exclude patients from getting 
checkpoint inhibitor therapy.”

NATALIE J. MILLER, MD, PhD

FDA APPROVES ADDITIONAL RECOMMENDED DOSAGE 
FOR ANTI–PD-1 THERAPY

The FDA approved an additional recommended dosage of 400 mg every 6 weeks 
for the anti–PD-1 therapy pembrolizumab (Keytruda) across all adult indications, 
including monotherapy and combination therapy, Merck reported. This indication 
is approved under accelerated approval based on pharmacokinetic data, the rela-
tionship of exposure to efficacy, and the relationship of exposure to safety.

Pembrolizumab has a number of genitourinary cancer indications:

• treatment of patients with locally advanced or metastatic urothelial carcinoma 
(UC) who are not eligible for cisplatin-containing chemotherapy and whose tumors 

express PD-L1, as determined by an FDA-approved test, or in patients who are not 
eligible for any platinum-containing chemotherapy regardless of PD-L1 status

• treatment of patients with locally advanced or metastatic UC who have disease 
progression during or following platinum-containing chemotherapy or within 12 
months of neoadjuvant or adjuvant treatment with platinum-containing chemo-
therapy

• treatment of patients with Bacillus Calmette-Guerin—unresponsive, high-risk, 
non–muscle-invasive bladder cancer with carcinoma in situ with or without papil-
lary tumors who are ineligible for or have elected not to undergo cystectomy.

• in combination with axitinib (Inlyta) for the treatment of advanced renal cell carcinoma.

CLINICAL UPDATES / Bladder Cancer
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Maintenance intravesical 
bacillus Calmette-Guérin 
(BCG) for high-grade 
urothelial bladder cancer 

has been the standard of care for nearly 2 
decades. The 36-month maintenance reg-
imen, popularly known as the Lamm pro-
tocol, has proven quite effective but many 
patients are unable to complete the proto-
col due to adverse effects of BCG. Thus, 
the dose and duration of intravesical BCG 
has been a subject of numerous studies over 
the years to develop a more tolerable and 
efficacious regimen.

Grimm et al report on the latest of such 
trials assessing the efficacy of an alterna-
tive schedule of maintenance BCG.1 The 
NIMBUS trial was designed to assess 
whether a reduced number of instillations 
using the standard-dose (full-vial) BCG 
was “noninferior” to the standard number 
of instillations.

BCG-naïve patients with high-grade, 
non-muscle-invasive bladder cancer 
(NMIBC: Ta or T1), with or without 
carcinoma in situ (CIS), were recruited 
between December 2013 and October 
2019. The study was conducted at 51 sites 
in 5 countries. The control group (stan-
dard frequency, SF) received induction 
BCG, once per week for 6 consecutive 
weeks, followed by maintenance instil-
lations, weekly for 3 weeks at 3, 6, and 
12 months (total instillations: 15). The 
experimental group (reduced frequency, 
RF) received induction BCG once per 
week at weeks 1, 2, and 6, followed by 
maintenance instillations at weeks 1 and 
3, at 3, 6, and 12 months (total instilla-
tions: 9). The strain used in the study was 
BCG Medac in 90% of cases.

The primary end point of interest was 
time to first recurrence of urothelial can-
cer, and secondary end points included 
risk of disease progression, as well as the 
number and severity of adverse effects. 
The initial statistical plan called for 500 
patients per study arm, but it was revised to 
412 patients due to the BCG shortage and 
prolonged time needed for recruitment 
and follow-up. The trial was designed to 
show that the recurrence rate in the RF 
arm was not inferior to that of the SF arm. 

A hazard ratio of < 0.75 would have signi-
fied inferiority of the RF schedule.

At this pre-planned interim analysis, 
175 patients had been randomized to the 
SF arm and 170 patients to the RF arm. 
Majority of these patients had prima-
ry tumor (92%), without CIS (75%) and 
stage T1 (54%). At a median follow-up of 
about 12 months, cancer recurrence was 
noted in 27% in the RF arm and 12% in 
the SF arm. Most of the recurrence in the 
RF arm occurred in the first 6 months. 
Only 1 patient (0.5%) experienced disease 
progression to muscle-invasive stage in the 
SF arm, while 6 patients (3.5%) in the RF 
arm progressed to muscle-invasive disease.

On Cox regression analysis, HR of 0.40 
for time to first recurrence was noted in 
favor of the SF arm. These data prompted 
the independent data monitoring com-
mittee to halt further recruitment because 
the primary end point—non-inferiority of 
RF arm—could not be proved with con-
tinuation of the study. Reduced frequen-
cy of maintenance instillations (even with 
the full dose of BCG) was inferior to the 
standard frequency of BCG maintenance.

The toxicity profile of each arm was 
determined by analyzing the frequency 
and severity of adverse effects (Grade ≥ 3). 
There were no deaths related to the study 
drugs. In the RF arm, 113 patients (68.5%) 
experienced 670 adverse effects. In the SF 
arm, 136 patients (82.4%) reported 1469 
adverse effects. Three patients in the RF 
arm and 14 in the SF arm withdrew their 
consent. The study cohorts will continue 
to be monitored for adverse effects.

Importantly, the study design required 
repeat transurethral resection to ensure 
complete resection and reduce under-stag-
ing which is frequently noted after initial 
transurethral resection. In the RF arm, 
nearly 60% of the recurrences occurred 
early; ie, within the first 6 months. The 
reduced number of instillations given in 
the RF arm for induction course (3 instil-
lations instead of 6) could explain the 
poor efficacy of this approach resulting 
in increased risk of early recurrence and 
possibly disease progression.

In the era of BCG shortage, it would 
have been highly desirable to demon-

strate the efficacy and safety of fewer BCG 
instillations for high-risk bladder cancer. 
However, reduced frequency of main-
tenance BCG instillations is associated 
with increased risk of cancer recurrence, 
albeit with fewer adverse effects. Previous 
attempts at reducing the toxicity associated 
with maintenance BCG while maintain-
ing efficacy have shown that 1 instillation 
every 3 months resulted in increased risk 
of recurrence versus the standard sched-
ule. Similarly, reduced dose (one third 
dose) was associated with increased risk of 
recurrence compared with standard dose 
instillations.

We no longer have the luxury to use 
organ-preserving BCG regimens as we 
did a few years ago for high-risk NMIBC. 
Reserving the use of BCG to those with 
BCG-naïve, high-risk NMIBC, with a 
full 6-week induction course, followed 
by standard maintenance schedule for at 
least 1 year appears to be most practical 
and efficacious in the current circum-
stances. BCG therapy should be avoided 
in those without high-risk disease. If nec-
essary, intravesical chemotherapy (mito-
mycin or gemcitabine) may be used in 
intermediate-risk situations. Depending 
upon the BCG supply at hand, it may be 
necessary to use reduced dose of BCG (½ 
or 1/3rd vial) for each maintenance instil-
lation. Every attempt should be made to 
optimize the delivery and retention of 
intravesical agents (dehydration, anti-
cholinergics).

For the foreseeable future, the BCG 
shortage will necessitate vigilance, modi-
fication of recommendations, changes in 
workflow, and training of clinical staff to 
maximize the use of available BCG.UT
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HR = hazard ratio; TITAN = Targeted Investigational Treatment Analysis of 
Novel Antiandrogen.

For your patients with metastatic prostate cancer who 
will be starting ADT or have recently initiated ADT*

Start early with ERLEADA®

(Median overall survival was not 
estimable in either arm; HR=0.67; 

95% CI: 0.51, 0.89; P=0.0053)

ERLEADA® + ADT reduced 
the risk of death 

by ��% vs placebo + ADT1

* All patients who enrolled in the TITAN study started ADT for mCSPC 
≤6 months prior to randomization.

† Study Design: TITAN was a phase 3, multicenter, randomized, 
double-blind, placebo-controlled trial of patients with mCSPC (N=1052). 
Patients had de novo mCSPC or relapsed metastatic disease after initial 
diagnosis of localized disease. All patients in the TITAN trial received a 
concomitant GnRH analog or had a bilateral orchiectomy. Patients with 
visceral (ie, liver or lung) metastases as the only sites of metastases 
were excluded. Patients were randomized 1:1 to receive ERLEADA®

240 mg orally once daily + ADT or placebo orally once daily + ADT. 
The dual primary endpoints were overall survival and radiographic 
progression-free survival.1,2References: 1. ERLEADA® [Prescribing Information]. Horsham, PA: 

Janssen Biotech, Inc. 2. Chi KN, Agarwal N, Bjartell A, et al. Apalutamide 
for metastatic castration-sensitive prostate cancer. N Engl J Med.
2019;381(1):13-24. doi: 10.1056/NEJMoa1903307.

during treatment. It is unknown whether anti-epileptic 
medications will prevent seizures with ERLEADA®. Advise 
patients of the risk of developing a seizure while receiving 
ERLEADA® and of engaging in any activity where sudden loss 
of consciousness could cause harm to themselves or others.
Embryo-Fetal Toxicity—The safety and effi  cacy of 
ERLEADA® have not been established in females. Based on 
its mechanism of action, ERLEADA® can cause fetal harm and 
loss of pregnancy when administered to a pregnant female. 
Advise males with female partners of reproductive potential 
to use eff ective contraception during treatment and for 3 
months after the last dose of ERLEADA® [see Use in Specifi c 
Populations (8.1, 8.3)].
ADVERSE REACTIONS 
Adverse Reactions—The most common adverse reactions 
(≥10%) that occurred more frequently in the ERLEADA®-treated 
patients (≥2% over placebo) from the randomized placebo-
controlled clinical trials (TITAN and SPARTAN) were fatigue, 
arthralgia, rash, decreased appetite, fall, weight decreased, 
hypertension, hot fl ush, diarrhea, and fracture. 
Laboratory Abnormalities—All Grades (Grade 3-4)
•  Hematology—In the TITAN study: white blood cell 

decreased ERLEADA® 27% (0.4%), placebo 19% (0.6%). In 
the SPARTAN study: anemia ERLEADA® 70% (0.4%), placebo 
64% (0.5%); leukopenia ERLEADA® 47% (0.3%), placebo 29% 
(0%); lymphopenia ERLEADA® 41% (2%), placebo 21% (2%) 

•  Chemistry—In the TITAN study: hypertriglyceridemia 
ERLEADA® 17% (3%), placebo 12% (2%). In the SPARTAN study: 
hypercholesterolemia ERLEADA® 76% (0.1%), placebo 46% 
(0%); hyperglycemia ERLEADA® 70% (2%), placebo 59% (1%); 
hypertriglyceridemia ERLEADA® 67% (2%), placebo 49% (0.8%); 
hyperkalemia ERLEADA® 32% (2%), placebo 22% (0.5%)

Rash—In 2 randomized studies, rash was most commonly 
described as macular or maculopapular. Adverse reactions of 
rash were 26% with ERLEADA® vs 8% with placebo. Grade 3 
rashes (defi ned as covering >30% body surface area [BSA]) were 
reported with ERLEADA® treatment (6%) vs placebo (0.5%).
The onset of rash occurred at a median of 83 days. Rash 
resolved in 78% of patients within a median of 78 days 
from onset of rash. Rash was commonly managed with oral 
antihistamines, topical corticosteroids, and 19% of patients 
received systemic corticosteroids. Dose reduction or dose 
interruption occurred in 14% and 28% of patients, respectively. 
Of the patients who had dose interruption, 59% experienced 
recurrence of rash upon reintroduction of ERLEADA®.

Hypothyroidism—In 2 randomized studies, hypothyroidism 
was reported for 8% of patients treated with ERLEADA® and 
2% of patients treated with placebo based on assessments of 
thyroid-stimulating hormone (TSH) every 4 months. Elevated 
TSH occurred in 25% of patients treated with ERLEADA® and 7% 
of patients treated with placebo. The median onset was at the 
fi rst scheduled assessment. There were no Grade 3 or 4 adverse 
reactions. Thyroid replacement therapy, when clinically indicated, 
should be initiated or dose-adjusted. 
DRUG INTERACTIONS
Eff ect of Other Drugs on ERLEADA®—Co-administration 
of a strong CYP2C8 or CYP3A4 inhibitor is predicted to increase 
the steady-state exposure of the active moieties. No initial dose 
adjustment is necessary; however, reduce the ERLEADA® dose 
based on tolerability [see Dosage and Administration (2.2)].
Eff ect of ERLEADA® on Other Drugs—ERLEADA® is a 
strong inducer of CYP3A4 and CYP2C19, and a weak inducer 
of CYP2C9 in humans. Concomitant use of ERLEADA® with 
medications that are primarily metabolized by CYP3A4, CYP2C19, 
or CYP2C9 can result in lower exposure to these medications. 
Substitution for these medications is recommended when 
possible or evaluate for loss of activity if medication is continued. 
Concomitant administration of ERLEADA® with medications that 
are substrates of UDP-glucuronosyl transferase (UGT) can result 
in decreased exposure. Use caution if substrates of UGT must be 
co-administered with ERLEADA® and evaluate for loss of activity.
P-gp, BCRP, or OATP1B1 Substrates—Apalutamide is a 
weak inducer of P-glycoprotein (P-gp), breast cancer resistance 
protein (BCRP), and organic anion transporting polypeptide 
1B1 (OATP1B1) clinically. Concomitant use of ERLEADA® with 
medications that are substrates of P-gp, BCRP, or OATP1B1 
can result in lower exposure of these medications. Use 
caution if substrates of P-gp, BCRP, or OATP1B1 must be co-
administered with ERLEADA® and evaluate for loss of activity if 
medication is continued.
Please see Brief Summary of full Prescribing 
Information for ERLEADA® on subsequent pages.

INDICATION 
ERLEADA® (apalutamide) is an androgen receptor inhibitor 
indicated for the treatment of patients with: 
• Metastatic castration-sensitive prostate cancer (mCSPC)
•  Non-metastatic castration-resistant prostate cancer (nmCRPC) 
IMPORTANT SAFETY INFORMATION 
WARNINGS AND PRECAUTIONS 
Ischemic Cardiovascular Events—In a randomized 
study (SPARTAN) of patients with nmCRPC, ischemic 
cardiovascular events occurred in 4% of patients treated 
with ERLEADA® and 3% of patients treated with placebo. In a 
randomized study (TITAN) in patients with mCSPC, ischemic 
cardiovascular events occurred in 4% of patients treated with 
ERLEADA® and 2% of patients treated with placebo. Across 
the SPARTAN and TITAN studies, 6 patients (0.5%) treated 
with ERLEADA® and 2 patients (0.2%) treated with placebo 
died from an ischemic cardiovascular event. Patients with 
current evidence of unstable angina, myocardial infarction, 
or congestive heart failure within 6 months of randomization 
were excluded from the SPARTAN and TITAN studies.
Ischemic cardiovascular events, including events leading 
to death, occurred in patients receiving ERLEADA®. 
Monitor for signs and symptoms of ischemic heart disease. 
Optimize management of cardiovascular risk factors, such 
as hypertension, diabetes, or dyslipidemia. Consider 
discontinuation of ERLEADA® for Grade 3 and 4 events.
Fractures—In a randomized study (SPARTAN) of patients 
with nmCRPC, fractures occurred in 12% of patients treated 
with ERLEADA® and in 7% of patients treated with placebo. In 
a randomized study (TITAN) of patients with mCSPC, fractures 
occurred in 9% of patients treated with ERLEADA® and in 
6% of patients treated with placebo. Evaluate patients for 
fracture risk. Monitor and manage patients at risk for fractures 
according to established treatment guidelines and consider use 
of bone-targeted agents. 
Falls—In a randomized study (SPARTAN), falls occurred in 
16% of patients treated with ERLEADA® compared with 9% of 
patients treated with placebo. Falls were not associated with 
loss of consciousness or seizure. Falls occurred in patients 
receiving ERLEADA® with increased frequency in the elderly. 
Evaluate patients for fall risk.
Seizure—In 2 randomized studies (SPARTAN and TITAN), 5 
patients (0.4%) treated with ERLEADA® and 1 patient treated 
with placebo (0.1%) experienced a seizure. Permanently 
discontinue ERLEADA® in patients who develop a seizure 
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Brief Summary of Prescribing Information for ERLEADA® (apalutamide)
ERLEADA® (apalutamide) tablets, for oral use
See package insert for Full Prescribing Information
INDICATIONS AND USAGE
ERLEADA is indicated for the treatment of patients with 
• Metastatic castration-sensitive prostate cancer (mCSPC)
• Non-metastatic castration-resistant prostate cancer (nmCRPC)
CONTRAINDICATIONS
None.
WARNINGS AND PRECAUTIONS
Ischemic Cardiovascular Events
Ischemic cardiovascular events, including events leading to death, 
occurred in patients receiving ERLEADA. Monitor for signs and symptoms 
of ischemic heart disease. Optimize management of cardiovascular 
risk factors, such as hypertension, diabetes, or dyslipidemia. Consider 
discontinuation of ERLEADA for Grade 3 and 4 events.
In a randomized study (SPARTAN) of patients with nmCRPC, ischemic 
cardiovascular events occurred in 4% of patients treated with 
ERLEADA and 3% of patients treated with placebo. In a randomized 
study (TITAN) in patients with mCSPC, ischemic cardiovascular events 
occurred in 4% of patients treated with ERLEADA and 2% of patients 
treated with placebo. Across the SPARTAN and TITAN studies, 
6 patients (0.5%) treated with ERLEADA and 2 patients (0.2%) treated 
with placebo died from an ischemic cardiovascular event. Patients 
with current evidence of unstable angina, myocardial infarction, or 
congestive heart failure within six months of randomization were 
excluded from the SPARTAN and TITAN studies.
Fractures
Fractures occurred in patients receiving ERLEADA. Evaluate patients 
for fracture risk. Monitor and manage patients at risk for fractures 
according to established treatment guidelines and consider use of 
bone-targeted agents.
In a randomized study (SPARTAN) of patients with non-metastatic 
castration-resistant prostate cancer, fractures occurred in 12% of 
patients treated with ERLEADA and in 7% of patients treated with 
placebo. Grade 3-4 fractures occurred in 3% of patients treated with 
ERLEADA and in 1% of patients treated with placebo. The median 
time to onset of fracture was 314 days (range: 20 to 953 days) for 
patients treated with ERLEADA. Routine bone density assessment 
and treatment of osteoporosis with bone-targeted agents were not 
performed in the SPARTAN study.
In a randomized study (TITAN) of patients with metastatic castration-
sensitive prostate cancer, fractures occurred in 9% of patients treated  
with ERLEADA and in 6% of patients treated with placebo. Grade 3-4 
fractures were similar in both arms at 2%. The median time to onset 
of fracture was 56 days (range: 2 to 111 days) for patients treated with 
ERLEADA. Routine bone density assessment and treatment of osteoporosis 
with bone-targeted agents were not performed in the TITAN study.
Falls
Falls occurred in patients receiving ERLEADA with increased frequency in 
the elderly [See Use in Specific Populations]. Evaluate patients for fall risk.
In a randomized study (SPARTAN), falls occurred in 16% of patients 
treated with ERLEADA compared to 9% of patients treated with placebo. 
Falls were not associated with loss of consciousness or seizure.
Seizure
Seizure occurred in patients receiving ERLEADA. Permanently 
discontinue ERLEADA in patients who develop a seizure during 
treatment. It is unknown whether anti-epileptic medications will 
prevent seizures with ERLEADA. Advise patients of the risk of 
developing a seizure while receiving ERLEADA and of engaging in 
any activity where sudden loss of consciousness could cause harm 
to themselves or others.
In two randomized studies (SPARTAN and TITAN), five patients (0.4%) 
treated with ERLEADA and one patient treated with placebo (0.1%) 
experienced a seizure. Seizure occurred from 159 to 650 days after 
initiation of ERLEADA. Patients with a history of seizure, predisposing 
factors for seizure, or receiving drugs known to decrease the seizure 
threshold or to induce seizure were excluded. There is no clinical 
experience in re-administering ERLEADA to patients who experienced 
a seizure.
Embryo-Fetal Toxicity
The safety and efficacy of ERLEADA have not been established in 
females. Based on its mechanism of action, ERLEADA can cause fetal 
harm and loss of pregnancy when administered to a pregnant female 
[see Clinical Pharmacology (12.1) in full Prescribing Information]. Advise 
males with female partners of reproductive potential to use effective 
contraception during treatment and for 3 months after the last dose of 
ERLEADA [see Use in Specific Populations].
ADVERSE REACTIONS
The following are discussed in more detail in other sections of the labeling:
• Ischemic Cardiovascular Events [see Warnings and Precautions].
• Fractures [see Warnings and Precautions].
• Falls [see Warnings and Precautions].
• Seizure [see Warnings and Precautions].
Clinical Trial Experience
Because clinical trials are conducted under widely varying conditions, 
adverse reaction rates observed in the clinical trials of a drug cannot 
be directly compared to rates in the clinical trials of another drug and 
may not reflect the rates observed in practice.
The most common adverse reactions (≥  10%) that occurred more 
frequently in the ERLEADA-treated patients (≥  2% over placebo) 
from the randomized placebo-controlled clinical trials (TITAN and 
SPARTAN) were fatigue, arthralgia, rash, decreased appetite, fall, 
weight decreased, hypertension, hot flush, diarrhea, and fracture.
Metastatic Castration-sensitive Prostate Cancer (mCSPC)
TITAN, a randomized (1:1), double-blind, placebo-controlled, multi-center 
clinical study, enrolled patients who had mCSPC. In this study, patients 
received either ERLEADA at a dose of 240 mg daily or placebo. All patients 
in the TITAN study received a concomitant gonadotropin-releasing 
hormone (GnRH) analog or had prior bilateral orchiectomy. The median 
duration of exposure was 20 months (range: 0 to 34 months) in patients 
who received ERLEADA and 18  months (range: 0.1 to 34  months) in 
patients who received placebo.
Ten patients (2%) who were treated with ERLEADA died from adverse 
reactions. The reasons for death were ischemic cardiovascular 
events (n=3), acute kidney injury (n=2), cardio-respiratory arrest (n=1), 
sudden cardiac death (n=1), respiratory failure (n=1), cerebrovascular 
accident (n=1), and large intestinal ulcer perforation (n=1). ERLEADA 
was discontinued due to adverse reactions in 8% of patients, most 
commonly from rash (2%). Adverse reactions leading to dose 
interruption or reduction of ERLEADA occurred in 23% of patients; the 
most frequent (>1%) were rash, fatigue, and hypertension. Serious 

adverse reactions occurred in 20% of ERLEADA-treated patients and 
20% in patients receiving placebo. 
Table 1 shows adverse reactions occurring in ≥10% on the ERLEADA 
arm in TITAN that occurred with a ≥2% absolute increase in frequency 
compared to placebo. Table 2 shows laboratory abnormalities that 
occurred in ≥15% of patients, and more frequently (>5%) in the ERLEADA 
arm compared to placebo.
Table 1: Adverse Reactions in TITAN (mCSPC)

System/Organ Class  
Adverse reaction

ERLEADA
N=524

Placebo
N=527

All Grades
%

Grade 3-4
%

All Grades
%

Grade 3-4
%

General disorders and  
administration site conditions

Fatigue1,3 26 3 25 2
Musculoskeletal and connective  
tissue disorders

Arthralgia3 17 0.4 15 0.9
Skin and subcutaneous  
tissue disorders

Rash2 28 6 9 0.6
Pruritus 11 <1 5 <1

Vascular disorders
Hot flush 23 0 16 0
Hypertension 18 8 16 9

1  Includes fatigue and asthenia
2  Includes rash, rash maculo-papular, rash generalized, urticaria, 

rash pruritic, rash macular, conjunctivitis, erythema multiforme, rash 
papular, skin exfoliation, genital rash, rash erythematous, stomatitis, 
drug eruption, mouth ulceration, rash pustular, blister, papule, 
pemphigoid, skin erosion, dermatitis, and rash vesicular

3  Per the Common Terminology Criteria for Adverse Reactions 
(CTCAE), the highest severity for these events is Grade 3

Additional adverse reactions of interest occurring in 2%, but less than 
10% of patients treated with ERLEADA included diarrhea (9% versus 6% 
on placebo), muscle spasm (3% versus 2% on placebo), dysgeusia (3% 
versus 1% on placebo), and hypothyroidism (4% versus 1% on placebo).
Table 2:  Laboratory Abnormalities Occurring in ≥ 15% of ERLEADA-

Treated Patients and at a Higher Incidence than Placebo 
(Between Arm Difference > 5% All Grades) in TITAN (mCSPC)

Laboratory Abnormality

ERLEADA
N=524

Placebo
N=527

All Grades
%

Grade 3-4
%

All Grades
%

Grade 3-4
%

Hematology
   White blood cell decreased 27 0.4 19 0.6
Chemistry
   Hypertriglyceridemia1 17 3 12 2

1 Does not reflect fasting values

Non-metastatic Castration-resistant Prostate Cancer (nmCRPC)
SPARTAN, a randomized (2:1), double-blind, placebo-controlled, 
multi-center clinical study, enrolled patients who had nmCRPC. In this 
study, patients received either ERLEADA at a dose of 240 mg daily or 
a placebo. All patients in the SPARTAN study received a concomitant 
gonadotropin-releasing hormone (GnRH) analog or had a bilateral 
orchiectomy. The median duration of exposure was 16.9 months (range: 
0.1 to 42 months) in patients who received ERLEADA and 11.2 months 
(range: 0.1 to 37 months) in patients who received placebo.
Eight patients (1%) who were treated with ERLEADA died from adverse 
reactions. The reasons for death were infection (n=4), myocardial 
infarction (n=3), and cerebral hemorrhage (n=1). One patient (0.3%) 
treated with placebo died from an adverse reaction of cardiopulmonary 
arrest (n=1). ERLEADA was discontinued due to adverse reactions in 11% 
of patients, most commonly from rash (3%). Adverse reactions leading to 
dose interruption or reduction of ERLEADA occurred in 33% of patients; 
the most common (>1%) were rash, diarrhea, fatigue, nausea, vomiting, 
hypertension, and hematuria. Serious adverse reactions occurred in 25% 
of ERLEADA-treated patients and 23% in patients receiving placebo. The 
most frequent serious adverse reactions (>2%) were fracture (3%) in the 
ERLEADA arm and urinary retention (4%) in the placebo arm.
Table 3 shows adverse reactions occurring in ≥10% on the ERLEADA arm 
in SPARTAN that occurred with a ≥2% absolute increase in frequency 
compared to placebo. Table 4 shows laboratory abnormalities that 
occurred in ≥15% of patients, and more frequently (>5%) in the ERLEADA 
arm compared to placebo.
Table 3: Adverse Reactions in SPARTAN (nmCRPC)

System/Organ Class  
Adverse reaction

ERLEADA
N=803

Placebo
N=398

All Grades
%

Grade 3-4
%

All Grades
%

Grade 3-4
%

General disorders and  
administration site conditions

Fatigue1,4 39 1 28 0.3
Musculoskeletal and  
connective tissue disorders

Arthralgia4 16 0 8 0
Skin and subcutaneous  
tissue disorders

Rash2 25 5 6 0.3
Metabolism and nutrition disorders

Decreased appetite5 12 0.1 9 0
Peripheral edema6 11 0 9 0

Injury, poisoning and procedural  
complications

Fall4 16 2 9 0.8
Fracture3 12 3 7 0.8

Investigations
Weight decreased4 16 1 6 0.3

Vascular disorders
Hypertension 25 14 20 12
Hot flush 14 0 9 0

Gastrointestinal disorders
Diarrhea 20 1 15 0.5
Nausea 18 0 16 0

1  Includes fatigue and asthenia

2  Includes rash, rash maculo-papular, rash generalized, urticaria, 
rash pruritic, rash macular, conjunctivitis, erythema multiforme, rash 
papular, skin exfoliation, genital rash, rash erythematous, stomatitis, 
drug eruption, mouth ulceration, rash pustular, blister, papule, 
pemphigoid, skin erosion, dermatitis, and rash vesicular

3  Includes rib fracture, lumbar vertebral fracture, spinal compression 
fracture, spinal fracture, foot fracture, hip fracture, humerus fracture, 
thoracic vertebral fracture, upper limb fracture, fractured sacrum, 
hand fracture, pubis fracture, acetabulum fracture, ankle fracture, 
compression fracture, costal cartilage fracture, facial bones fracture, 
lower limb fracture, osteoporotic fracture, wrist fracture, avulsion 
fracture, fibula fracture, fractured coccyx, pelvic fracture, radius 
fracture, sternal fracture, stress fracture, traumatic fracture, cervical 
vertebral fracture, femoral neck fracture, and tibia fracture

4  Per the Common Terminology Criteria for Adverse Reactions 
(CTCAE), the highest severity for these events is Grade 3 

5  Includes appetite disorder, decreased appetite, early satiety, and 
hypophagia

6  Includes peripheral edema, generalized edema, edema, edema 
genital, penile edema, peripheral swelling, scrotal edema, 
lymphedema, swelling, and localized edema

Additional clinically significant adverse reactions occurring in 2% or 
more of patients treated with ERLEADA included hypothyroidism (8.1% 
versus 2% on placebo), pruritus (6.2% versus 2% on placebo), and 
heart failure (2.2% versus 1% on placebo).

Table 4:  Laboratory Abnormalities Occurring in ≥ 15% of ERLEADA-
Treated Patients and at a Higher Incidence than Placebo 
(Between Arm Difference >  5% All Grades) in SPARTAN 
(nmCRPC)

Laboratory Abnormality

ERLEADA
N=803

Placebo
N=398

All Grades
%

Grade 3-4
%

All Grades
%

Grade 3-4
%

Hematology
  Anemia 70 0.4 64 0.5
  Leukopenia 47 0.3 29 0
  Lymphopenia 41 2 21 2
Chemistry
  Hypercholesterolemia1 76 0.1 46 0
  Hyperglycemia1 70 2 59 1
  Hypertriglyceridemia1 67 2 49 0.8
  Hyperkalemia 32 2 22 0.5

1 Does not reflect fasting values

Rash
In the combined data of two randomized, placebo-controlled 
clinical studies, rash associated with ERLEADA was most commonly 
described as macular or maculo-papular. Adverse reactions of rash 
were reported for 26% of patients treated with ERLEADA versus 8% 
of patients treated with placebo. Grade 3 rashes (defined as covering 
>  30% body surface area [BSA]) were reported with ERLEADA 
treatment (6%) versus placebo (0.5%).
The onset of rash occurred at a median of 83  days of ERLEADA 
treatment. Rash resolved in 78% of patients within a median of 
78 days from onset of rash. Rash was commonly managed with oral 
antihistamines, topical corticosteroids, and 19% of patients received 
systemic corticosteroids. Dose reduction or dose interruption 
occurred in 14% and 28% of patients, respectively. Of the patients 
who had dose interruption, 59% experienced recurrence of rash upon 
reintroduction of ERLEADA. 
Hypothyroidism
In the combined data of two randomized, placebo-controlled clinical 
studies, hypothyroidism was reported for 8% of patients treated 
with ERLEADA and 2% of patients treated with placebo based on 
assessments of thyroid-stimulating hormone (TSH) every 4  months. 
Elevated TSH occurred in 25% of patients treated with ERLEADA 
and 7% of patients treated with placebo. The median onset was at 
the first scheduled assessment. There were no Grade 3 or 4 adverse 
reactions. Thyroid replacement therapy was initiated in 5% of patients 
treated with ERLEADA. Thyroid replacement therapy, when clinically 
indicated, should be initiated or dose-adjusted [see Drug Interactions].
DRUG INTERACTIONS
Effect of Other Drugs on ERLEADA
Strong CYP2C8 or CYP3A4 Inhibitors 
Co-administration of a strong CYP2C8 or CYP3A4 inhibitor is predicted 
to increase the steady-state exposure of the active moieties (sum of 
unbound apalutamide plus the potency-adjusted unbound N-desmethyl-
apalutamide). No initial dose adjustment is necessary however, reduce 
the ERLEADA dose based on tolerability [see Dosage and Administration 
(2.2) in full Prescribing Information]. Mild or moderate inhibitors of CYP2C8 
or CYP3A4 are not expected to affect the exposure of apalutamide.
Effect of ERLEADA on Other Drugs
CYP3A4, CYP2C9, CYP2C19 and UGT Substrates
ERLEADA is a strong inducer of CYP3A4 and CYP2C19, and a weak inducer 
of CYP2C9 in humans. Concomitant use of ERLEADA with medications that 
are primarily metabolized by CYP3A4, CYP2C19, or CYP2C9 can result in 
lower exposure to these medications. Substitution for these medications 
is recommended when possible or evaluate for loss of activity if 
medication is continued. Concomitant administration of ERLEADA with 
medications that are substrates of UDP-glucuronosyl transferase (UGT) 
can result in decreased exposure. Use caution if substrates of UGT must 
be co-administered with ERLEADA and evaluate for loss of activity [see 
Clinical Pharmacology (12.3) in full Prescribing Information].
P-gp, BCRP or OATP1B1 Substrates
Apalutamide was shown to be a weak inducer of P-glycoprotein 
(P-gp), breast cancer resistance protein (BCRP), and organic anion 
transporting polypeptide 1B1 (OATP1B1) clinically. At steady-
state, apalutamide reduced the plasma exposure to fexofenadine 
(a P-gp substrate) and rosuvastatin (a  BCRP/OATP1B1 substrate). 
Concomitant use of ERLEADA with medications that are substrates 
of P-gp, BCRP, or OATP1B1 can result in lower exposure of these 
medications. Use caution if substrates of P-gp, BCRP or OATP1B1 
must be co-administered with ERLEADA and evaluate for loss of 
activity if medication is continued [see Clinical Pharmacology (12.3) in 
full Prescribing Information].
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USE IN SPECIFIC POPULATIONS
Pregnancy
Risk Summary
The safety and efficacy of ERLEADA have not been established in females. Based on its mechanism 
of action, ERLEADA can cause fetal harm and loss of pregnancy [see Clinical Pharmacology (12.1) in 
full Prescribing Information]. There are no human data on the use of ERLEADA in pregnant women. 
ERLEADA is not indicated for use in females, so animal embryo-fetal developmental toxicology 
studies were not conducted with apalutamide.
Lactation
Risk Summary
The safety and efficacy of ERLEADA have not been established in females. There are no data on 
the presence of apalutamide or its metabolites in human milk, the effect on the breastfed child, 
or the effect on milk production.
Females and Males of Reproductive Potential
Contraception
Males
Based on the mechanism of action and findings in an animal reproduction study, advise male 
patients with female partners of reproductive potential to use effective contraception during 
treatment and for 3 months after the last dose of ERLEADA. [see Use in Specific Populations].
Infertility
Males
Based on animal studies, ERLEADA may impair fertility in males of reproductive potential [see 
Nonclinical Toxicology (13.1) in full Prescribing Information].
Pediatric Use
Safety and effectiveness of ERLEADA in pediatric patients have not been established.
Geriatric Use
Of the 1327 patients who received ERLEADA in clinical studies, 19% of patients were less than 65 
years, 41% of patients were 65 years to 74 years, and 40% were 75 years and over.
No overall differences in effectiveness were observed between older and younger patients.
Of patients treated with ERLEADA (n=1073), Grade 3-4 adverse reactions occurred in 39% of 
patients younger than 65 years, 41% of patients 65-74 years, and 49% of patients 75 years or older. 
Falls in patients receiving ERLEADA with androgen deprivation therapy was elevated in the elderly, 
occurring in 8% of patients younger than 65 years, 10% of patients 65-74 years, and 19% of patients 
75 years or older.
OVERDOSAGE
There is no known specific antidote for apalutamide overdose. In the event of an overdose, stop 
ERLEADA, undertake general supportive measures until clinical toxicity has been diminished or 
resolved.
PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Patient Information).
Ischemic Cardiovascular Events
•  Inform patients that ERLEADA has been associated with ischemic cardiovascular events. 

Advise patients to seek immediate medical attention if any symptoms suggestive of a 
cardiovascular event occur [see Warnings and Precautions].

Falls and Fractures
•  Inform patients that ERLEADA is associated with an increased incidence of falls and fractures 

[see Warnings and Precautions].
Seizures
•  Inform patients that ERLEADA has been associated with an increased risk of seizure. Discuss 

conditions that may predispose to seizures and medications that may lower the seizure threshold. 
Advise patients of the risk of engaging in any activity where sudden loss of consciousness could 
cause serious harm to themselves or others. Inform patients to contact their healthcare provider 
right away if they experience a seizure [see Warnings and Precautions].

Rash
•  Inform patients that ERLEADA is associated with rashes and to inform their healthcare 

provider if they develop a rash [see Adverse Reactions].
Dosage and Administration
•  Inform patients receiving concomitant gonadotropin-releasing hormone (GnRH) analog 

therapy that they need to maintain this treatment during the course of treatment with ERLEADA.
•  Instruct patients to take their dose at the same time each day (once daily). ERLEADA can be 

taken with or without food. Each tablet should be swallowed whole.
•  Inform patients that in the event of a missed daily dose of ERLEADA, they should take their 

normal dose as soon as possible on the same day with a return to the normal schedule on the 
following day. The patient should not take extra tablets to make up the missed dose [see Dosage 
and Administration (2.1) in full Prescribing Information].

Embryo-Fetal Toxicity
•  Inform patients that ERLEADA can be harmful to a developing fetus. Advise male patients with 

female partners of reproductive potential to use effective contraception during treatment and 
for 3 months after the last dose of ERLEADA. Advise male patients to use a condom if having 
sex with a pregnant woman [see Warnings and Precautions].

Infertility
•  Advise male patients that ERLEADA may impair fertility and not to donate sperm during therapy 

and for 3 months following the last dose of ERLEADA [see Use in Specific Populations].
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Reloxaliase, a nonabsorbed orally administered, 
recombinant oxalate-degrading enzyme, was 
associated with a significant reduction from 
baseline in 24-hour urine oxalate (UOx) levels 
relative to placebo in patients with enteric hyper-
oxaluria (EH).

Results from the phase 3 randomized, place-
bo-controlled URIROX-1 study, presented by 
Charles Scales Jr, MD, at the 2020 American 
Urological Association Virtual Experience, 
represent “an important first step in addressing 
an unmet need for an effective therapeutic for 
patients with EH.”

URIROX-1 demonstrated an absolute 14.3% 
difference between reloxaliase and placebo in 
the change in UOx from baseline during weeks 
1 to 4. In a prespecified subpopulation of study 
participants who underwent bariatric surgery, 
“a strong effect of the enzyme on UOx level was 
also demonstrated,” said Scales, associate profes-
sor of surgery (urology) and population health, 
Duke Clinical Research Institute, Durham, 
North Carolina.

Enteric hyperoxaluria is a metabolic disor-
der in which elevated urine oxalate is excreted, 
resulting in excess gastrointestinal absorption 
of oxalate and a subsequent increase of renal 
oxalate excretion, with important clinical 
sequelae.

To address the unmet need of the EH patient 
population, reloxaliase was developed as a 
first-in-class oral therapeutic agent, adminis-
tered with meals, as a nonabsorbed crystallized 
enzyme that degrades oxalate in the gut. Reloxal-
iase produces carbon dioxide and formate that is 
subsequently excreted.

Previous findings from the phase 2 reloxaliase 
program showed that patients with EH have a 
high burden of kidney stones and high levels of 
urinary oxalate. On average, EH patients had a 
mean baseline UOx of about 100 mg/24 hr, had 
experienced a mean of 6 stones prior to enroll-
ment, and had a mean of 3 kidney stones visible 
by routine computed tomography scan at the 
time of enrollment.

URIROX-1 enrolled 115 EH patients who had 
UOx ≥ 50 mg/24 hr despite standard of care. 
Patients were randomized 1:1 to 7500 U of oral 
reloxaliase or placebo with a meal or snack 3 to 
5 times daily for 28 days. Patients were followed 
with 24-hour UOx measurements weekly. The 

primary end point was the percent change from 
baseline in the 24-hour UOx excretion during 
weeks 1 to 4. A key secondary end point was 
the proportion of subjects with a 20% reduction 
from baseline in 24-hour UOx excretion during 
weeks 1 to 4.

Mean age at baseline was 59 years and about 
48% of the study population was female. The 
most common cause of EH was bariatric surgery, 
in approximately two-thirds of the population. 
Patients had a high burden of disease: their mean 
baseline UOx was 89.2 mg/day, which is about 
3 times the upper limit of normal, Scales said. 
Participants had an average of 11 stone events 
in the previous 5 years. In addition, there was 
a significant burden of chronic kidney disease 
among the study population, with about one-
fourth having stage 3 chronic kidney disease at 
entry.

A statistically significant reduction in UOx 
excretion was observed from baseline during 
weeks 1 to 4 in the reloxaliase arm relative to 
the placebo arm (22.6% vs 9.7%; P = .004).

“Importantly, the effect of reloxaliase was 
rapid and sustained over the 4-week follow-up 
period,” Scales said.

In the subgroup who underwent bariatric sur-
gery prior to entering the study, a reduction 
in the UOx level of 16.19% was found during 
weeks 1 to 4 in the active treatment group com-
pared with placebo, which achieved significance 
(P = .01).

Nearly half (48.3%) of patients randomized 
to reloxaliase had ≥20% reduction in 24-hour 
UOx versus baseline compared with 31.6% of 
the placebo arm, which missed significance (P
= .061). In the bariatric surgery subgroup, how-
ever, 50% randomized to reloxaliase and 28.9% 
randomized to placebo achieved a ≥20% reduc-
tion in 24-hour UOx from baseline, which was 
statistically significant (P = 0.036).

Consistently well tolerated
Reloxaliase was consistently well tolerated. 
There was no substantive difference in the rate 
of treatment-emergent adverse effects (TEAEs) 
between the active treatment and placebo arms 
(69.0 vs 52.6%), with only 1 TEAE leading to 
study drug withdrawal (in the placebo group).

The data from the trial also confirm that high 
UOx is associated an increased burden of kidney 
stones, Scales said. The mean number of kidney 
stones per patient within 5 years of enrollment 
was 8.6 in patients with UOx at baseline <90 
mg/24 hr compared with 14.7 in those with base-
line UOx ≥90 mg/24 hr.

“These data support the important role of 
24-hour UOx excretion as a clinically relevant 
marker for stone disease,” he said.

URIROX-2, an ongoing phase 3 trial, is 
designed to confirm the clinical benefit of 
reloxaliase on kidney stone disease progression 
and kidney function.UT

Disclosures: Allena Pharmaceuticals funded 
URIROX-1. Scales also reports funding from the 
National Institutes of Health/National Institute of 
Diabetes and Digestive and Kidney Diseases and the 
National Cancer Institute for scientific studies.

Enzyme lowers urine oxalate levels
in patients with enteric hyperoxaluria
Study results show significant reduction in 24-hour UOx in treated patients

“Importantly, the effect of 
reloxaliase was rapid and 

sustained over the 
4-week follow-up 
period.”

CHARLES SCALES JR, MD

PHASE 3 ENROLLMENT COMPLETE 
FOR HYPEROXALURIA AGENT

OxThera AB announced that it has completed 
enrollment in its Oxabact ePHex phase 3 study.

Oxabact is an investigational bimodal enteric 
biotherapy containing a lyophilized formulation 
of Oxalobacter formigenes for the treatment of 
adults and children with primary hyperoxaluria 
(PH) of all types.

Study OC5-DB-02 (ePHex) is a 12-month ran-
domized, double-blind, placebo-controlled, global, 
multicenter phase 3 study to evaluate the efficacy 
and safety of Oxabact OC5 in approximately 22 
patients with a documented diagnosis of PH, an 
eGFR <90 mL/min/1.73m2, and a total plasma 
oxalate >10 µmol/L. The study is followed by a 
24-month extension period in which all patients 
will receive Oxabact. Patients are randomized 1:1 
to receive twice-daily Oxabact OC5 or placebo. 
The primary end point is the change from base-
line in total plasma oxalate concentration after 
52 weeks of treatment in patients treated with 
Oxabact OC5 compared to placebo.

Kidney Stones /  CLINICAL UPDATES

UT0620_022_Clinical Updates-LBA01-08.indd   22UT0620_022_Clinical Updates-LBA01-08.indd   22 6/12/20   11:49 AM6/12/20   11:49 AM



JUNE 2020 ∣ Urology Times® ∣ 23

Cheryl Guttman Krader, BSPharm
UT Contributing Editor

Women with mixed urinary incontinence (MUI) 
seeking surgical intervention for refractory uri-
nary urge incontinence (UUI) have the same low 
risk of subsequently needing surgery for stress 
urinary incontinence (SUI) whether they are 
treated with intradetrusor onabotulinumtoxinA 
(BTX [Botox]) injections or sacral neuromodu-
lation (SNM), researchers from Baylor Scott & 
White Health, in Dallas, Texas, reported at the 
American Urological Association 2020 Virtual 
Experience.

Having a history of medication-dependent 
diabetes mellitus or hysterectomy, however, may 
increase the likelihood of progression to SUI 
surgery, she reported.

“Treatment options for patients with MUI 
generally address SUI or UUI, but not both. 
Therefore, the approach to treating MUI usu-
ally considers whether the SUI or UUI is most 
bothersome, but then patients can have con-
cerns about the ongoing course of the untreated 
condition and how it might be impacted by the 
treatment they select,” said Kim H. Thai, MD, a 
urology resident at Baylor Scott & White Health 
working with Jill Danford, MD, and colleagues.

“Although the outcomes of patients with MUI 
who are treated for SUI have been well studied, 
the need to intervene for SUI-related symptoms 
after surgical treatment for UUI has not. Our 
research provides information that physicians 
can share when counseling patients with MUI 
who are candidates for UUI surgery.”

Characterization of the effect of SNM and 
BTX on the SUI component of MUI was inves-
tigated in a retrospective study that identified 
adult women with MUI who underwent surgi-
cal treatment for UUI between January 2013 
and June 2019. Patients with possible concom-
itant use of the 2 modalities and those with 

neurogenic bladder were excluded.
A total of 56 women treated with SNM and 40 

receiving BTX injections were included in the 
analyses. The 2 groups were similar with respect 
to median age and body mass index.

After a median follow-up of approximately 1 
year in both groups, only 8 women (9.1%) under-
went SUI surgery, including 3 women in the 
BTX group (7.5%) and 5 women receiving SNM 
(8.9%). Type of UUI treatment (BTX vs SNM) 
was not associated with need for SUI surgery. 
Body mass index, smoking history, age, prior 
SUI therapies, and urodynamic stress inconti-
nence were also not associated with SUI surgery. 
Medication-dependent diabetes (38% vs 5.6%, 
P = .02) and a history of hysterectomy (88% vs 
39%, P = .02) were associated with SUI surgery 
following therapy for refractory UUI.

Thai noted that study limitations include its 
retrospective design and small sample size. “This 
study doesn’t capture women who had a per-
sistent stress component of their SUI and pur-
sued conservative therapies such as pelvic floor 
therapy or vaginal inserts. Prospective studies 
of MUI patients who have treatment for refrac-
tory UUI would help capture presence or 
absence of persistent stress incontinence,” she 
said.UT

Patients with mixed incontinence show 
low risk for needing SUI surgery
Risk of having stress urinary incontinence surgery is low regardless of current treatment

“Our research provides 
information that physicians can 
share when counseling patients 

with MUI who are 
candidates for UUI 
surgery.”

KIM H. THAI, MD

TRIAL WILL EVALUATE SPINAL CORD STIMULATION
IN PATIENTS WITH OVERACTIVE BLADDER

Urologists at the University of Southern California, Los Angeles are launching a 
clinical trial to evaluate the effectiveness of spinal cord stimulation in patients 
with an overactive bladder due to neurologic conditions—such as a spinal cord 
injury or stroke—and idiopathic causes.

Investigators will use a technique known as transcutaneous electrical spinal cord 
neuromodulation (TESCoN), a noninvasive therapy that delivers low-intensity 
electric impulses to the spinal cord.

The trial follows a recent study led by Evgeniy Kreydin, MD, a Keck Medicine urol-
ogist and assistant professor of clinical urology at the Keck School of Medicine of 
USC.1 Kreydin and colleagues treated 14 patients with bladder dysfunction due to 
either spinal cord injury, stroke, multiple sclerosis, or idiopathic cause with spinal 
cord stimulation sessions 3 times per week for 8 weeks. All patients reported 
improved bladder sensation as well as a reduced number of incontinence episodes 
and nighttime bladder voiding.

“TESCoN is well-tolerated by patients and easy for doctors to administer,” said 
Kreydin, who will be co-investigating the trial along with Keck Medicine urologist 
David Ginsberg, MD, a professor of clinical urology at the Keck School.

In this double-blinded, sham-controlled trial, half the participants will receive 
two 1-hour sessions of TESCoN per week over 12 weeks. The stimulation will 

be applied via electrodes attached to a device that emits low-intensity impulses 
through adhesive pads placed on the patient’s back. The other half of the partici-
pants will receive sham stimulation over course of the trial.

The trial will track subjects’ number of daily urination and incontinence episodes 
over 72-hour periods. Investigators will then compare the data between the begin-
ning and the conclusion of the trial and between those receiving the real or sham 
stimulation. In addition, trial participants will complete bladder symptom question-
naires before and after receiving the treatments to further track improvement.

The exact mechanism of how TESCoN improves bladder function is not known. 
Kreydin speculates that the stimulation retrains the spinal neural networks to 
properly store and void urine and to regain bladder sensation. For patients with a 
spinal cord injury or a neurologic disorder, the nerves controlling the bladder are 
either cut off or disrupted.

“The ultimate goal of the trial is to improve peoples’ sense of well-being,” said 
Kreydin. “An overactive bladder can cause discomfort, inconvenience, and embar-
rassment. The more control patients have over their bladders, the more control 
they have over their lives.”

REFERENCE
1. Kreydin E, Zhong H, Latack K, Ye S, Edgerton VR, Gad P. Transcutaneous elec-
trical spinal cord neuromodulator (TESCoN) improves symptoms of overactive 
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Atezolizumab (Tecentriq) appears to have sim-
ilar activity and safety in upper tract urotheli-
al carcinoma as in the more common bladder 
urothelial cancer, according to exploratory anal-
yses of the single-arm, multicenter SAUL study 
(NCT02928406).

The finding provides reassurance considering 
the expected worse outcomes in patients with 
upper urinary tract versus bladder urothelial 
carcinoma, said Cora N. Sternberg, MD, who 
presented the data at the 2020 Genitourinary 
Cancers Symposium in San Francisco.

Median overall survival (OS) was 8.3 months 
in patients with upper tract urothelial carcinoma 
compared with 8.8 months in those with bladder 
carcinoma, and the 1-year OS rates were 42% 
and 41%, respectively. At a data cutoff of Sep-
tember 16, 2018, 56% of the group with upper 
tract urothelial carcinoma and 55% with bladder 
carcinoma had died.

Median PFS of 2.2 months in both 
groups
The percentages with progression-free survival 
(PFS) events were 78% in the group with upper 
tract urothelial carcinoma and 79% in patients 
with bladder carcinoma. Median PFS was 2.2 
months in both groups.

“It is thought that patients with upper tract 
tumors respond less well than those with blad-
der carcinoma, when, in fact, we found that the 
median OS for patients with upper tract cancer, 
many of whom had poor renal function or were 
ineligible for enrollment into registration trials, 
was exactly the same as that for patients with 
bladder tumors,” said Sternberg, professor of 
medicine, Division of Hematology and Medical 
Oncology, Weill Cornell Medicine, New York. 
“We can say from this large single-arm study 
that it’s safe to treat both upper tract, renal pelvis 
and ureter, as well as bladder carcinoma with 
atezolizumab.”

Upper tract urothelial carcinoma tends to 
respond poorly to standard chemotherapy. Fur-
ther, an analysis of 220 patients treated with 
atezolizumab, for whom biomarkers were eval-
uable, suggested worse outcomes in upper versus 
lower tract urothelial carcinoma, prompting the 
analysis presented at the symposium.

SAUL enrolled a broader population of patients 
with urinary tract carcinoma who were more rep-

resentative of real-world practice compared with 
those typically enrolled in randomized phase 3 
trials of immunotherapy.

Patients in SAUL had locally advanced/meta-
static urothelial or nonurothelial carcinoma of the 
urinary tract. Patients enrolled could have poor 
clinical characteristics and/or immune-mediated 
conditions.

“The primary end point of the study was safe-
ty. We allowed patients in who are not normally 
allowed in the registration studies. We allowed in 
patients with immunologic disease or poor creat-
inine clearance, renal transplant patients, patients 
on steroids, and patients with brain metastases, for 
example,” Sternberg told Urology Times®.

Participants were treated with atezolizumab, 
1200 mg intravenously every 3 weeks, until loss of 
efficacy, patient or investigator decision to with-
draw from treatment, or death. The group with 
upper tract carcinoma consisted of 226 patients, 
99 with ureteral carcinoma and 127 with renal 
pelvis carcinoma. They were followed for a medi-
an of 13.2 months. The bladder carcinoma sub-
group had 749 patients, who were followed for a 
median of 12.2 months.

Baseline characteristics in the subgroups were 
generally similar. However, a numerically smaller 
proportion of the group with upper tract urothe-
lial cancer had no prior lines of therapy for met-
astatic disease compared with the bladder cancer 
subgroup (30% vs 41%) and a numerically small-
er proportion reported being current or former 
smokers (59% vs 70%, respectively).

Treatment was ongoing at data cutoff in 21% 
of patients with upper tract urothelial carcinoma 
(26% with ureteral carcinoma, 17% with renal 
pelvis carcinoma) and in 22% with bladder car-
cinoma. The median duration of treatment was 
2.1 months in patients with upper tract urotheli-

al carcinoma versus 2.9 months in patients with 
bladder carcinoma.

The incidence of grade 3 or higher adverse 
effects (AEs) was 42% in the upper tract urothelial 
carcinoma group and 46% in the bladder carci-
noma group. Urinary tract infection was more 
common in the bladder carcinoma group com-
pared with the upper tract urothelial carcinoma 
group (17% vs 11%, respectively). Arthralgia was 
more common in patients with ureteral versus 
renal pelvis carcinoma (12% vs 6%, respectively).

Rates of grade 3 or higher treatment-related 
AEs were 14% in the group with upper tract 
urothelial carcinoma versus 13% in those with 
bladder carcinoma. AEs leading to treatment dis-
continuation occurred in 6% of both groups.UT

Disclosures: F. Hoffmann-La Roche & Co. provided 
funding for the study. Sternberg has received hon-
oraria from Astellas Pharma, AstraZeneca, Ipsen, 
Janssen, Pfizer, and Sanofi. She is a consultant/
adviser for Astellas Pharma, AstraZeneca, Bayer, 
Bristol Myers Squibb, Clovis Oncology, Eisai, Incyte, 
Ipsen, Medscape, Merck, MSD, Novartis, Pfizer, 
Roche, Sanofi, and UroToday. For full disclosures, 
go to bit.ly/sauldisclosures.

Atezolizumab shows similar efficacy
in upper tract and bladder cancer
Median overall survival is the same for both malignancies, study results show
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“We can say from this large 
single-arm study that it’s safe 
to treat both upper tract, renal 
pelvis and ureter, as well as 

bladder carcinoma with 
atezolizumab.”

CORA N. STERNBERG, MD

FDA ACCEPTS NDA FOR RENAL 
CELL CARCINOMA AGENT 

AVEO Oncology announced that the FDA accepted 
for filing its new drug application (NDA) seeking 
approval for tivozanib (Fotivda), the company’s 
next-generation vascular endothelial growth factor 
receptor tyrosine kinase inhibitor, as a treatment for 
relapsed or refractory renal cell carcinoma (RCC).

The FDA has assigned the application standard 
review and a Prescription Drug User Fee Act target 
action date of March 31, 2021.

The NDA submission is based on AVEO’s pivotal 
phase 3 study, TIVO-3, comparing tivozanib to 
sorafenib in third- and fourth-line RCC, including 
results presented at the 2020 American Society of 
Clinical Oncology Virtual Scientific Program. The 
application is also supported by 3 additional trials, 
including an active comparator-controlled phase 3 
study, TIVO-1, comparing tivozanib to sorafenib in first 
line RCC, and two phase 2 studies, Study 902, the 
open-label, crossover clinical study of tivozanib for 
patients who progressed on sorafenib in TIVO-1, as 
well as placebo-controlled Study 201 in first-line RCC.
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April 7-8. US practices reported a 60% average 
decrease in patient volume and a 55% average 
decrease in revenue since the pandemic started, 
according to the Medical Group Management 
Association.1

Researchers at Harvard University and the 
health care technology company Phreesia ana-
lyzed nationwide data on changes in visit vol-
ume for more than 50,000 providers and found 
the number of visits to ambulatory practices 
fell nearly 60% in mid-March and remained 
low through mid-April.2 They reported dra-
matic declines in visits in all US regions, with 
the greatest declines in New England and the 
Mid-Atlantic states.

Surgical and procedural specialties like urol-
ogy were harder hit. Urology ranked tied for 
fifth among specialties in terms of greatest 
decline in visits during the pandemic, with a 
63% drop from early March to early April, the 
Harvard/Phreesia study found. Ophthalmolo-
gy and otolaryngology experienced the biggest 
declines, with visits dropping an average 79% 
and 75%, respectively.

Staying the course
Many practices initially reacted to the pan-
demic thinking they’d have to lay off staff. The 
Federal Government prevented some of those 
layoffs, or furloughs, with grant and loan pro-
grams that are helping to buoy practices until 
the crisis subsides, according to Owen Dahl, a 
health care business consultant.

The Coronavirus Aid, Relief, and Econom-
ic Security Act Paycheck Protection Program 
(PPP) has helped many practices retain staff. 
It requires that employers pay 75% of their 
employees at 75% or more of payroll, accord-
ing to Dahl.

Technically, the PPP is a loan but could be 
forgiven if practices meet the government’s cri-
teria. The government has also helped to keep 
practices afloat with grants or stimulus money. 
The Families First Coronavirus Response Act 
requires employers to provide their employees 

with paid sick leave or expanded family and 
medical leave for COVID-19–related reasons, 
and the Economic Injury Disaster Loan option 
is available through the Small Business Admin-
istration.

University Urology, which has not cut any-
body’s pay or furloughed staff, applied for and 
received a PPP loan.

“Without that, we would have to use much 
more drastic measures than we have. I think 
that’s going to get us by for at least a couple of 
months. We also did get a little stimulus from 
Health and Human Services,” Wills said. “If 
it continues well into the summer and into the 
winter, we’re definitely going to have to reeval-
uate.”

Although the infusion of money has been a 
big help for some practices, not all have received 
a PPP loan or other funds. The other problem 
is government grants and loans only will go so 
far—until about the beginning of June to mid-
June, according to Dahl.

Brace yourselves
Medicine’s revenue cycle tends to lag about 2 
months after practices bill for services. Urolo-
gists might not have realized the full impact of 
the COVID-19 monetary crisis until May or 
into June, according to Harris.

Still, if COVID-19 abates sooner than expect-
ed, physicians and hospitals might fare well due 
to excess demand for services deemed essential, 
according to the authors of a recent Viewpoint 
article in JAMA.3 “If the COVID-19 shut-
down lasts for months or the normal business 
of health care does not resume until the fall, the 
implications for physicians and hospitals would 
be much more severe,” the authors wrote. “The 
bank accounts of many practices are not large 
enough to absorb a long-term shutdown.”

The recovery for procedurally oriented spe-
cialists, including urologists, will resemble a 
U-shape rather than a V-shape, according to 
Travis Singleton, executive vice president Mer-
ritt Hawkins, a health care search and consult-
ing firm.

“It will take some time for employment to 

rebound and for patients to reestablish both the 
health care coverage and the confidence they 
need to move forward with procedures that 
can otherwise be postponed,” Singleton said. 
“While primary care physicians can pivot to 
telehealth and be paid for many of the services 
they provide, urologists can’t perform cystos-
copies and other procedures virtually.

“However, the underlining dynamics that are 
driving demand for urologists and other spe-
cialists, particularly population aging, remain 
in place. Demand will return, and with it the 
need to recruit urologists and other needed 
health care professionals and support staff.”

Telehealth is more than a transition
Experts say telehealth is a lifeline. Waltzer said 
ramping up his practice’s telehealth services has 
helped to keep his staff on the job.

“Telemedicine has really essentially risen up 
and become a very dominant piece of urolo-
gy practice,” he said. “We have staff calling 
patients, scheduling appointments, and con-

verting some [of these appointments] to tele-
medicine. This is very time consuming. But 
telehealth visits are helping our practice and 
others increase billing.”

Wills said that University Urology doctors 
were each seeing about 10 patients daily in the 
office in late April and were conducting about 
another 25 telehealth visits each day.

“We’re just starting to get payments in for 
things that we have been billing the last few 
weeks and, for the most part, insurance com-
panies are paying as if the patients were in the 
office. Telehealth will probably be one of the 
redeeming factors that will get us through all 
of this,” Wills said.

Telemedicine is slowly ramping up at 
UroPartners and should help pay the bills as 
the practice resumes in-person appointments 
and elective procedures, according to Harris.

“In a normal month, we have between 16,000 
and 18,000 evaluation and management code 
submissions. Right now, the telehealth code 
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“What I’m hearing is most 
[practices] are 
functioning with about 
30% to 40% capability.”

RICHARD G. HARRIS, MD

“While primary care physicians 
can pivot to telehealth and be 
paid for many of the services 
they provide, urologists can’t 

perform cystoscopies 
and other procedures 
virtually.”

TRAVIS SINGLETON

“Going forward, there are some 
good lessons that are coming 
out of this as far as managing 
patients with telemedicine, 
particularly older patients 

for whom it may be 
difficult to travel.”

WAYNE WALTZER, MD
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submissions are in the 3,000 to 4,000 range. 
That’s double what it was a month ago,” Harris 
said in late April.

If laws remain relaxed for telehealth use, the 
trend for increasing utilization will continue in 
urology. LUGPA is lobbying for the govern-
ment to keep telehealth regulations as they have 
been during the pandemic, according to Harris.

The next 3 to 6 months
The biggest concern for practices after the pan-
demic is whether they have the staff needed to 
go forward, according to Dahl.

“If they were able to retain the employees and 
maintain good communication and relation-
ships with the staff, that makes life a whole lot 
easier when they reopen,” he said.

Communicating with patients is the other 
piece of a successful reboot.

“What we’re finding is that a lot of patients 
who had urgent or what could be urgent medi-
cal needs didn’t seek care,” Dahl said. “What I 
think is critical is how the practice communi-
cates with those patients. Have they adequately 
communicated up to now and can they rees-
tablish relationships with those patients? We 
need to make sure that they know we’re open 
for business. And that would include things like 
posting on the website, things like emails, texts, 
different ways to reach out to those patients.”

Relationship building will help practices 
move forward. That includes relationships with 
the staff and addressing the issues they might 
have related to the pandemic. Practice admin-
istrators or managers need to listen and meet 
staff members’ needs where possible.

A seamless transition to a new normal includes 
providing staff with adequate training in new 
practice areas, such as telemedicine, according 
to Dahl.

Doctors will have to look at and revise sched-
uling models to better respond to patients’ 
needs, Dahl said. That includes attending to 

patients’ safety and improving workflow so they 
don’t have to wait for their appointments when 
they do come to the office.

Wills anticipates that patient foot traffic 
will double or triple through the summer and 
hopes the practice will be running according 
to a new normal in 6 months, assuming there’s 
no second wave.

University Urology plans to continue tak-
ing safety precautions for patients and staff for 
the long term. Like many practices, University 
Urology will likely shrink daily templates for 
office visits and focus on making operations and 
staffing leaner and more efficient even when the 
pandemic is a memory.

“We won’t look at staffing as the luxury that 
we have in the past because of the fear that any-
thing could happen again and all of a sudden,” 
Wills said. “I think we’ll be more cognizant of 
who we hire and when we hire. If people move 
on to other places, we might not replace them. 
I’d say we’ll get a little more lean and mean in 
general.”

Waltzer said a lesson he learned during the 
pandemic is the value of communication. Clear, 
consistent communication will continue to help 
practices act on future uncertainty.

“We’ve really learned about the value of 
using both Microsoft Teams and Zoom for 
meetings. Those 2 things really help us to get 
people together, sometimes literally on a daily 
basis to discuss issues,” Waltzer said. “It really 
makes the planning much easier because you 
can get large groups of people together at 1 time 
instead of trying to have sequential meetings. 
For our own urology department, we have a dai-
ly briefing with our practice managers, office 
managers, and advanced practitioners to make 
sure we’re doing what we have to do to serve 
our patients.”

Waltzer said that despite being in the coun-
try’s epicenter of COVID-19 cases, he believes 
urology practices can and will recover.

“The time frame is of course uncertain 
because everyone is worried about the second 
surge, particularly in very dense urban areas. 
But I think going forward, there are some good 
lessons that are coming out of this as far as man-
aging patients with telemedicine, particularly 

older patients for whom it may be difficult to 
travel,” said Waltzer, who noted his practice 
hasn’t changed plans to welcome 2 new urolo-
gists at summer’s end.

Just don’t expect business as usual. That’s not 
going to happen, Dahl said.

“The way we’ve always done it is gone and 
should be gone,” he said.UT
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“We won’t look at staffing as the 
luxury that we have in the past 
because of the fear that anything 

could happen again 
and all of a sudden.”

STEPHEN WILLS, CMPE

“The way we’ve always done it 
is gone and should be 
gone.”

OWEN DAHL
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THE AMERICAN MEDICAL ASSOCIATION 
(AMA) is announcing a new resource that 
provides a step-by-step guide for physicians 
planning to reopen medical practices as states 
across the nation revise coronavirus disease 2019 
(COVID-19) executive orders to allow elective 
or non-urgent medical procedures.

Specifically, the resource offers support and 
guidance for managing the safe reopening of a 
medical practice as more routine in-person care 
resumes, protecting the health of patients, clini-
cians, staff and the public. “It serves as a one-stop-
shop outlining how best to approach the unique 
challenges that the COVID-19 pandemic brings 
to the practice reopening process, providing phy-
sicians with checklists, supplemental information, 
and helpful links to COVID-19 resources from the 
AMA, Centers for Disease Control and Prevention 
(CDC), and other federal agencies,” the AMA said 
in a statement.

“With some physicians beginning the process of 
reopening their practices, this essential resource 
supplies them with guidance to do so while keep-
ing patients, staff, and the general public as safe as 
possible from a COVID-19 resurgence,” said AMA 
President Patrice A. Harris, MD, MA.

For the full guide, see bit.ly/3dBWvKX. A 
summary of practice reopening tools available 
includes:

State and federal government com-
pliance. As states and municipalities modify 
COVID-19 executive orders detailing the types 
of medical services permitted, the AMA provides 
recommendations for closely reviewing and fol-
lowing these individual guidelines while remain-
ing in compliance with federal mandates. This 
section includes an AMA-developed chart and 
fact sheet overviewing state-specific resumption 
of elective or non-urgent procedures.

Creating a plan. This portion of the guide-
line includes a step-by-step approach to safely 
and incrementally opening a practice. It includes 
details needed to plan for supplying the office 
with personal protective equipment, suggestions 
for routine disinfecting regimens, and staff sched-
uling protocols. The resource suggests continu-
ing to gauge whether a telemedicine or in-person 
appointment would be more appropriate.

New safety measures. The guide offers rec-
ommendations on how to establish staff, patient, 
and visitor safety protocols to ensure safe physi-
cal distancing, minimize interactions, and limit 
the volume of individuals in the practice. Provid-
ed is a pre-appointment patient screening script 
template, designed for staff to inquire via phone 

about patients’ potential COVID-19 symptoms 
or exposure ahead of entry to the facility. Con-
sistent with CDC guidance, practices should 
require all individuals who visit the office to 
wear a cloth face covering to reduce the risk of 
virus transmission.

Medical liability, privacy, and confiden-
tiality policies. This page reviews the new legal 
territory and scenarios related to essential 
COVID-19 screening of patients, visitors, and 

staff, including how to establish and maintain 
health-related privacy, confidentiality, and data 
security to protect COVID-19 employee testing 
results while remaining in compliance with 
HIPAA rules. It also links to topics related to 
discussing current coverage with medical liabil-
ity insurance carriers and the AMA’s advocacy 
efforts for greater reliance on health care emer-
gency response protections to support physicians 
amid the COVID-19 pandemic.UT
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Q: Perineal biopsy has been performed 
since the early 1980s and has recently seen 
a resurgence. How should one code for 
performing a perineal biopsy?
A: The typical code to use will be CPT 
55700, which describes prostate biopsy 
by any approach. Imaging can be added if 
appropriately performed and documented.

There are 3 CPT codes that describe 
the sampling of prostate tissue by biopsy: 
CPT codes 55700, 55705, and 55706. Each 
is described below.

55700: Biopsy, prostate; needle 
or punch, single or multiple, any 
approach. CPT code 55700 is used for 
prostate biopsy by any technique, whether 
transrectal, perineal, or endoscopic. CPT 
code 55700 can be billed with or without 
imaging guidance, such as ultrasound, so 
imaging guidance can be billed separately 
if performed. This code should be report-
ed once per session no matter how many 
cores are obtained, and there is no upper 
limit to the number of cores taken to bill 
55700 once. The procedure may be per-
formed in the nonfacility (office) or facil-
ity (ambulatory surgery center, hospital) 
setting. This procedure is a 0-global day 
procedure.

Note: Imaging for this procedure is 
often provided with transrectal ultra-
sound. We remind you that although in 
the past, Medicare allowed for reporting 
of both the diagnostic ultrasound (76872 
ultrasound, transrectal) and ultrasound 
guidance (76942 ultrasonic guidance for 
needle placement [eg, biopsy, aspiration, 
injection, localization device], imaging 
supervision and interpretation), this is no 
longer appropriate, as they are now bun-
dled. Many private payers are following 
Medicare’s lead and are also bundling the 
2 codes. Therefore, when using ultrasound 
in conjunction with the biopsy code 55700, 
you will need to select the appropriate 
imaging code supported by the documen-
tation and medical necessity.

55705: Biopsy, prostate; incisional, 
any approach. CPT code 55705 is the 

code to use for an “open” prostate biopsy, 
by surgical exposure of the prostate, with 
cores taken by direct visualization of the 
prostate. The work of this code includes 
obtaining tissue from the prostate by 
direct incisional sampling and specifical-
ly describes the need to make a surgical 
incision and tissue dissection to expose 
the prostate. The procedure may be per-
formed in the facility (ambulatory surgery 
center, outpatient, or inpatient hospital) 
setting and is a 10-day global procedure.

55706: Biopsies, prostate, nee-
dle, transperineal, stereotactic tem-
plate-guided saturation sampling, 
including imaging guidance. CPT code 
55706 is used for the performance of a “sat-
uration” biopsy. A true saturation biopsy 
is a unique procedure that is performed in 
specific indications and following the steps 
as defined by the American Medical Asso-
ciation (the owner of the CPT copyright):

• The patient has a prior suspicious 
biopsy, or a prior negative biopsy [result] 
with rising PSA [prostate-specific anti-
gen].

• The procedure is performed in an 
operating room under general or spinal 
anesthesia.

• A template grid to map the (entire) 
prostate gland is used. This grid enables 
the physician to remove cores at 5-mm 
intervals using a stereotactic approach.

• Cores are taken at 5-mm intervals, and 
each specimen is labeled to correspond 
with the location of each core chosen. In 
deeper planes, both a proximal and distal 
biopsy may be obtained.

• Each biopsy sample is marked for its 
coordinates, and all are mapped in 3D to 
determine the extent and exact position of 
malignant cells.

• Typically, 35 to 60 biopsies are taken, 
based on the size of the gland.

CPT code 55706 should not be per-
formed in the office setting, as there are 
no practice expense inputs to reimburse 
for supplies, clinical staff, or equipment. 
This is a 10-day global procedure, and 

imaging guidance is included so imaging 
cannot be billed separately.

Q: Why is CPT code 55700 typically the 
correct code for performing a perineal 
biopsy?
A: Perineal biopsy is correctly reported 
using CPT code 55700 prostate biopsy, 
any technique. As stated in the descrip-
tor, CPT code 55700 should be used for 
any technique of prostate biopsy, including 
perineal biopsy, no matter how many cores 
are taken and even if using a stepper or 
grid. This code was valued with consider-
ation of the typical time, skill, and resource 
use for the performance of the procedure 
by any route, including both capital and 
disposable costs. As perineal biopsy was 
being performed when this code was val-
ued, the time skill and resources needed 
for the performance of biopsy by any tech-
nique were included in the value.

It would not be proper to bill CPT code 
55706 for a typical perineal biopsy. CPT 
code 55706 is to be used only for a satura-
tion biopsy and only if the indications and 
steps outlined by CPT are followed. 
Although saturation biopsy is performed 
by the perineal approach, one should not 
confuse the definitions and choose CPT 
55706 unless a true saturation biopsy is 
being performed, even if the perineal biop-
sy is extensive and performed in an oper-
ating room.UT

How to code for a perineal 
prostate biopsy
3 codes are available for procedure, but only 1 is typically used for perineal biopsy
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Send coding and reimbursement ques-
tions to Jonathan Rubenstein, MD, and 
Mark Painter c/o Urology Times®, at urol-
ogy_times@mmhgroup.com. 
Questions of general interest will be cho-
sen for publication. 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.

SEND US YOUR QUESTIONS
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(323) 763-5493Telehealth 
Remote Second Opinion

BEYOND EXCEPTIONAL MEDICINE™

‘Masters of Urology’ Zoom Clinical Series

watch 
online with

http://tiny.cc/USC60minutes

watch previous 
meetings in our

Urology 60 Minutes

Channel

As a community of excellence, our ultimate goal 
is to develop innovative approaches and refine 
best practices. Join us remotely every week for 
our “Urology 60 Minutes” clinical series featuring 
urologists from different academic institutions across 
the United States. Sessions are held every Thursday 
at 5:00 P.M. (PDT) via Zoom.

USC Urology now offers Remote Second Opinion (or 
New Consult) virtually. Our commitment to you: each 
request receives a same-day response and subspecialist 
connections occur within two days. 
To refer a patient to USC Urology contact us at: 
(323) 763-5493

urology.KeckMedicine.org
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Growth in drug costs and spending for 
Medicare beneficiaries continues to 
be an area of concern for patients, 
policy makers, and regulators. In 

an article last year,1 I reported that for 7 of 16 
drugs commonly administered in the office by 
urologists, spending increased faster than Part 
B drug spending overall. There have been no 
significant regulatory changes that have directly 

affected Medicare Part B drug policy in 2019. 
In this article, I update the spending and costs 
for Medicare Part B drugs commonly used by 
urologists in the office setting.

The Centers for Medicare & Medicaid Ser-
vices recently released detailed drug spending 
data for the years 2014-2018 (Medicare Part B 
Drug Spending Dashboard. Centers for Medi-
care & Medicaid Services. December 17, 2019. 
Accessed May 11, 2020. https://www.cms.gov/
Research-Statistics-Data-and-Systems/Statis-
tics-Trends-and-Reports/Information-on-Pre-
scription-Drugs/MedicarePartB.html). “Spend-
ing” in this context includes the estimated total 
costs including deductible, coinsurance, and 
Medicare spending. Total spending in 2018 for the 
Part B program was $33.3 billion, up 9.3% from 
2017. Spending on any single drug may increase 
because of increased utilization, increased price, 

or both. Let’s take a closer look at some individual 
drugs that urologists typically use in their practice 
(it is not possible using these data to determine 
what fraction of spending is “ordered” by urolo-
gists, or the indication for any individual drug).

Of 17 common drugs used in the urology 
office for Medicare beneficiaries (Table), the 
drug with the largest 2018 total spent was deno-
sumab ($1.42 billion). In 2018, utilization for 
denosumab increased 12.4%, spending per dose 
increased 1.79%, and total spending increased 
14.39% compared with 2017. Denosumab spend-
ing has increased 4.53% per year over the past 5 
years and continues to be the target of automat-
ed medical review in some areas of the country.

The drug with the largest annual growth in 
spending per dose unit among this selected group 
is mitomycin (54.18% annual growth over the 
past 5 years); spending per dose on mitomycin 

ROBERT A. DOWLING, MD

Denosumab tops spending
for common urology Part B drugs
Mitomycin sees largest annual growth in spending per dose over last 5 years

Dowling is the president of Dowling 
Medical Director Services, a private health 
care consulting fi rm specializing in quality 
improvement, clinical informatics, and 
health care policy affecting specialty care. 

He is the former medical director of a large, metropolitan 
single-specialty urology group in Ft. Worth, Texas. 

TABLE. COMMON DRUGS USED BY UROLOGISTS: 2018 MEDICARE PART B SPENDING

HCPCS, Healthcare Common Procedure Coding System
aMore than one brand name exists for this drug.
Source: Adapted from Centers for Medicare & Medicaid Services data by Robert A. Dowling, MD

HCPCSC Brand Generic No. of
manufacturers

Total spending 
2018

Total units 
2018

Total 
beneficiaries 

2018

Average 
spending per 
dosage unit 

2018

Average sales 
price 2018

Change in 
total units 
2017-2018

Change in 
total spending 

2017-2018

Change in aver-
age spending 

per dosage unit 
(2017-2018)

Annual growth rate 
in average spending 

per dosage unit 
(2014-2018)

J0897 Proliaa Denosumaba 1 $1,416,968,973 84,040,684 533,286 $16.86 $18.16 12.37% 14.39% 1.79% 4.53%

JO585 Botoxa OnabotulinumtoxinAa 1 $348,391,516 60,268,382 139,884 $5.78 $6.14 8.73% 7.09% –1.50% 1.71%

J9217 Eligarda Leuprolide acetatea 3 $271,873,374 1,327,853 158,975 $204.75 $216.77 3.53% 1.71% –1.75% –1.29%

Q2043 Provenge
Sipuleucel-T/lactated 
Ringer’s

1 $188,526,961 4785 1759 $39,399.57 $41,675.83 –8.51% –6.89% 1.76% 3.86%

JO775 Xiaflex
Collagenase clostrid-
ium histolyticum 1 $47,829,976 1,144,586 7601 $41.79 $43.49 10.19% 14.39% 3.81% 2.63%

J9031 BCG (Tice strain) 
(J9031)a BCG livea 1 $24,712,788 187,580 32,922 $131.75 $137.30 1.63% 5.79 4.09% 2.50%

J9155 Firmagon Degarelix acetate 1 $17,791,225 5,068,674 13,252 $3.51 $3.67 1.61% –0.53% –2.11% 1.34%

J3315 Trelstar Triptorelin pamoate 2 $16,997,410 60,024 7979 $283.18 $299.50 –10.14% -26.10% –17.76% 12.23%

J9280 Mitomycin Mitomycin 3 $12,633,370 101,280 6419 $124.74 $139.80 –3.05% 9.91% 13.37% 54.18%

J9202 Zoladex Goserelin acetate 2 $9,155,452 23,844 3189 $383.97 $437.47 –10.75% 3.68% 16.17% 16.29%

J9357 Valstar Valrubicin 1 $8,463,933 7312 370 $1157.54 $1255.84 –0.96% 0.18% 1.16% 2.44%.

J9201 Gemcitabine HCLa Gemcitabine HCLa 14 $5,762,049 914,902 16,234 $6.30 $6.44 –3.93% 3.19% 7.41% –1.82%

J1071 Depo-Testoste-
ronea

Testosterone 
cypionatea 10 $2,506,442 101,264,138 59,909 $0.02 $0.03 –3.00% 4.14% 7.36% –5.73% 

J0696 Ceftriaxonea Ceftriaxone in iso-os-
motic dextrosea 14 $2,461,065 4,008,246 628,991 $0.61 $0.62 –5.92% –10.84% –5.23% –3.57% 

J9225 Vantas Histrelin acetate 1 $2,439,016 752 751 $3243.37 $3453.63 –21.67% –18.77% 3.70% 2.70%

J1580 Gentamicin 
sulfatea Gentamicin sulfatea 5 $242,736 166,213 77,599 $1.46 $1.48 –4.33% –8.42% –4.28% 3.31%

J3121 Testosterone 
enanthate

Testosterone 
enanthate

2 $64,636 1,710,022 1378 $0.04 $0.04 –12.16% –13.94% –2.02% –6.68%
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increased 13.4% in 2018 alone. Although overall 
usage of mitomycin and gemcitabine (Gemzar) 
declined in 2018 compared with 2017, the impact 
of the recent bacillus Calmette-Guérin short-
age will probably result in greater utilization 
of mitomycin and gemcitabine in 2019 reports.

OnbotA spending up 7.1%
Among the same set of drugs, spending on onab-
otA was $348 million, up 7.1% over 2017 and due 
primarily to increased utilization. The annualized 
growth in spending/dose (a surrogate for price) for 
onabotA has been just 1.7% over the past 5 years.

In the androgen suppression market (Figure), 

leuprolide acetate was still the most common 
drug with spending in 2018 of $272 million (1.7% 
higher than 2017). Over the last 5 years, growth 
in spending per dose has decreased 1.3% annu-
ally. Spending on triptorelin pamoate decreased 
sharply (26%) in 2018, whereas the price of gos-
erelin (Zoladex) rose almost 16%, increasing 
spending on that drug by 3.8% over 2017.

In general, among these 17 drugs, those with 1 or 
2 manufacturers have seen higher annual growth in 
spending per dose (a surrogate for price) and those 
with 3 or more manufacturers have seen lower or 
negative annual growth. Mitomycin is the notable 
exception to this rule as mentioned earlier.

The bottom line: of 17 Part B drugs common-
ly used by urologists, only 3 drugs increased in 
spending faster than Part B spending overall in 
2018. The drug with the largest total spending 
is denosumab, and the drug with the largest 
annual growth in spending per dose over the 
last 5 years is mitomycin (54.2%). Urologists 
should be familiar with the average sales price 
and trends of the common Medicare Part B 
drugs administered to their patients.UT

REFERENCE
1. Dowling, Robert A. CMS data reveal trends in Part 
B drug spending. Urology Times. 2019; 47(5):26-27.

June 2020 ∣ Urology Times®  ∣ 31

PRACTICE MATTERS / Business 

FIGuRe / COMMOn DRuGS uSeD TO SuPPReSS AnDROGenS In uROLOGY: PART B SPenDInG 2017 VS 2018

aMore than one brand name exists for this drug.
Source: Adapted from Centers for Medicare & Medicaid Services data by Robert A. Dowling, MD
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HOW YOU CAN SUPPORT YOUR STAFF WHILE 
REOPENING YOUR PRACTICE

By Eric Butterman

You’re concerned about how patients are feeling when it comes to returning to your 
office during the coronavirus disease 2019 (COVID-19) pandemic, but it may be easy 
to forget what the staff is going through. They feel a driving need to help but also 
want to stay safe themselves. Even those who told you they were raring to go may 
feel uneasy once they step inside and realize the office they imagined will not be the 
same. Here is a look at how physicians can help them so they can help patients.

From basics such as social distancing to cleaning, give them an unambiguous 
sense of how you will keep the office healthy. “I think engaging everyone in the 
process, having that process really outlined and sharing with everybody what 
you’re doing and the why behind it really helps promote a sense of team and col-
laboration,” said Savita Ginde, MD, MPH, chief health care officer at Stride Com-
munity Health Center, who is overseeing COVID-19 testing.

Another area of discomfort may be that they were furloughed to begin with, which 
can leave a staffer possibly feeling less valued. How do you help a worker who is 
feeling uneasy to have a sense of being a key part of the team?

“Like anything, communication is the key there,” said Sanjiv Lakhanpal, MD, 

founder and CEO of the Center for Vein Restoration. “First, you’ve got to explain 
to them why were they furloughed. My experience has been that the best way to 
communicate is through honesty and transparency.” He says it may also be time 
to share the numbers of how many patients they used to see and what expenses 
typically were so they can understand why the math just simply didn’t add up.

A major challenge is also giving staff a sense of how often you will need them.

“As patients start coming back initially, there will be very few patients coming 
to any office,” Lakhanpal said. “An office that used to see 20 patients a day 
probably now will see 5 to 6 patients a day because as people are getting com-
fortable it will take time.”

He warns against bringing back all the staff as it may crowd up the place.

“As the patient flow increases, that’s when more staff should come in appropriate 
to what the requirement is for the patients’ well-being,” Lakhanpal said.

Although fun office rituals such as the sought-after candy dish may be out, look 
for other ways to give that sense of belonging. Shared office memories and warm 
smiles sent that come with having worked together a long time don’t spread the 
virus—but they may just increase a feeling of team.

Butterman is contributor to Urology Times® sister brand Physicians Practice®, 
where this article was first published.
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■ Modern portfolio theory (MPT) explores how risk-adverse investors 
construct portfolios to optimize returns in relation to the risk of the under-
lying investments.

■ Using a tool called the Efficient Frontier, the MPT model looks at desired 
rates of return and displays the combination of investments that produces 
the optimal level of return and risk based on past performance of the 
various investment markets.

■ An indexed mutual fund or indexed ETF is a fund that seeks to mimic 
a particular index.

Q: Given the market volatility lately, I’m 
questioning my investment strategy. 
Is there a preferred approach to follow 
when investing?
A: Over time, economic and political 
climates change, causing investors to 
question their current investment phi-
losophy. We are certainly in 1 of those 
environments right now. Physicians, like 
all investors, constantly strive to achieve 
attractive returns in their portfolios and 
grow their financial assets over time. By 
accomplishing this feat, investors find 
that their portfolios, whether earmarked 
for retirement, college education, or oth-
er objectives, can be working for them 
instead of them needing to work harder 
to save more. This is especially important 
in an environment where incomes may 
be declining.

Although the perfect investment would 
have the attributes of high growth with 
little or no risk, the reality is these types 
of investments don’t typically exist. 
Throughout history, investors have spent 
significant amounts of time developing 
methods or strategies that come as close 
as possible to that “perfect investment.” 
There are many investment strategies, 
but none is as popular or compelling as 
modern portfolio theory (MPT).

Developed by Harry Markowitz and 
published under the title “Portfolio 
Selection” in the 1952 Journal of Finance, 
MPT explores how risk-adverse investors 

construct portfolios to optimize returns 
in relation to the risk of the underlying 
investments. The theory measures the 
benefits of diversification—not having 
all your investment eggs in 1 basket.

Although developed in the early 1950s, 
recognition for the achievement was 
delayed because the task of applying 
MPT was only made possible using mod-
ern computers that could handle the vast 
number of calculations and the range of 
historical data needed by the model. In 
1990, 38 years after he wrote the article 
while teaching at the University of Chi-
cago, Markowitz was awarded, along with 
fellow academicians Merton Miller and 
William Sharpe, a Nobel Prize for what 
has become the most widely used strategy 
for portfolio selection.

For most investors, the “risk” they take 
in an investment is that the return will be 
lower than expected. In other words, it is 
a deviation from the average return. The 
MPT model calculated for each invest-
ment a “standard deviation” from the 
mean that the model calls “risk.” What 
they found was, through diversification, 
the “risk” of 1 investment may offset the 
“risk” of another. The key behind the 
MPT model is determining which com-
bination of investments in a portfolio 
provides the “maximum return and low-
est risk.” Using a tool called the Efficient 
Frontier, the MPT model looks at desired 
rates of return and displays the combi-
nation of investments that produces the 
optimal level of return and risk based on 
past performance of the various invest-
ment markets. Although the past is not 
always a predictor of the future, MPT 
uses those data to estimate various risk/
return scenarios.

The key today to using MPT is under-
standing that different “asset classes” have 
different levels of risk and combining 
investments from different asset classes 
in a measured way gives the investor the 
greatest probability of achieving their rate 
of return objectives while minimizing risk 

as much as possible. Examples of major 
asset classes include large US companies, 
small US companies, international com-
panies, domestic bonds, international 
bonds, and real estate. How well an inves-
tor assigns different amounts of their total 
investment portfolio to these asset class-
es and how well that distribution across 
asset classes applies to their investment 
objectives, is the biggest determinant of 
long-term investment success. In fact, 
Markowitz’s study found that more than 
90% of your long-term investment suc-
cess is determined by asset class selection.

Funding the various asset classes can 
be easily accomplished through indexed 
mutual funds or indexed exchange traded 
funds (ETFs) that mirror a specific index 
or asset class. Even after all these years, 
and a number of bull and bear markets and 
new investment vehicles, MPT continues 
to play a crucial and meaningful role in 
investment management strategy.

Q: What is an indexed mutual fund
or ETF?
A: An indexed mutual fund or indexed 
ETF is a fund that seeks to mimic a par-
ticular index. An index such as the S&P 
500, which tracks the performance of 
approximately the 500 largest companies 
in the United States (large cap asset class), 
does not actually invest in these compa-
nies, nor can you directly invest in the 
index itself. Therefore, fund companies 
create mutual funds or ETFs that mimic 
the index. It invests in the companies con-
tained in the index and in the same per-
centages the index uses to track perfor-
mance. By investing in these funds, you 
can easily invest in an entire asset class. 
Finding an index fund for each asset class 
can help you achieve the asset class diver-
sification that is a key pillar to MPT. UT

How modern portfolio theory can 
help meet your financial goals
Time-honored approach estimates risk/return scenarios

The information in this column is designed to 
be authoritative. The publisher is not engaged 
in rendering legal, investment, or tax advice.

JEFF WITZ, CFP

Witz is educational pro-
gram director at MEDIQUS 

Asset Advisors, Inc in 
Chicago, Illinois. He wel-

comes readers’ questions 
and can be reached at 

800-883-8555 or witz@
mediqus.com.
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V  ideo chat tools such as FaceTime, 
Skype, and Zoom are now available to 
physician practices that want to treat 
patients on a remote basis, according 

to March 17, 2020, guidance from the Depart-
ment of Health and Human Service’s Office for 
Civil Rights (OCR), which enforces the Health 
Insurance Portability and Accountability Act 
(HIPAA).

Michele P. Madison, JD, a health care attorney 
at Morris, Manning & Martin in Atlanta, Geor-
gia, points out that OCR won’t enforce penalties 
for physician practices that use “non–public-fac-
ing video and audio technology that’s not secure, 
and they won’t require business associate agree-
ments.” Still, she advises that practices take the 
following steps:

• validate that the physician or other clinician 
is licensed to provide care by telemedicine in the 
state where they’re providing the service

• secure verbal or written confirmation that 
patients understand that the platform used to 
receive telehealth-based care isn’t secure

• communicate to physicians and clinicians 
that they must fully and completely document 
the interaction with patients, including their 
clinical findings, medical decision-making and 
other necessary variables to support the Current 
Procedural Terminology code used by the bill-
ing department.

According to the OCR guidance, platforms 
such as Facebook Live, TikTok, and Twitch are 
examples of public-facing video communications 
platforms, and providers shouldn’t use them 
when providing care to patients.

Billing for telehealth visits
Elizabeth P. Litten, JD, a health care attorney 
and chief privacy and HIPAA compliance offi-
cer at Fox Rothschild in Princeton, New Jersey, 
points out that practices need to ensure they’ll 
be reimbursed for the care provided using tele-
health. Kelli Carpenter Fleming, JD, an attorney 
at Burr & Forman in Birmingham, Alabama, 
advises practices to check with health insurers 
to make sure they’ll be paid for the patient visit.

The Centers for Medicare & Medicaid 
Services (CMS) has said that Medicare will 
reimburse health care providers for treating 
patients using telehealth for the coronavirus 
disease 2019 (COVID-19) and other medically 
reasonable purposes from offices, hospitals, 
and residences such as homes, nursing homes, 
and assisted living facilities. The federal agency 
noted that Medicare Advantage plans may offer 
additional telehealth services beyond what was 
included in its approved 2020 benefits.

States “have broad flexibility to cover tele-
health through Medicaid, including the meth-
ods of communication (such as telephone, video 
technology commonly available on smartphones 
and other devices) to use,” according to April 2 
guidance from CMS. In addition, states aren’t 
required to seek federal approval “to reimburse 
providers for telehealth services in the same 
manner or at the same rate that states pay for 
face-to-face services,” CMS noted.

Fleming highlights that OCR’s March 20 
guidance says that a telehealth-based visit doesn’t 
have to be for a COVID-19-related condition. 
That means, for example, that a physician can 
use telehealth to consult with a patient about an 
earache, she said.

Disclosing PHI
OCR’s March 24 guidance provided insight into 
ways that health care providers can disclose pro-
tected health information (PHI) about a per-
son who has been infected by or exposed to the 
COVID-19 virus. Health care organizations can 

disclose PHI, including the name and other iden-
tifying information about the person, under the 
following four circumstances:

• when needed to provide treatment
• when required by law
• when first responders may be at risk for an 

infection
• when disclosure is necessary to prevent or 

lessen a serious and imminent threat.
Fleming pointed out that this allows a call 

center employee or an emergency medical tech-
nician to communicate to a physician or other 
clinician that the patient has been around some-
one with COVID-19 or has tested positive for 
the disease. It also allows health care providers 
to adequately respond and protect themselves, 
she explained. But she pointed out that this type 
of communication has always been permissible 
between first responders and health care pro-
viders.

Managing billing staff
To date, 42 state governors have issued stay-
at-home orders or advisories, which generally 
mean that only essential personnel should show 
up physically at their workplaces. In addition, 
OCR issued guidance on April 2 that it won’t 
impose penalties for violations of some provi-
sions of the HIPAA Privacy Rule against health 
care providers and their business associates “for 
good faith uses and disclosures of protected 
health information…by business associates for 
public and health and health oversight activities 
during the COVID-19 nationwide public health 
emergency.”

In a statement, Roger Severino, director of 
OCR, said, “Granting HIPAA business associ-
ates greater freedom to cooperate and exchange 
information with public health and oversight 
agencies can help flatten the curve and poten-
tially save lives.”

Some clinicians may be able to provide tele-
health consults from their home offices, where-
as administrative employees who aren’t patient 
facing can work remotely, with the right guid-
ance. Alissa Smith, JD, an attorney at Dorsey & 
Whitney in Des Moines, Iowa, pointed out that 
employees providing administrative and billing 

How to manage HIPAA risks 
in your practice
Here’s what you need to know about managing billing staff working remotely

 Legal Consult 
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According to guidance from the 
Department of Health and Human 
Service’s Office for Civil Rights, 
platforms such as Facebook 
Live, TikTok, and Twitch are 
examples of public-facing video 
communications platforms, and 
providers shouldn’t use them 
when providing care to patients.

FROM THE PAGES OF:

See HIPAA RISKS page 36
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The coronav irus disease 2019 
(COVID-19) pandemic has had 
wide-ranging effects on the practice 
of medicine. These include cancella-

tions of in-office visits, surgery postponements or 
cancellations, social distancing in the office, and 
the explosion of telemedicine. As a result of the 
pandemic, the federal government has instituted 
emergency measures that lift restrictions on the 
use of telemedicine. In a Urology Times® webinar, 
experts in telemedicine, practice management, and 
coding and reimbursement, examined the impact 
this public health emergency has had on the prac-
tice-related aspects of urology and how urologists 
can prepare for the future once the emergency 
declaration is lifted. (To view the webinar in its 
entirety, see bit.ly/uttelemedwebinar.)

The panelists were moderator Jonathan Ruben-
stein, MD, chief compliance officer, Chesapeake 
Urology Associates, Towson, MD and clinical asso-
ciate professor, department of surgery, University 
of Maryland School of Medicine, Baltimore; John 
Gore, MD, MS, professor of urology, University 
of Washington, Seattle; Aaron Spitz, MD, a urolo-
gist in private practice at Orange County Urology 
Associates, Laguna Hills, CA and assistant clinical 
professor of urology at the University of California, 
Irvine; and Eugene Rhee, MD, regional coordinat-
ing chief of urology at Kaiser Permanente Southern 
California.

In this segment, the panelists offer tips for urol-
ogists who are interested in adding telemedicine 
in their practice.

RUBENSTEIN: Let’s talk about advice for some-
body who doesn’t have the same experience as our 
panel in doing telemedicine, is just starting out, 
is just getting on a platform, is just trying to bill. 
What are some words of advice, whether it’s out-
patient or inpatient, you would give to somebody 
who’s new to telemedicine based upon your expe-
rience?

GORE: We’re lucky in that being at the universi-
ty, we were able to use institutional accounts like 
Zoom and had an easy platform for conducting 
our telemedicine visits. One of the things that we 
discussed is that even though the rules around 
HIPAA-specific platforms were relaxed, as Dr 

Rhee and Dr Spitz have noted, we are going to be 
entering this new domain where telemedicine is 
going to be a much more accepted, much better 
reimbursed mode of connection with our patients. 
I think taking the time to identify a HIPAA-spe-
cific platform now is really important because you 
want to start investing in a sustainable approach 
to telemedicine now, so that when we’re past the 
COVID crisis, whenever that may be, you already 
have an established workflow and an established 
process for conducting telemedicine.

Also, I think it’s very easy to turn over your prac-
tice to telemedicine when the entire practice is tele-
medicine. The other thing that we’re trying to plan 
for is this post-COVID world where we’re trying 
to balance our clinic deployments and our clinic 
workflows that mix telemedicine and in-person 
visits. We’re starting to do some thinking around 
how to navigate those workflows now.

RUBENSTEIN: Dr Spitz, what’s your advice for 
somebody who had to rush into this, based on all 
of your experience?

SPITZ: Based on lessons learned, there are a few 
things I’d like to share as points of advice. First of 
all, it can be very scary to contend with a thought 
of, “Which disease states can I actually manage 
telemedically, which ones can I not manage tele-
medically, and where will I get in over my head?” 
I think trying to predetermine which kinds of 

patients you should attempt to engage telemedically 
is an unnecessary stress because telemedicine can 
be viewed not as an either/or, but as a “yes/and.” By 
that I mean you can literally engage any patient, no 
matter how acute they may appear to be based on 
their description, telemedically. If you determine 
through that telemedicine encounter that they 
need to be seen on, then certainly bring them in, 
or direct them to the emergency department, or 
have them do whatever they would have already 
done for a hands on visit.

Seeing somebody telemedically does not in any 
way exclude your ability to see them hands on if 
that’s what you determine needs to be done. But 
it may save that step for both you and the patient 
and there’s no way to know until you engage them. 
Rather than getting too concerned with setting 
up algorithms of which patients you will or won’t 
see, feel liberated to see all patients telemedically 
if you desire and then you can decide from there 
if additional visits are needed. Seeing them tele-

medically doesn’t somehow prevent you from then 
seeing them hands on. It is not either/or.

Another point of advice relates to how you would 
integrate telemedical visits to clinic visits. If you are 
seeing patients in your clinic at this time, I would 
highly recommend that you batch telemedical visits 
into their own grouping and not interweave them 
in between in-office visits.

In-office patients are a captive audience. They’re 
in a room, they know that you’re out there, and you 
know that they’re in there. Telemedical patients are 

Tips on how urologists can get 
started with telemedicine
Consider batching telemedical, in-offi ce patients as groups
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“I think taking the time to identify 
a HIPAA-specific platform now 
is really important because 
you want to start investing 
in a sustainable approach 
to telemedicine now, so that 
when we’re post the COVID 
crisis… you already have an 

established workflow 
and an established 
process for conducting 
telemedicine.”

JOHN GORE, MD, MS

“Seeing somebody telemedically 
does not in any way exclude your 
ability to see them hands on if 
that’s what you determine needs 
to be done. But it may save that 
step for both you and the patient 

and there’s no way to 
know until you engage 
them.”

AARON SPITZ, MD
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support can work from home. Her advice for 
physician practices with billing employees work-
ing from home includes the following:

• keep billing files and other patient records 
away from others in the household

• use safeguards, such as firewalls, encryption 
and a private network, to prevent patient infor-
mation from being hacked.

Fleming recommended that practices require 
remote billing staff to log in to the practice’s 
systems using 2-factor authentication. That 
requires a code to be sent to the billing employ-

ee’s cellphone for an additional level of security.
Practices should discourage employees from 

saving any files onto the hard drives on their 
computers at home, said Fleming. In addition, 
the employee’s computer should be set up to 
require an additional login if the computer isn’t 
in use for three minutes or even less. Employees 
should also limit printing of any patient infor-
mation, she added.

Most payers allow providers up to a year to drop 
a claim, said Fleming. But waiting to send claims 
to health insurers will hurt the practice’s cash flow.

Physicians tell her that billing employees “are 
essential—they help me keep my doors open,” 
she added.UT
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“Granting HIPAA business 
associates greater freedom 
to cooperate and exchange 
information with public health 
and oversight agencies can help 
flatten the curve and potentially 
save lives.”

ROGER SEVERINO,
DIRECTOR, DEPARTMENT OF HEALTH AND HUMAN
SERVICE’S OFFICE FOR CIVIL RIGHTS

somewhere out there and although there are virtual 
waiting rooms that give you both an idea of where 
each other is, that present accountability isn’t the 
same. Rather than risk running very behind with 
an in-office patient and then trying to juggle back 
and forth with your online patients, I would highly 
recommend you batch your telemedical visits as 
a group and then your office patients as a group. 
Perhaps the morning for one, the afternoon for the 
other, or half the morning for one.

Thirdly, I’ll point out that doctors new to tele-
medicine are likely to experience a unique kind of 
fatigue that is unique to telemedicine, and if you 
experience it and understand it, it may be less dis-
tressing. Even though it is “easier” to just turn on 
your computer than to drive into the office and 
walk around into different exam rooms, there is a 
fatigue from sitting continuously in front of your 

screen and not having those different movements 
to break up your hour or break up your day.

Furthermore, when you are in a room with a 
patient, all 5 of your senses are receiving informa-
tion about that patient. You’re working on visual 
and audio cues, even tactile cues. When you’re 
doing telemedicine, your information is limited 
to audio and visual and it’s only as good as your 
connection, and that can be very limited. Halting 

dialogue or a mismatch of sound and mouth can 
make it much more difficult to get all that infor-
mation that you took for granted as easy to obtain 
when you’re in the room. You might have even been 
multitasking in your mind and now you’re having 
to focus so much more intently on a little square on 
your screen to get the same amount of information 
to do your decision-making. That generates a dif-
ferent kind of fatigue. If you understand that and 
are prepared for it, you can find it less distressing.

RUBENSTEIN: That’s absolutely true. It does take 
a little more mental effort. I never called it a fatigue 
like that, but you hit it right on the nose there. Dr 
Rhee, your advice to people who are starting out?

RHEE: I always start with one of my favorite quotes 
from Mahatma Gandhi who said that first they 
ignore you, then they laugh at you, then they fight 
you and then you win. It’s really telling because the 
story of telemedicine in urology started in 2016. As 
urologists, we’re a secondary specialty, meaning 
that we’re not in the front and center right now. 
But the point is that we are so needed. Sixty percent 
of the counties in the United states do not have a 
practicing urologist. That’s a shortage.

Telemedicine for us in the beginning was real-
ly about offering access to care in rural areas of 
America. That really is a big motivator that’s been 
proven with a lot of surveys of urologists. They 
do this because they feel like it’s almost a mission 
statement to actually provide this kind of care this 
way. Now, moving forward, here we are today, and 
this has been the lightning rod. I think the software 
platforms are very key, I think understanding the 
patient pools is key, and I think your payers and how 
you bill are key. But the thing that I think is most 
important today if you’re implementing teleurology 
is the team.

That team really is about the stakeholders. You 
need to think about who those stakeholders are in 
your practice and develop the team first. Look at 
your scheduler, your billing staff, your clinic staff, 

and find those champions who you know really are 
interested in what you are trying to deliver. This 
will make the next step a lot easier, because I do 
believe that the government and payers are going 
to retract some of these easy regulations that have 
eased off. But you need to be prepared.

Finally, remember that the patients are the 
consumers. This has opened up a market in the 
industry in terms of delivering telemedical care. 
We absolutely as providers need to respond to that 
in a strategic way and in a way that ensures quality 
as well as affordability. I think we’re going to have 
to figure out different ways to provide care that is 
an alternative to the status quo that we had pre-
COVID-19.

RUBENSTEIN: My advice, looking at a complete-
ly different angle, is finding your regulations and 
laws, and figuring out what’s specific for your indi-
vidual state. Get every single insurer or at least your 
major insurers, get every single one of their rules. 
I always hear about people who want to up-code 
and are thinking, “Because I’m seeing fewer 
patients, I’m going to try and do everything I can 
to up-code and make the patients seem more com-
plex than they really are.” I recommend people 
don’t do that. It is a tough time, it is a challenging 
time. Let’s take good care of patients. Get every-
thing in place, and this will all resolve, given enough 
time.UT

“I think we’re going to have 
to figure out different ways to 
provide care that is an alternative 

to the status quo that 
we had pre-COVID.”

EUGENE RHEE, MD

“My advice, looking at a 
completely different angle, is 
finding your regulations and 

laws, and figuring out 
what’s specific for your 
individual state.”

JONATHAN RUBENSTEIN, MD
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Speak Out / Interviews with randomly selected urologists on hot-button issues.
Compiled by Karen Nash. 

Do you ever face feelings of burnout? How do you cope?

“I don’t feel burned out. 
One reason people do is 

they feel they don’t have value 
to the system, their voices aren’t 
heard or their job is less gratify-
ing.

The dehumanizing aspects 
of medicine are something I was born into. I 
trained on electronic medical records and in 
a multispecialty group practice. Many things 
people point to as sources of burnout have been 
there throughout the entirety of my experi-
ence.

I find incredible gratification in the perfection 
of my craft and the ability to provide care I find 
meaningful to patients.

Burnout is a nebulous concept. I’m the first 
physician in my family, so I’m grateful for 
being able to do what I do. So gratitude is part 
of it.

That being said, I exercise. I meditate. I spend 
time with family and try to cultivate hobbies 
and other things that provide meaning in my 
life, things you’re supposed to do to avoid burn-
out. It’s hard to know whether I’m refractory to 
burnout or whether I’m just in the honeymoon 
phase. I don’t know how I’ll feel in 15 years 
when somebody enacts a completely meaning-
less policy with no evidentiary basis and makes 
me comply.

People who’ve been practicing a while are 
the ones who struggle the most—midcareer, 
late career, especially those in private practice. 
Anyone who had so much control of their sur-
roundings where they were boss—a lot of those 
folks struggle the most.”

Jesse D. Sammon, DO / Portland, ME

“I‘ve done general surgery, 
urology, pediatric urolo-

gy. I’ve been in academics most 
my life. For the past 7 years--pri-
marily by myself, I’ve covered call 
24 hours a day. Sometimes I get 
tired, but at Nemours, we have a 

medical school with med students and residents. 
The teaching component and patients from won-
derful families keep me going.

I can have a long day, then a student sends a 
note, ‘My paper got accepted,’ and you just know 
how excited they are. I also write books, pri-
marily geared to the layperson. That keeps me 
feeling engaged.

You may think that would make me more tired, 
but just sitting around, not getting involved 
would be more discouraging than trying to 
find new ways of doing things. Getting up at 8 
o’clock, going to work, and doing the same thing 

every day would be harder for me.
There are also personal things. I tell my res-

idents you’ve got to laugh each day. Even if it’s 
the worst day ever, you have to find something 
stupid you can laugh at.

Also, I got home last night so tired, but my 
Grinch needlepoint was staring at me—I had to 
do a little more before I went to sleep. I have to 
carve out something each day that is selfish and 
totally for me.

You have to prioritize things that must get 
done and realize you won’t get everything done 
all the time.”

Pamela I. Ellsworth, MD / Orlando, FL

“I’ve often wondered if I’m just frustrated; 
the feeling of burnout waxes and wanes. 

Within the past year, I’ve felt things escalating.
Burnout comes from the added stresses of 

the increasingly complex business of medicine 

in America. Negotiating health 
insurance gets more complicat-
ed, government accreditations 
more complex, EMRs add to the 
workload, and health care sys-
tems merge and increase in size 
and complexity while physicians 

play a smaller role and administrators a bigger 
role in determining health care. Physicians lose 
a sense of autonomy.

I struggle with fighting burnout because I 
don’t think I’ve done it as well as some people. 
People advised me to establish a better work-life 
balance. You see fewer patients, but you can’t 
cut back on bureaucracy. You sacrifice the part 
of medicine you love most, but still have to do 
work that contributes to burnout.

What I found that energized me were oppor-
tunities to collaborate with other physicians. 
When I started working with other surgeons 
on things I traditionally did alone, the job was 
much more fun. There was more communal 
responsibility; I benefited from the collective 
wisdom of my colleagues, and beyond that, from 
friendships with them.

I’ve even extended the idea of collaboration to 
the administration. I don’t know if I can make 
changes, but I feel they’re listening.

At times, I found it helped to say the Seren-
ity Prayer multiple times a day. That little 
prayer helped me step away from frustrating 
situations and empowered me to make chang-
es.”

John V. Kryger, MD / Milwaukee, WI
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“Sometimes I get tired, but at 
Nemours, we have a medical 
school with med students 
and residents. The teaching 
component and patients from 
wonderful families keep me 
going.”

PAMELA I. ELLSWORTH, MD
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A 43-year-old maintenance man 
was referred to the defendant 
general surgeon for a vasec-
tomy and for exploration 

and possible removal of a penile lump. 
During surgery, the defendant surgeon 
viewed and diagnosed the lump as a 
sebaceous cyst. He then performed the 
vasectomy, without complication.

In a subsequent surgery, while he was 
attempting to excise what he saw as that 
cyst, he nicked the plaintiff’s urethra. 
The plaintiff testified that the surgeon 
told him afterward that “he may have 
nicked it,” but the surgeon denied ever 
making such a statement.

The plaintiff then experienced trou-
ble urinating and was referred to a urol-
ogist. The plaintiff’s problems contin-
ued, with the thought that leaking urine 
from the nick caused a massive internal 
inflammation as well as a fistula. The 
plaintiff then underwent 8 surgical pro-
cedures, including urethral reconstruc-
tion and the insertion of an inflatable 
penile prosthesis.

Urethra required 
reconstruction
After all his surgeries, the plaintiff 
was left pain free and able to urinate 
normally. However, approximately 2 
inches of his urethra required recon-
struction.

The plaintiff filed a medical mal-
practice complaint against the surgeon, 
alleging that he was negligent in diag-
nosing the lump as a sebaceous cyst and 
negligent in nicking the urethra. The 
plaintiff maintained that the lump was 
just a plaque formation that was the 
result of Peyronie disease and did not 
require surgical intervention.

Before the trial, the parties exchanged 
written discovery and participated in 
fact and expert depositions. In discov-
ery, the plaintiff claimed past medical 
damages of $138,500, which did not 
include the cost of the surgery for the 

implantation of the penile prosthetic 
device, which was donated by a con-
cerned charity.

The plaintiff also claimed the likely 
need for a future replacement prosthesis, 
estimated at a cost ranging from $25,000 
to $75,000.

The plaintiff ’s standard-of-care 
expert, a urologist from Stanford, tes-
tified at deposition that at a minimum, 
the surgeon should have consulted a 
urologist when he encountered the lump 
during the vasectomy. He opined that 
had the lump been properly diagnosed 
and treated, no surgical intervention 
would have been needed. He stated that 
a failure to consult the urologist was a 
breach in the standard of care and that 
nicking the urethra during the second 

surgery to remove the lump was also a 
breach in the standard of care.

The defendant’s experts testified at 
deposition that a misdiagnosis of the 
lump was not an unreasonable, neg-
ligent act, especially on the part of a 
general surgeon engaged to investi-
gate and take decisive action to remedy 
it, and it certainly did not fall below 
the applicable standard of care. Given 
that this was the case, and given the 
difficulty of trying to remove that 
lump, nicking the urethra during that 
remedial action of removal wasn’t neg-
ligent, either.

Defendant moves to exclude 
opinions of urologist
Before the trial, the defendant moved 
to exclude the opinions of the plaintiff’s 
urologist from Stanford, arguing that 
because he was a urologist, he could 
not comment on the standard of care 
governing the surgeon defendant. The 
defendant lost that motion, at which 
point the plaintiff demanded $425,000 
to settle. The defense refused and did 
not make any offer prior to trial.

At trial, the experts on both sides 
testified consistent with their pretrial 
depositions.

The jury deliberated for 5.5 hours 
and returned with a verdict of negli-
gence against the surgeon and awarded 
$581,500 to the plaintiff. That award 
included past medical bills of $138,500, 
the plaintiff’s likely future medical bills 
of $75,000, $18,000 in past wage losses, 
and then $350,000 in past and future 
“pain, suffering, disability, disfigure-
ment, and loss of enjoyment of life.”

LEGAL PERSPECTIVE: In some 
states, in order to be qualified to testify, 
experts rendering opinions on liability 
issues in a medical claim must prac-
tice in the same or substantially sim-
ilar practice as the defendant. In these 
states, defense counsel may successfully 
exclude opinions from experts who are 
not qualified.

However, this case study is from a 
jurisdiction where the law on expert 
testimony is not as clear, requiring only 
that an expert rendering opinions on 
liability issues in a medical claim pos-
sess scientific, technical, or other spe-
cialized knowledge that will help the 
trier of fact to understand the evidence 
or determine a fact in issue. As a result, 
the defense was unable to exclude the 
plaintiff’s star witness, the urologist 
from Stanford, whose testimony carried 
the day.UT

Urethra nicked during 
excision procedure 
Urologist should have been consulted, expert says

The plaintiff filed a medical 
malpractice complaint 
against the surgeon, 
alleging that he was 
negligent in diagnosing the 
lump as a sebaceous cyst 
and negligent in nicking the 
urethra.

ACACIA BRUSH 
PERKO, ESQ.

Perko is an attorney in the 
Columbus, OH offi ce of 

Reminger Co., LPA, where 
she specializes in medical 

malpractice defense 
litigation and transactional 

matters. She welcomes your 
feedback on this column at 

APerko@reminger.com.

MORE “MALPRACTICE 
CONSULT” ONLINE

Looking for past installments of “Mal-
practice Consult”? Visit www.urology-
times.com/malpractice-consult; columns 
include “Man sues over outcomes from 
microwave device” and “Lack of emer-
gent VCUG leads to costly settlement.”

Malpractice Consult
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great innovation.
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