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Dear AACU Members:
More than 50 years ago, the AACU became the first national organization
solely dedicated to advocacy on behalf of clinical urologists’ interests. At the
time, Medicare was a new program and the federal government’s role in
healthcare quickly grew by leaps and bounds. Today, the AACU continues
to steadfastly advance health policies that protect our patients, practices,
and profession through initiatives such as UROPAC, the AACU State
Advocacy Network, and our recent partnership with Urology Times.
This strategic alliance gives us the opportunity to share news of our work,
and the work of AACU members, on a national stage, including showcasing
members in Urology Times publications and on the website at
www.urologytimes.com/sap-partner/aacu.
In addition to opportunities to publish, the partnership brings AACU
members access to case-based roundtable sessions and discounted
educational programs. We are pleased to be able to provide these valuable
resources and hope that you and your colleagues find them informative. If
you would like additional copies of this publication sent to your office,
please email info@aacuweb.org.
We are excited about the partnership and look forward to highlighting
AACU and its members through our collaboration with Urology Times.
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Damara L. Kaplan, PhD, MD
President
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Publisher’s Note

Exploring exercise
and prostate cancer

T

he transformative effects that physical exercise confers across the health
care spectrum are well known, but the
cover article in this issue of Urology
Times® offers an insightful look at the benefits
of exercise for 1 particular disease state. In the
article, Christine Ibilibor, MD, MSc, summarizes recent literature regarding “the impact of
exercise and physical activity on prostate cancer
development and on cancer-specific, treatment-related, and patient-reported outcomes.”
By the end of the article, Ibilibor concludes,
“Although prostate cancer management
primarily involves the use of pharmaceutical agents, radiation modalities, and invasive
surgery, physical exercise can serve as an
important physical function–preserving and
treatment-enhancing adjunct.”
This month’s 50th anniversary Innovation
Celebration installment highlights BCG for the
treatment of bladder cancer with an interview of
Sam S. Chang, MD, MBA. (As a reminder, you
can access all videos and articles from our 50th
anniversary Innovation Celebration series by
going to https://bit.ly/3kf5KWl and https://bit.
ly/3vKuzid, respectively.)
Other clinical highlights include a Q&A interview in which Urology Times® Co–editor in Chief
Gopal H. Badlani, MD, spoke with Catherine
Ann Matthews, MD, FACS, FACOG, regarding the resurgence of single-incision slings and
a clinical trial of slings that Matthews is leading.
Also, in Overactive Bladder/Incontinence, look
for a report on a recent study detailing a knowledge gap in overactive bladder awareness among
long-term care providers.
This issue also contains coverage from the
2022 American Society of Clinical Oncology
Annual Meeting, including articles on
atezolizumab (Tecentriq) and cabozantinib
(Cabometyx) for the treatment of urothelial
carcinoma as well as avelumab (Bavencio) as firstline maintenance treatment for patients with
advanced urothelial carcinoma.
In Coding and Reimbursement, Jonathan
Rubenstein, MD, and Mark Painter analyze
the 2023 Medicare Physician Fee Schedule

proposed rule; areas of interest include a conversion factor decrease and relative value unit
changes. “Of particular interest to specialists
such as urologists, CMS is seeking comment on
‘improving’ payment for the global surgical package and seeking comment on strategies that will
make global surgical payment ‘fair and equitable,’ ” Rubenstein and Painter write. In Practice
Matters, Robert A. Dowling, MD, discusses
Medicare’s Comprehensive Error Rate Testing
(CERT) program and how it may affect your
practice. He writes, “The latest data (fiscal year
2021) published by [the Centers for Medicare &
Medicaid Services] on the CERT program indicate that approximately 8.5% of Part B payments
were improper, including about 3.4% of payments
to urologists.” In Money Matters, Jeff Witz, CFP,
outlines factors to consider when choosing a
financial adviser. If you’re having trouble finding
an adviser you’d like to work with, “start by asking
friends and family. If they work with someone and
have enjoyed the experience, you may also enjoy
working with their adviser,” Witz writes.
In Speak Out, 3 urologists reflect on what they
see as the biggest change in treatment for urinary
tract infections and/or incontinence over the
past decade. Says urologist, Marshall Stein, MD,
“With regard to incontinence from my practice standpoint, I think I’ve seen a change in the
different medication profiles we can choose since
I started practice. They came out with Myrbetriq
[mirabegron], and now there’s Gemtesa [vibegron]. They are more expensive medications and
sometimes it’s harder, but we are generally getting
them covered by insurance.”
Finally, in Malpractice Consult, Kenton H.
Steele, Esq, discusses how to handle receiving a
subpoena. He writes, “Although some subpoenas
are more straightforward than others, carefully
considering what response, if any, is required is
critical for avoiding serious headaches that can
stem from the improper handling of a subpoena
response.” As always, thanks for reading.
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UPDATES ON DRUGS, DEVICES, AND TESTS by Jason M. Broderick

Trial of novel imaging agent for kidney
cancer completes enrollment

CMS covers ctDNA test for patients
with muscle-invasive bladder cancer

Leva Pelvic Health System receives FDA
clearance for chronic fecal incontinence

Patient enrollment has been completed in the
phase 3 ZIRCON study (NCT03849118)
exploring TLX250-CDx (DFO-girentuximab-Zr-89), a novel positron emission tomography imaging radiopharmaceutical for clear
cell renal cell carcinoma (RCC) being developed by Telix Pharmaceuticals Limited.1
The goal of the ZIRCON trial is to establish
the efficacy of TLX250-CDx as a noninvasive
tool to identify clear cell RCC in patients with
indeterminate renal masses identified on CT or
MRI. To date, 300 patients have been dosed in
the trial, exceeding the targeted enrollment of
252 patients. The primary outcome measures
of the study are sensitivity and specificity.
The FDA granted a breakthrough therapy
designation to TLX250-CDx in July 2020 for
the diagnosis and staging of indeterminate renal masses.2 TLX250-CDx uses the anti-CAIX
monoclonal antibody girentuximab to target
the cell-surface antigen carbonic anhydrase IX
(CAIX). CAIX is found on more than 90% of
clear cell RCC cells but is not found in normal
kidney cells. It is also expressed in metastatic
disease, and Telix Pharmaceuticals suggests this
might enhance the accuracy of staging patients
with clear cell RCC.
The prospective, international, openlabel, single-group assignment ZIRCON trial
is exploring TLX250-CDx in patients with
indeterminate renal masses scheduled for
partial or total nephrectomy. The indeterminant renal mass must be a maximum of 7 cm
in largest diameter (tumor stage cT1), and the
nephrectomy must occur within 90 days of the
administration of TLX250-CDx.3 The efficacy
of TLX250-CDx will be determined through a
comparison with histologic results with surgical resection as the “standard of truth.”

The Centers for Medicare & Medicaid Services
(CMS) is covering the Signatera molecular
residual disease (MRD) test for use in patients
with muscle-invasive bladder cancer, according
to Natera, Inc, the developer of the assay.1
Signatera is a custom-built test for circulating-tumor DNA (ctDNA) that helps clinicians
monitor treatment through MRD assessment.
“To balance the risks versus benefits of adding systemic treatments like chemotherapy to
radical cystectomy, we need measures to identify which patients indeed harbor micrometastatic disease, which would allow refined shared
medical decisions,” Matthew Galsky, MD,
said in a news release. Galsky is a professor of
medicine (hematology and medical oncology),
director of genitourinary medical oncology,
codirector of the Center of Excellence for Bladder Cancer, and associate director for translational research at The Tisch Cancer Institute at
Mount Sinai in New York, New York.
Multiple published studies supported the
CMS coverage decision by demonstrating the
accuracy of Signatera and its potential to provide an early indication of treatment efficacy.
For example, a study published in the Journal
of Clinical Oncology included 68 patients
with localized advanced bladder cancer whose
tumors underwent Signatera ctDNA analysis
following cystectomy.2
Signatera showed 100% sensitivity and
98% specificity, correctly identifying all cases
of metastatic relapse during the monitoring
period. The test also showed a median lead
time of 96 days over radiographic imaging.2

The FDA has granted clearance to the Leva Pelvic Health System for the frontline treatment of
women with chronic fecal incontinence (FI).1
Leva is a small vaginal probe that is implanted and paired with a mobile application. The
system is intended to allow women to strengthen their pelvic floor muscles without medication or surgery.
“I’ve spent over 20 years studying the causes
and treatments for fecal incontinence. First-line
treatment alternatives have been limited in the
past, so it’s important that clinicians can now
consider Leva as a new treatment option that
is supported by robust clinical data,” Holly
E. Richter, PhD, MD, said in a news release.1
Richter is a professor and the J. Marion Sims
Endowed Chair in Obstetrics and Gynecology at the University of Alabama (UAB) at
Birmingham and associate director of gynecologic research in the UAB Center for Women’s
Reproductive Health.
“In my clinical practice, accidental bowel
leakage is among the conditions that has the
most negative effect on patients’ emotional
well-being,” said Roger R. Dmochowski, MD,
MMHC, professor of urology and surgery,
associate surgeon in chief, and vice chair for
faculty affairs and professionalism at Vanderbilt
University Medical Center in Nashville, Tennessee, in the news release.1 “Fewer than 30% of
women seek care for FI, suggesting the depth of
embarrassment and shame patients experience.
“My hope is that better first-line treatment
options, like Leva, will lead more women to
seek care. The ability of a single noninvasive
therapy to treat both conditions is really very
helpful to our patients. Now with FDA approval, patients will have much improved ability
to use this efficacious therapy on a long-term
basis, which is most beneficial for them.”
The clearance of Leva for chronic FI follows
a prior approved indication for the treatment
of women with stress, mixed, and mild-to-moderate urinary incontinence in women.
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C E L E BR AT I N G 50 Y E AR S
of expert clinical analysis, practice advice, and policy perspectives

Urology Times® is celebrating its 50th anniversary this year. To mark the
occasion, we are highlighting 50 of the top innovations and developments
that have transformed the field of urology over the past 50 years. In this
installment, Sam S. Chang, MD, MBA, discusses the critical role that
BCG has played in managing bladder cancer and how the BCG shortage
continues to evolve.

For more information,
scan the QR code or visit
bit.ly/354uhJC

How BCG became the standard of care
for bladder cancer
Q.

Please provide an overview of the
development of BCG for treatment of
bladder cancer.
CHANG: BCG stands for [bacille] CalmetteGuérin. It was a treatment first against
tuberculosis, developed [by] 2 men who were
working in France at the time. [With possible benefits shown against other cancers like]
leukemias [or] even soft tissue tumors, a pattern
began to emerge for soft tissue tumors: If the
tumors were small [and] if the BCG contacted
the tumors [directly,] an immune response
was elicited. Alvaro Morales[, MD, FRCSC,]
in Canada...was the first to use BCG for bladder cancer and placed it into the bladder once a
week for 6 weeks— the classic instillation schedule—[in a small cohort of patients] and found
a positive response to BCG in these patients.
From that point on, further studies were
developed to realize [that] this is an effective
treatment that decreases recurrence and can help
prevent progression.

Q.

How did BCG revolutionize the way
bladder cancer is treated and managed?
CHANG: We know that the majority of bladder cancers are noninvasive, and we know the
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treatment really [hasn’t] been any different
over the past 100-plus years of using an antiquated telescope [to] try to remove the tumor.
What has been so revolutionary with higher-risk
disease is that a medicine placed in the bladder
effectively decreases the chance of tumor recurrence and likely also decreases the chance that
these tumors become invasive, perhaps even
metastasize. So you’ve gone from something
that inevitably would have come back within
the bladder, and perhaps even metastasized
outside the bladder, to having an agent that very
effectively—for the vast majority of patients—
prevents the tumors from occurring and also
from progressing.

Q.

How has the BCG shortage impacted
access to treatment? What is being done to
increase access?
CHANG: Merck is the [sole] manufacturer of
the [FDA-approved] BCG strain. Merck has
had issues with production capability and quality of production, and shortages have resulted.
The unfortunate part is it’s somewhat random in
terms of who can get BCG and who cannot get
BCG. It depends upon distribution of pharmaceuticals. There are individuals within the same

SAM S. CHANG,
MD, MBA
Patricia and Rodes Hart Professor
of Urologic Surgery and the chief
surgical officer of VanderbiltIngram Cancer Center at
Vanderbilt University Medical
Center in Nashville, Tennessee.
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city [who] may have access to BCG and [who]
may not, so it has affected patients in a sporadic
fashion. There hasn’t been a clear source of,
“OK, everybody’s going to have a shortage.” In
fact, it is somewhat haphazard.
In areas where there has been a shortage, patient treatment regimens have required
change, with an emphasis on proper use and
rationing. That includes making it quite clear
that lower-risk patients should, in fact, not get
BCG. The [American Urological Association]
developed with the [Society of Urologic
Oncology] a white paper giving recommendations regarding lower-risk disease, high-risk
disease, the limiting of maintenance therapies,
[and] the use of dose reduction. These are all
different strategies that people are taking into
account when there’s a BCG shortage.
It’s gotten to the point where there are individuals [who] we think would benefit from
BCG who, in fact, simply cannot get BCG.
There are plans to build another production plant to make more BCG, but that’s years

down the line. And so this sporadic, intermittent BCG shortage is going to continue to
affect practices, and unfortunately, it’s going to
affect patient care.

Q.

What are some other innovative
treatments for bladder cancer?
CHANG: For the first time in decades, we have
an FDA-approved medication for noninvasive
bladder cancer, but it’s a totally different type of
treatment that we haven’t had in the past. That
medication is pembrolizumab [Keytruda], a
type of immunotherapy. [Instead of] intravesical
therapy, treatments are given intravenously once
every 3 weeks or once every 6 weeks. About
40% [of patients] had a complete response at
the 3-month mark, and these [treatments] are
for carcinoma in situ cancers unresponsive to
BCG. But over time, there’s a diminution effect.
We’ve never had systemic treatments for non–
muscle-invasive disease.
I think [combination therapies are also
exciting, as well as] understanding that

immunotherapies are effective systemically.
There have been combinations, now in trial,
looking at [how] we can augment this response,
[how] we can give BCG [in] a smaller amount or
shorter amount for a period of time, and [how]
we can add the systemic immunotherapy agents
and perhaps even get a better response.
[We] have lots of studies on the horizon looking at different types of agents, molecules, and
treatments that are intravesical and systemic.

Q. As further treatments are developed and
refined, what would you say is BCG’s legacy
in the history of bladder cancer treatment/
management?
CHANG: BCG is the standard that other new
treatments need to be compared against—
but this hasn’t happened. I believe this is true
because the BCG bar of efficacy is very high.
New trials are coming out rapidly, with many
incorporating BCG; we need to have comparative trials with BCG as a comparator arm.
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Atezolizumab/cabozantinib combo is
clinically active in urothelial carcinoma
Manageable toxicity is also observed in phase 1b trial findings
JASON M. BRODERICK
Associate Editorial Director, Urology Times®

T

he combination of cabozantinib
(Cabometyx) and atezolizumab
(Tecentriq) showed promising clinical
activity with manageable toxicity across several
settings in patients with urothelial carcinoma (UC), according to fi ndings from the
phase 1b COSMIC-021 trial presented at the
2022 American Society of Clinical Oncology
Annual Meeting in Chicago, Illinois.1
The multicenter, open-label COSMIC-021
trial (NCT03170960) is evaluating the combination of the PD-L1 inhibitor atezolizumab
and the multikinase inhibitor cabozantinib in
patients with locally advanced or metastatic solid
tumors. This analysis included patients with
inoperable locally advanced/metastatic UC with
transitional cell histology and an ECOG performance status (PS) of 0 to 1.
Among the enrolled patients, those in study
cohort 3 (C3) had no prior systemic therapy and
were cisplatin ineligible. Patients in study cohort 4
(C4) were also systemic treatment–naïve but were
cisplatin eligible, and study cohort 5 (C5) was
comprised of patients who had received 1 prior
immune checkpoint inhibitor (ICI), were VEGFR
tyrosine kinase inhibitor–naïve, and had received
less than or equal to 2 lines of therapy overall.
The results showed that 1 patient in C3,
2 patients in C4, and no patients in C5 had
complete responses. Partial responses were
reached by 5, 7, and 3 patients in C3, C4, and
C5, respectively. The objective response rates
were 20%, 30%, and 10%, respectively, and the
disease control rates (complete response + partial
response + stable disease) were 80%, 63%, and
61%, respectively.1
“Cabozantinib plus atezolizumab demonstrated clinical activity with manageable
toxicity in inoperable locally advanced or metastatic urothelial carcinoma as first-line therapy
in cisplatin-based chemotherapy–eligible or
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–ineligible patients and in second- or later-line
therapy in patients who received prior ICI therapy,” said lead study author Sumanta K. Pal,
MD, FASCO, a professor in the Department of
Medical Oncology and Therapeutics Research
and codirector of the Kidney Cancer Program at
City of Hope in Duarte, California.
Overall, C3 and C4 had 30 patients and C5
had 31 patients. The median ages were 74, 66,
and 68 years, respectively; the percentage of
male patients was 67%, 73%, and 55%, respectively; and the percentage of patients with an
ECOG PS of 1 was 63%, 57%, and 74%, respectively (all other patients had an ECOG PS of 0).
The lung/liver metastasis rates were 33%/17%,
40%/20%, and 58%/23% in C3, C4, and C5,
respectively. Additionally, 30%, 43%, and 45% of
patients, respectively, had greater than or equal
to 3 tumor sites, and the bladder was the primary
tumor site in 67%, 70%, and 71% of patients,
respectively.
Patients were treated with cabozantinib at
40 mg orally each day and received atezolizumab
at 1200 mg intravenously every 3 weeks. The
primary study end point was objective response
rate per RECIST v1.1. The secondary end point
was safety, with other key end points being duration of response, progression-free survival, and
overall survival.
The median follow-ups in C3, C4, and C5
were 27.9 months (range, 15.2-43.8 months), 19.1
months (range, 7.4-42 months), and 32.9 months
(range, 23-41.2 months). The median duration
of response was 7.1 months, not yet reached, and
4.1 months, respectively. At least some reduction
in tumor size occurred in 74%, 62%, and 63%
of patients respectively. The median progression-free survival was 5.6, 7.8, and 3.0 months,
respectively, and the median overall survival was
14.3, 13.5, and 8.2 months, respectively.1
Regarding safety, in C3, grade 3/4 adverse
events (AEs) were fatigue in 1 patient and amylase
increase in 2 patients. Grade 3/4 AEs in C4 were
diarrhea (1 patient), aspartate aminotransferase

“Cabozantinib plus
atezolizumab demonstrated
clinical activity with
manageable toxicity in
inoperable locally advanced
or metastatic urothelial
carcinoma as first-line
therapy in cisplatin-based
chemotherapy–eligible or
–ineligible patients and in
second- or later-line therapy
in patients who
received prior
ICI therapy.”
SUMANTA K. PAL, MD, FASCO

increase (n = 2), decreased appetite (n = 2), alanine
transaminase increase (n = 3), and fatigue (n = 1). In
C5, grade 3/4 AEs were decreased appetite (n = 1),
alanine transaminase increase (n = 1), fatigue
(n = 2), amylase increase (n = 2), and stomatitis
(n = 1). There were no grade 5 treatment-related
AEs across the 3 cohorts.1
Cabozantinib is currently approved by the
FDA for the treatment of patients with advanced
renal cell carcinoma and also for use in combination with nivolumab (Opdivo) for first-line
treatment of patients with advanced renal
cell carcinoma. Atezolizumab is approved for
single-agent use for cisplatin-ineligible and
PD-L1–positive or platinum-ineligible locally
advanced or metastatic UC.
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Avelumab first-line
maintenance shows
OS benefit
BENJAMIN P. SAYLOR
Assistant Managing Editor, Urology Times ®

T

he use of avelumab (Bavencio) as first-line maintenance treatment was
associated with long-term overall survival (OS) benefit in patients with
advanced urothelial carcinoma (UC) who received avelumab with or
without second-line treatment, according to a study presented at the 2022
American Society of Clinical Oncology Annual Meeting in Chicago, Illinois.1
The JAVELIN Bladder 100 trial (NCT02603432) previously demonstrated
that avelumab first-line maintenance and best supportive care (BSC) significantly prolonged OS compared with BSC alone in patients with advanced UC
that had not progressed with first-line platinum-containing chemotherapy.2,3 For
the current study, investigators performed an exploratory analysis of outcomes in
patients in the avelumab-plus-BSC arm based on receipt of second-line treatment,
according to the study’s poster.
Patients in the trial had unresectable locally advanced or metastatic UC that
had not progressed with 4 to 6 cycles of first-line platinum-containing chemotherapy. Patients were randomly assigned 1:1 to receive avelumab maintenance
plus BSC or BSC alone after an interval of 4 to 10 weeks from the end of firstline chemotherapy. The study’s primary end point was OS.
“Exploratory analyses of OS and time from randomization to end of second-line treatment were performed
in the avelumab-plus-BSC arm in subgroups defined by
second-line treatment administered by investigators after
discontinuation of study treatment,” wrote the authors,
led by Joaquim Bellmunt, MD, PhD, associate professor of
BELLMUNT
medicine at Harvard Medical School and director of the
Bladder Cancer Program at Beth Israel Deaconess Medical
Center in Boston, Massachusetts.1
Median follow-up in the avelumab arm was 38.0 months at data cutoff.
Of the 350 patients randomly assigned to avelumab plus BSC, 43 (12.3%)
were still receiving avelumab first-line maintenance, with a median duration
of treatment of 35.6 months (range, 24.5-49.7); 185 (52.9%) had discontinued treatment with avelumab and moved on to second-line treatment, with a
median duration of avelumab treatment of 5.1 months (range, 0.5-44.6); and
122 (34.9%) had discontinued avelumab and did not receive second-line treatment, with a median duration of avelumab treatment of
5.0 months (range, 0.5-43.7).1
Median OS was not reached in the patients still receiving avelumab, 19.9
months (95% CI, 18.2-23.0) in patients discontinuing avelumab and moving
on to second-line treatment, and 18.2 months (95% CI, 10.0-34.4) in patients
discontinuing avelumab and not receiving second-line treatment.1
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THE EFFECTS OF
EXERCISE BEFORE AND
AFTER A PROSTATE
CANCER DIAGNOSIS
by Christine Ibilibor, MD, MSc
Assistant professor of urology at the University of Virginia in Charlottesville

P

rostate cancer remains a common malignancy among men, particularly those in
good health. The effects of global health
status and physical activity on prostate cancer
prevention and survival after diagnosis are
gaining increased attention as the prevalence
of obesity and sedentariness increase in our
population. Men with risk factors for prostate
cancer development and men newly diagnosed
with prostate cancer are increasingly interested
in how natural and noninvasive strategies such
as exercise can contribute to prostate cancer
prevention and survivorship.
This article serves as a summary of the literature published in the past 3 years, documenting
the impact of exercise and physical activity on
prostate cancer development and on cancerspecific, treatment-related, and patient-reported
outcomes. Additional studies outside this time
frame were reviewed to provide further context.

PHYSICAL ACTIVITY AND PREVENTION
The link between exercise and prostate cancer
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development has been investigated extensively;
however, a direct correlation has not been made,
given the multifactorial and complex nature of
prostate cancer carcinogenesis.1-3
For example, a study by Reiter-Brennan et
al noted no significant association between
cardiorespiratory fitness and the risk of developing advanced prostate cancer. Within their
large cohort of 22,827 men with no prior prostate cancer diagnosis undergoing prostate cancer
screening, those with higher fitness defined as at
least 12 metabolic equivalents (METs) calculated
on a single exercise test session were 29% more
likely to be screened for prostate cancer and ultimately diagnosed vs men with fewer than 6 METs
on baseline exercise testing. The study authors
noted that the higher incidence of prostate cancer
diagnosis observed among the group of men
with a higher activity level may only be partially
attributed to the higher rate of screening.4
Conversely, a systematic review reported that
although increased physical activity likely has a
protective effect on prostate cancer development,

there is a large amount of heterogeneity in the
studies investigating the impact of both leisure and
occupational exercise on prostate cancer incidence.1
There are a number of proposed mechanisms
for the potentially beneficial effects of exercise
on prostate cancer carcinogenesis, including reduction in oxidative stress, improvement
in the expression of anti-inflammatory markers, and activation of proapoptotic pathways.2
For example, a small, randomized, controlled
trial conducted by Schenk et al demonstrated
that a single 30-minute session of aerobic exercise was associated with increased expression
of the kynurenine pathway, a pathway known
to enhance the expression of anti-inflammatory markers such as transforming growth factor
β.5 Although many studies have documented
the complex interaction between the differing
mechanisms by which both occupational and
recreational exercise can contribute to reducing the risk of prostate cancer development,
none have reported a single mechanism that is
predominant compared with the others.2
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over a year period. This is only slightly below the
US Department of Health and Human Services
(HHS) physical activity recommendations of
150 minutes per week of moderate exercise,
highlighting the clinical relevance of this recommendation in prostate cancer survivorship.11
Interestingly, a recent study demonstrated
that the positive effects of vigorous exercise on
prostate cancer progression and cancer-specific
mortality are mediated through alterations in
DNA methylation profiles. In a study by Dai et
al, men with prostate cancer who reported vigorous exercise for at least 20 minutes weekly the
year prior to diagnosis experienced a 43% reduction in the risk of lethal metastatic progression
compared with men who reported less-frequent
vigorous activity prior to diagnosis. Moreover,
men with a history of weekly vigorous exercise
were found to have lower levels of methylation
in the CRACR2A gene, which encodes a calcium-binding protein thought to be involved in
prostate cancer progression.12

EXERCISE AND MORTALITY
Regular exercise has been associated with overall global health and longevity.6,7 One study
reported a dose-dependent association between
patient-reported activity level and number of
years lived with good health. Participants in
that study aged 50 to 75 years who reported at
least 60 MET hours per week of physical activity were demonstrated to live 6.3 years longer
in good health compared with those in this age
group who reported fewer than 7 MET hours
per week.7 Within this context, the effect of
regular exercise on all-cause and cancer-specific
mortality in prostate cancer has been reported
to be favorable.8,9
One study including 830 men with stage II to
IV prostate cancer demonstrated that men who
reported more than 119 MET hours per week
per year experienced a 42% reduction in the risk
of death from any cause compared with men who
reported less than or equal to 42 MET hours per
week per year.10 This is equivalent to approximately 137 minutes per week of moderate exercise
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A recent study
demonstrated that the
positive effects of vigorous
exercise on prostate
cancer progression and
cancer-specific mortality
are mediated through
alterations in DNA
methylation profiles.
EXERCISE AND PROSTATE
CANCER TREATMENT
Patients with prostate cancer receiving androgen deprivation therapy (ADT) often experience
loss in lean muscle and bone mass as well as an
increase in fat mass.13 Physical exercise has been
reported to offset the effects of ADT on lean
muscle by promoting and preserving physical
functioning. In addition, aerobic exercise while
on ADT has been shown to enhance patientreported quality of life.14 A study by Reale et
al showed that implementing a 12-week aerobic and resistance training program involving
twice-weekly supervised exercise sessions for
men on ADT is feasible with high adherence
and improved patient-reported quality of life.15

Similarly, a secondary analysis of 2 randomized
controlled trials by Schumacher et al showed
that men receiving radiation and ADT who
engaged in supervised aerobic exercise and resistance training 2 to 3 times weekly scored higher
on physical functioning measures such as leg and
arm 1-repetition maximums.16
Physical exercise has also been associated
with improved patient-reported functional and
prostate cancer–specific well-being in men
undergoing radical prostatectomy.17 Ashton et al
demonstrated that a 6-month resistance-exercise
training program consisting of 3-times-weekly
sessions was associated with patient-reported
Functional Assessment of Cancer Therapy—
Prostate, or FACT-P, questionnaire scores
that were 5 points higher in the exercise group
compared with usual care at 3 months and
4.2 points higher at 6 months.17 Similarly, men
receiving radiation therapy have been shown to
benefit from physical exercise.16,18 Physical exercise has been documented in preclinical studies
to enhance the therapeutic effect of radiation
by promoting perfusion and reducing hypoxia
in the tumor microenvironment.18 Moreover,
a randomized controlled trial by Piraux et al
reported attenuated treatment-related fatigue in
men undergoing radiotherapy for prostate cancer
and participating in high-intensity interval training 3 times weekly compared with usual care.19
Although prostate cancer management primarily involves the use of pharmaceutical agents,
radiation modalities, and invasive surgery, physical
exercise can serve as an important physical function–preserving, treatment-enhancing adjunct.
Although the effect of exercise on prostate cancer
development is unclear, the biochemical and physiologic benefits of physical exercise after prostate
cancer diagnosis can contribute to long-term
patient survival, treatment-related outcomes,
and quality-of-life metrics. Currently, there are
no standardized recommendations for physical activity in national prostate cancer guidelines;
however, those put forth by the HHS can serve as
an important guideline for clinical practice given
their prior clinical utility.
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When assessing patients with suspected prostate cancer
metastasis who are candidates for initial definitive
therapy or suspected recurrence based on elevated PSA,

PYLARIFY ® REVEALS

THE CLEARER PICTURE.1-9

Not actual patients.
F=radioisotope
fluorine-18;
NCCN=National Comprehensive Cancer Network;
PET=positron emission
tomography;
PSA=prostate-specific
antigen;
PSMA=prostate-specific
membrane antigen.
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This combination brings superior diagnostic performance in assessing
patients with suspected metastasis for initial definitive therapy* or
suspected recurrence based on elevated PSA, † allowing you to better assess your patients’ disease status. 1,3,4,8

Piﬂufolastat F 18 Injection (PYLARIFY®)

NCCN Category 2A‡
RECOMMENDED13

SEE THE CLEARER PICTURE
VISIT PYLARIFY.COM

*Compared to standard anatomic images. 11
†
In the setting of negative or equivocal standard imaging. 12

Referenced with permission from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Prostate Cancer V.3.2022. © National Comprehensive Cancer Network, Inc.
2022. All rights reserved. Accessed March 10, 2022. To view the most recent and complete version of the guideline, go online to NCCN.org. NCCN makes no warranties of any kind
whatsoever regarding their content, use or application and disclaims any responsibility for their application or use in any way.
‡

Category 2A recommendations are made when based upon lower-level evidence there is uniform NCCN consensus that intervention is appropriate.

INDICATION
PYLARIFY® (piflufolastat F 18) Injection is a radioactive diagnostic agent
indicated for positron emission tomography (PET) of prostate-specific
membrane antigen (PSMA) positive lesions in men with prostate cancer:
• with suspected metastasis who are candidates for initial definitive
therapy.
• with suspected recurrence based on elevated serum prostate-specific
antigen (PSA) level.

IMPORTANT SAFETY INFORMATION

Contraindications
None.

Hypersensitivity Reactions
Monitor patients for hypersensitivity reactions, particularly patients with
a history of allergy to other drugs and foods. Reactions may be delayed.
Always have trained staff and resuscitation equipment available.
Radiation Risks
Diagnostic radiopharmaceuticals, including PYLARIFY, expose patients
to radiation. Radiation exposure is associated with a dose-dependent
increased risk of cancer. Ensure safe handling and preparation
procedures to protect patients and health care workers from
unintentional radiation exposure. Advise patients to hydrate before
and after administration and to void frequently after administration.

Adverse Reactions

Warnings and Precautions
Risk of Image Misinterpretation
Imaging interpretation errors can occur with PYLARIFY imaging. A
negative image does not rule out the presence of prostate cancer and a
positive image does not confirm the presence of prostate cancer. The
performance of PYLARIFY for imaging of patients with biochemical
evidence of recurrence of prostate cancer seems to be affected by serum
PSA levels. The performance of PYLARIFY for imaging of metastatic pelvic
lymph nodes prior to initial definitive therapy seems to be affected by risk
factors such as Gleason score and tumor stage. PYLARIFY uptake is not
specific for prostate cancer and may occur with other types of cancer as
well as non-malignant processes and in normal tissues. Clinical
correlation, which may include histopathological evaluation of the
suspected prostate cancer site, is recommended.

The most frequently reported adverse reactions were headaches,
dysgeusia and fatigue, occurring at rate of ≤2% during clinical studies
with PYLARIFY. In addition, a delayed hypersensitivity reaction was
reported in one patient (0.2%) with a history of allergic reactions.

Drug Interactions

Androgen deprivation therapy (ADT) and other therapies targeting the
androgen pathway, such as androgen receptor antagonists, may result
in changes in uptake of PYLARIFY in prostate cancer. The effect of these
therapies on performance of PYLARIFY PET has not been established.
To report suspected adverse reactions for PYLARIFY, call 1-800-362-2668
or contact FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.
Please see Brief Summary of Full Prescribing Information on the
following page(s).
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The safety of PYLARIFY was evaluated in 593 patients, each receiving
one dose of PYLARIFY. The average injected activity was 340 ± 26
MBq (9.2 ± 0.7 mCi).
FOR INTRAVENOUS USE
BRIEF SUMMARY
Please see Full Prescribing Information available at www.lantheus.com/
assets/PYLARIFY-Prescibing-Information.pdf for complete information.
INDICATION AND USAGE
PYLARIFY® (piflufolastat F 18) injection is a radioactive diagnostic
agent indicated for positron emission tomography (PET) of prostatespecific membrane antigen (PSMA) positive lesions in men with
prostate cancer:
• with suspected metastasis who are candidates for initial
definitive therapy.
• with suspected recurrence based on elevated serum prostatespecific antigen (PSA) level.
CONTRAINDICATIONS
None
WARNINGS AND PRECAUTIONS
Risk of Image Misinterpretation
Imaging interpretation errors can occur with PYLARIFY imaging. A
negative image does not rule out the presence of prostate cancer
and a positive image does not confirm the presence of prostate
cancer. The performance of PYLARIFY for imaging of patients with
biochemical evidence of recurrence of prostate cancer seems to
be affected by serum PSA levels. The performance of PYLARIFY for
imaging of metastatic pelvic lymph nodes prior to initial definitive
therapy seems to be affected by risk factors such as Gleason score
and tumor stage. PYLARIFY uptake is not specific for prostate cancer
and may occur with other types of cancer as well as non-malignant
processes and in normal tissues. Clinical correlation, which may
include histopathological evaluation of the suspected prostate
cancer site, is recommended.
Hypersensitivity Reactions
Monitor patients for hypersensitivity reactions, particularly patients
with a history of allergy to other drugs and foods. Reactions may
not be immediate. Always have trained staff and resuscitation
equipment available.
Radiation Risks
Diagnostic radiopharmaceuticals, including PYLARIFY, expose
patients to radiation [see Dosage and Administration]. Radiation
exposure is associated with a dose-dependent increased risk of
cancer. Ensure safe handling and preparation procedures to protect
patients and health care workers from unintentional radiation
exposure. Advise patients to hydrate before and after administration
and to void frequently after administration [see Dosage and
Administration] .

The adverse reactions reported in >0.5% of patients within the
studies are shown in Table 2. In addition, a hypersensitivity reaction
was reported in one patient (0.2%) with a history of allergic reaction.
Table 2. Adverse Reactions with a Frequency >0.5% in Patients Who
Received PYLARIFY (n = 593)
Adverse Reaction
Headache

13 (2%)

Dysgeusia

10 (2%)

Fatigue

7 (1%)

DRUG INTERACTIONS
Androgen deprivation therapy (ADT) and other therapies targeting
the androgen pathway, such as androgen receptor antagonists,
may result in changes in uptake of PYLARIFY in prostate cancer. The
effect of these therapies on performance of PYLARIFY PET has not
been established.
OVERDOSAGE
In the event of an overdose of PYLARIFY, reduce the radiation
absorbed dose to the patient where possible by increasing the
elimination of the drug from the body using hydration and frequent
bladder voiding. A diuretic might also be considered. If possible, an
estimate of the radiation effective dose administered to the patient
should be made.
PATIENT COUNSELING INFORMATION
Adequate Hydration
Instruct patients to drink a sufficient amount of water to ensure
adequate hydration before their PET study and urge them to drink
and urinate as often as possible during the first hours following the
administration of PYLARIFY, in order to reduce radiation exposure
[see Dosage and Administration and Warnings and Precautions].
Manufactured for:
Progenics Pharmaceuticals, Inc.
331 Treble Cove Road
Billerica, MA 01862
PYLARIFY® is a trademark of Progenics Pharmaceuticals, Inc, a
Lantheus company.
Patent: www.lantheus.com/patents/index.html
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ADVERSE REACTIONS
Clinical Trials 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.

UT0822_014-015_Plarify-Latheus.indd 15

n (%)

>

FIGHT

>

FOLLOW™

For ordering, tel. toll free: 800-299-3431
All Other Business: 800-362-2668
(For Massachusetts and International, call 978-667-9531)
PM-US-PY-0078

8/4/22 11:34 AM

FROM THE PAGES OF:

Study: Payer-specific factors drive
regional health care spending
TODD SHRYOCK
Shryock is a managing editor
for Medical Economics ®.

R

esearchers at Yale, Stanford, and
Dartmouth conducted a nationwide smallarea analysis of spending by Medicare,
Medicaid, and private insurers, looking to see
whether there are certain regions that have low
spending from all 3 or whether other factors
drive spending. Medicare, Medicaid, and private
insurers covered 14.2%, 19.8%, and 49.6% of the
country’s population in 2019, respectively.1
The study analyzed spending data for more
than 100 million individuals and shows that
although health spending per payer varies significantly across regions, there are almost no regions
that have simultaneously low spending by
Medicare, Medicaid, and private insurers or that
have universally high spending across all 3 payers.
The investigators said that distinct factors

appear to be driving the regional variations across
each payer segment. This is significant because
in the past, policymakers have identified efficient health systems by regions based solely on
Medicare. The data in the study show that policymakers cannot understand regional performance
without looking at all 3 payer segments.
What a region spent on the privately insured
had a low correlation (21%) with what was spent
in the region on Medicaid recipients and a
2% correlation with what was spent on Medicare
recipients, the investigators found. There was
also only a 16% correlation between what a
region spent on the Medicaid program and what
was spent on the Medicare program.
Investigators say this illustrates that the US
has the equivalent of 3 different health systems,
and to increase efficiency, payer-specific policies
will need to be developed.
According to the study, Medicaid and privately
insured populations exhibited more variation in

spending across regions than the Medicare population. Prices for care paid for by private insurers
and Medicaid are generally market-driven and
vary substantially across regions, whereas the
federally administered Medicare program relies
on regulated payments to health care providers.
The variations in spending by each segment are
specific to each main payer. For private insurance, regions with high prices tend to have high
spending. For Medicare, regions with higher
spending have more specialist physicians per
capita. For Medicaid, regions with higher spending have more hospital beds and births per
capita, according to the investigators.

•
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CLINICAL UPDATES

Overactive Bladder/Incontinence

Knowledge gap in OAB awareness
among long-term care providers is seen
Just 14% of patients with urinary incontinence were being treated with medication
JASON M. BRODERICK
Associate Editorial Director, Urology Times®

A

recent survey of directors of nursing
(DONs) in US long-term care facilities showed a tremendous knowledge
gap among long-term care providers regarding overactive bladder (OAB)–related urinary
incontinence.1,2
The survey, which was funded by Urovant
Sciences and published in the Journal of
Gerontological Nursing, underscored how this
knowledge gap is negatively affecting patient
care. For example, despite more than 60% of
patients at these facilities having urinary incontinence, only 14% were being treated with
medication to alleviate the symptoms.
“The survey emphasizes the need for
improved OAB awareness and education in the
long-term care provider community. A significant unmet need remains among long-term
care residents with incontinence related to
OAB,” Sef Kurstjens, MD, PhD, executive vice
president and chief medical officer of Urovant
Sciences, stated in a news release.1
The research comprised a 70-question quantitative online survey administered between

February 27, 2020, and May 11, 2020. Overall,
71 DONs submitted fully completed surveys.
All the DONs had worked for at least 1 year at
a skilled nursing facility with 100 beds or more,
at least 80% of which were long-term care beds.
Across these facilities, 62% of residents had
urinary incontinence, and 40% of these individuals were always incontinent. The data also
showed that more than one-third (36%) of these
residents experienced falls while trying to reach
the bathroom.
Few (14%) of the residents with urinary
incontinence were being treated with medication. Most of the patients had to cope with their
symptoms with the assistance of adult incontinence products.
The survey also showed that even if the use of
incontinence medications was increased, awareness and education gaps would still need to be
filled regarding the adverse effects and appropriate patients for the treatments. For example,
75% of DONs did not know about research
indicating a potential association between
anticholinergic therapy and increased risk of
cognitive adverse effects, despite anticholinergics being the medication used most often for
residents with incontinence.

“Our survey suggests that long-term care
residents with mobility issues, especially those
requiring staff help for toileting, may benefit from safe and efficacious medication to
control urgency, allowing more time to access
the toilet,” said lead study author Richard G.
Stefanacci, DO, MGH, MBA, AGSF, CMD,
adjunct assistant professor of population health
at Jefferson College of Population Health at
Thomas Jefferson University in Philadelphia,
Pennsylvania.1 “For these patients, drug therapy
that does not add to anticholinergic burden may
be most appropriate.”

•

REFERENCES
1. The impact of urinary incontinence related to overactive bladder on long-term care residents and facilities
in the U.S. highlighted in new survey. News release.
Urovant Sciences. July 13, 2022. Accessed July 19,
2022. https://bwnews.pr/3PlUAN8
2. Stefanacci RG, Yeaw J, Shah D, Newman DK,
Kincaid A, Mudd PN Jr. Impact of urinary incontinence related to overactive bladder on long-term
care residents and facilities: a perspective from directors of nursing. J Gerontol Nurs. 2022;48(7):38-46.
doi:10.3928/00989134-20220606-06

“Our survey suggests that long-term care residents
with mobility issues, especially those requiring
staff help for toileting, may benefit from safe and
efficacious medication to control urgency, allowing
more time to access the toilet.”
RICHARD G. STEFANACCI, DO, MGH, MBA, AGSF, CMD
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Overactive Bladder/Incontinence

QUESTION & ANSWER

Multicenter trial to evaluate
single-incision slings

I

n this interview, Catherine Ann Matthews, MD, FACS,
FACOG, discusses the resurgence of single-incision slings
and outlines a clinical trial of slings that she is currently
leading. She was interviewed by Gopal H. Badlani, MD, co–
editor in chief of Urology Times ® and professor and vice chair
of urology at Wake Forest University.

Q. The midurethral sling revolutionized the manageCATHERINE ANN
MATTHEWS, MD,
FACS, FACOG
Matthews is the
division head and
fellowship director of
urogynecology at Wake
Forest Baptist Health in
Winston-Salem, North
Carolina.

ment of stress incontinence. Did you adopt it early in
your practice?
MATTHEWS: Interestingly, I did not. I was very skeptical about the blind introduction of mesh into the pelvis, so
I was not an early adopter. It was only after the randomized trial that Paul Hilton[, MD, BS, MRCOG], conducted
in the [United Kingdom that compared] slings [with] Burch
procedures—which demonstrated equivalence and even
superiority in intraoperative outcomes—that I felt confident
and comfortable to introduce them into my practice.

Q. Then the single-incision sling came along, but its
initial iteration sort of faded away. Why is it seeing a
resurgence?
MATTHEWS: I appreciate people’s desire to continue
to innovate and improve on what currently exists. I think
people recognized that passing the sling all the way through
the muscles of the inner thigh was maybe associated with
more pain than was necessary. Most unfortunately, the
very fi rst iteration of a single-incision sling had this terrible design, where it was attached behind the symphysis.
The TVT-Secur was a tragic operation that put minislings
behind in terms of innovation adoption. A lot of the subsequent meta-analyses of single-incision slings continued
to incorporate the TVT-Secur data, despite the improvement in the outcomes people were seeing with the MiniArc,
because that was the next minisling that was introduced.
People quickly recognized the TVT-Secur device was a
bad design. Then when people started adopting the bullet
technique of anchoring things into the obturator internus
muscle, we started seeing fewer complications and better
outcomes—certainly outcomes that seemingly were in line
with the full-length TOT [transobturator tape] slings.

Q. How does the single-incision sling work in terms of
correcting stress incontinence?

MATTHEWS: It works the same way as the full-length
TOT sling. We have seen, with ultrasound, the ability of
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these slings to effectively kink the urethra, so they all rely
on mobility of the urethra. The same mechanism is holding
true that you’ve got this seatbelt, bandlike substance that
the urethra is physically compressed against, with increased
intra-abdominal pressure. Because the anchors in the obturator internus muscle are providing stability of that seatbelt
support, the urethra is effectively compressed against it
during episodes of increased intraabdominal pressure.

Q. Please discuss the multicenter trial of singleincision slings that you are leading.

MATTHEWS: The trial you’re referring to is called the
ALTIS [522] study [NCT02348112]. It is a randomized
trial of women who are undergoing native tissue vaginal
repair for multicompartment prolapse repair. Our question
was: Is it noninferior to use a single-incision sling in
this patient population for both symptomatic and occult
stress incontinence with reduction of prolapse? We thought
[that] in these patients who are not primarily coming
for treatment of just stress incontinence but are coming
primarily for the management of prolapse, we needed to see
whether a single-incision sling was equivalent to a retropubic sling. We all know single-incision slings have fewer
intraoperative complications, potentially, than a retropubic sling. So in this population that wasn’t coming primarily
for stress incontinence, we thought it was a good population
to determine [whether] there was equipoise with the lowerrisk device.
We’re at 80% recruitment, so we’re almost fi nished
with enrollment. We haven’t yet published the results.
In this study, we’re using [an adjustable] sling from
Coloplast [Altis], which gives us the opportunity intraoperatively to adjust the tension of the sling. Of course,
the other single-incision sling available is the nonadjustable Solyx sling, and we’re doing another randomized
trial of that sling in patients undergoing sacrocolpopexy.
[Hopefully I] will have more information about the results
[soon], but I will tell you that on preliminary analysis, we
haven’t seen significantly different results in 1 group vs the
other. I suspect our fi ndings on this prolapse cohort will
likely be very similar to the randomized trial that was just
published in the New England Journal of Medicine comparing single-incision slings to retropubic slings from the UK.1
I suspect we’ll fi nd that they’re noninferior in this population, as well.
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Overactive Bladder/Incontinence

Q. How long do you think it should be

Q. The technique for placing the single-in-

before we call single-incision slings the
standard of care?
MATTHEWS: That’s a very fair question. To be
completely honest, if we have 5 years of outcomes
data that demonstrate no significant decline in
efficacy, then one would assume we’re not going
to see radically different results at 10, 15, and 20
years—very similar to the initial collection of the
retropubic data. In my practice, I’d be willing to
substitute a singleincision sling for the gold-standard retropubic if there are equivalent outcomes at 5 years
post procedure. I think it’s interesting that the
single-incision sling trial in the UK found that
there was equipoise between the 2 slings at
3 years, and we saw greater satisfaction for the
single-incision sling group. It’s interesting that for
a long time, we’ve held on to the potentially more
dangerous retropubic sling with the belief there
was some superiority, particularly in women with
lower-pressure urethras. But I think the technology for single-incision slings has advanced, and
we are now at [a] place where you probably will be
able to substitute one for the other.

cision sling is slightly different than the
retropubic. How is the learning curve?
What do you teach differently about these?
MATTHEWS: That is [a] fundamental and
supremely important point to be made. These
slings are far more nuanced than the retropubic sling. The retropubic sling is designed to
be tension-free in pretty much every patient,
and your risk in that sling was that you might
just put it in too tight. In the single-incision
slings, the adjustable sling from Coloplast is
technically a lot easier for surgeons to learn.
Still, that sling needs to be “kissing,” right up
against the urethra. The Solyx sling is more
nuanced and more challenging to initially
learn. However, I feel like the mesh material
is perhaps lower risk for exposure, but there’s
no question that there are more nuances in the
hand motions. It is very reproducible once you
learn those hand motions, but I would caution
anyone, even someone who’s very well trained,
to spend time on a cadaver and pelvic model
to really learn the nuanced hand motions and
recognize these slings all are placed tighter
than retropubic and transobturator slings.
They really are abutting the urethra. One
needs to be able to clearly pass a clamp behind
the sling and not have the sling be bending or
in any way getting smaller where it lays across
the urethra. Just like a seatbelt sits on you,
it’s touching your body, it’s giving you some
contact—that’s the way the single-incision
slings need to be placed.

Q. Between a single-incision and retropubic slings, do you think there will still be a
place for TOT?
MATTHEWS: I think TOT is done. It seems
like there is no further reason to pass a sling all
the way through the muscles of the inner thigh.
It seemed to be that was the cause of pain, and
if you stop at the obturator internus membrane
and muscle, it seems [that] most of that pain is
avoided. It’s not 0, and it’s important to note
that was the 1 thing that was increased in that
randomized trial published in the New England
Journal of Medicine. We haven’t eradicated pain.
For populations, [such as] horse riders and
cyclists—people [who] are doing lots of sports
activities, where the muscles of the inner thigh
may be involved—I still would prefer to use
a retropubic sling. This is where becoming
nuanced in your approach to stress incontinence
as opposed to “1-sling-fits-all” is appropriate.
For all those patients with voiding dysfunction,
Valsalva voiding, and people with prior abdominal surgeries—these are people [in whom] one
wants to avoid the retropubic space. In those
populations, for sure, single-incision slings
would be a preferred alternative.
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Q. Speaking of mesh, how do you explain
the divergence in opinion based on its use?
It’s good for the sling, robotic, and laparoscopic placement, but it’s considered bad
when placed vaginally.
MATTHEWS: That’s a good question. I
believe that with polypropylene mesh, the
amount of mesh, the way it’s anchored, and
how it is put in makes a big difference in
outcomes. I make this analogy to patients:
Sugar makes you fat. Well, there is truth to
that statement, but a small amount of sugar
[that is] taken in the right way doesn’t make
you fat. [However], a lot of sugar used indiscriminately can have bad consequences. It’s
very similar with pelvic mesh. If we look at the
load, the amount of mesh used in the sling is

relatively small compared [with] the amount
of mesh used, for example, in a multicompartment vaginal prolapse repair, like Prolift.
How one anchors it also makes a big difference. If mesh is anchored in multiple different
places and there’s tension on that mesh, it
doesn’t behave very well. There are 2 points of
fixation with a single-incision sling, [and] there
are no points of actual suturing or fixation
with a retropubic sling, [which] then causes a
difference in behavior.
Finally, there is how we put it in. Slings are
placed through a 1-cm incision. There is no
vaginal mesh for prolapse repair that can be
put in through a 1-cm incision. Of course,
with mesh we put in with sacrocolpopexy,
there should be no vaginal incisions; it’s all
done from the inside. I think not making vaginal incisions very much affects the subsequent
behavior of the mesh on the other side.

Q. Where do you see the ideal case for
single incision vs retropubic in the future?

MATTHEWS: Retropubic slings are going to
be a better alternative for patients with a more
fixed urethra, a low-pressure urethra, where
you need some good interaction between the
sling and the anterior abdominal wall. Singleincision slings are great alternatives for women
with hypermobile urethras and are preferred
in those with preexisting voiding dysfunction
or lower-pressure bladders. If they’re doing
any Valsalva-assisted voiding, we know the
retropubic slings will engage with the anterior
abdominal wall when they’re Valsalva voiding,
and they’re going to cause obstruction. I’ve not
observed that same phenomenon when [placing] a single-incision sling. I also would prefer
to use a single-incision sling in a patient with
a higher risk of bleeding—I don’t see any place
in the future for going into the retropubic
space and causing an increased risk of bleeding. And certainly, [for] people with a history
of bowel surgery, there’s absolutely no reason
to forgo a single-incision sling.

•
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ERLEADA® (apalutamide) is an androgen receptor inhibitor indicated for the treatment of patients with mCSPC or nmCRPC.1

HE NEVER THOUGHT HEʼD SEE THE DAY.
HELP HIM BE THERE ™.

Some of his best moments may not have happened yet.
ERLEADA® may help him be there to experience them.1
Start early with ERLEADA®
to help him live longer.1

Visit erleadahcp.com

INDICATIONS
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
Cerebrovascular and Ischemic Cardiovascular
Events — In a randomized study (SPARTAN) of
patients with nmCRPC, ischemic cardiovascular
events occurred in 3.7% of patients treated with
ERLEADA® and 2% of patients treated with placebo. In
a randomized study (TITAN) in patients with mCSPC,
ischemic cardiovascular events occurred in 4.4% of
patients treated with ERLEADA® and 1.5% of patients
treated with placebo. Across the SPARTAN and TITAN
studies, 4 patients (0.3%) treated with ERLEADA® and
2 patients (0.2%) treated with placebo died from an
ischemic cardiovascular event. Patients with history
of unstable angina, myocardial infarction, congestive
heart failure, stroke, or transient ischemic attack
within 6 months of randomization were excluded from
the SPARTAN and TITAN studies.
In the SPARTAN study, cerebrovascular events
occurred in 2.5% of patients treated with ERLEADA®
and 1% of patients treated with placebo. In the TITAN
study, cerebrovascular events occurred in 1.9% of
patients treated with ERLEADA® and 2.1% of patients
treated with placebo. Across the SPARTAN and TITAN
studies, 3 patients (0.2%) treated with ERLEADA® , and

2 patients (0.2%) treated with placebo died from
a cerebrovascular event.
Cerebrovascular and ischemic cardiovascular
events, including events leading to death, occurred
in patients receiving ERLEADA®. Monitor for signs
and symptoms of ischemic heart disease and
cerebrovascular disorders. 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 two 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 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 efficacy of
ERLEADA® have not been established in females.
Based on findings from animals and 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 effective contraception during
treatment and for 3 months after the last dose of
ERLEADA® [see Use in Specific Populations (8.1, 8.3)].
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
flush, 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% (1.8%),
placebo 21% (1.6%)
• Chemistry — In the TITAN study:
hypertriglyceridemia ERLEADA® 17% (2.5%),
placebo 12% (2.3%). In the SPARTAN study:
hypercholesterolemia ERLEADA® 76% (0.1%),
placebo 46% (0%); hyperglycemia ERLEADA® 70%

Please see Brief Summary of full Prescribing Information for ERLEADA® on subsequent pages.
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TITAN dual primary endpoint, final analysis

ERLEADA® +ADT demonstrated
SUPERIOR OS in men with
mCSPC vs ADT alone 1-3

35

%

REDUCTION IN THE
RISK OF DEATH IN
MEN WITH mCSPC*

HR=0.65; 95% CI: 0.53, 0.79

- Median OS was not reached in the
ERLEADA® + ADT arm compared
with 52.2 months in the ADT arm.
Median follow-up time was
44.0 months1,2
- TITAN primary analysis results:
Median OS: NE vs NE; HR=0.67;
95% CI: 0.51, 0.89; P=0.0053.
Median follow-up time was 22.7
months1,2

Visit erleadahcp.com for more information about

STARTING EARLY WITH ERLEADA®
TO HELP HIM LIVE LONGER.1

(2%), placebo 59% (1.0%); hypertriglyceridemia
ERLEADA® 67% (1.6%), placebo 49% (0.8%);
hyperkalemia ERLEADA® 32% (1.9%),
placebo 22% (0.5%)
Rash — In 2 randomized studies (SPARTAN
and TITAN), rash was most commonly described as
macular or maculopapular. Adverse reactions of rash
were 26% with ERLEADA® vs 8% with placebo. Grade
3 rashes (defined 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
(SPARTAN and TITAN), hypothyroidism was reported
for 8% of patients treated with ERLEADA® and 1.5% 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, when
clinically indicated, should be initiated or
dose-adjusted.
DRUG INTERACTIONS
Effect 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)].
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.

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.
cp-50507v5
*Study Design: TITAN was a phase 3, multicenter,
randomized, double-blind, placebo-controlled trial of
patients with mCSPC (N=1052). Patients had newly
diagnosed mCSPC or relapsed metastatic disease
after an initial diagnosis of localized disease. 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 or placebo orally once daily. All patients in
the TITAN trial received a concomitant GnRH analog
or had a prior bilateral orchiectomy. The dual primary
endpoints were overall survival and rPFS.1,4
ADT, androgen deprivation therapy; CI, confidence interval; GnRH,
gonadotropin-releasing hormone; HR, hazard ratio;
mCSPC, metastatic castration-sensitive prostate cancer; NE, not
estimable; nmCRPC, non-metastatic castration-resistant prostate cancer;
OS, overall survival; rPFS, radiographic progression-free survival; TITAN,
Targeted Investigational Treatment Analysis of Novel Anti-androgen.

References: 1. ERLEADA® [Prescribing Information]. Horsham, PA: Janssen Biotech, Inc. 2. Chi KN, Chowdhury S, Bjartell A, et al. Apalutamide in patients with
metastatic castration-sensitive prostate cancer: final survival analysis of the randomized, double-blind, phase III TITAN study. J Clin Oncol. 2021;39(20):22942303. 3. A study of apalutamide (JNJ-56021927, ARN-509) plus androgen deprivation therapy (ADT) versus ADT in participants with mCSPC (TITAN).
ClinicalTrials.gov identifier: NCT02489318. Updated March 28, 2022. Accessed March 29, 2022. https://clinicaltrials.gov/ct2/show/NCT02489318
term=apalutamide&cond=prostate+cancer&draw=4&rank=22 4. Chi KN, Agarwal N, Bjartell A, et al. Apalutamide for metastatic, castration-sensitive
prostate cancer. Protocol. N Engl J Med. 2019;381(1):13-24. Accessed March 15, 2022. https://www.nejm.org/doi/suppl/10.1056/NEJMoa1903307/suppl_file/
nejmoa1903307_protocol.pdf
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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
Cerebrovascular and Ischemic Cardiovascular Events
Cerebrovascular and ischemic cardiovascular events, including events leading to death, occurred
in patients receiving ERLEADA. Monitor for signs and symptoms of ischemic heart disease
and cerebrovascular disorders. 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 3.7% of patients treated with ERLEADA and 2% of patients treated with placebo. In a
randomized study (TITAN) in patients with mCSPC, ischemic cardiovascular events occurred in
4.4% of patients treated with ERLEADA and 1.5% of patients treated with placebo. Across the
SPARTAN and TITAN studies, 4 patients (0.3%) treated with ERLEADA, and 2 patients (0.2%)
treated with placebo died from an ischemic cardiovascular event.
In the SPARTAN study, cerebrovascular events occurred in 2.5% of patients treated with
ERLEADA and 1% of patients treated with placebo [see Adverse Reactions]. In the TITAN study,
cerebrovascular events occurred in 1.9% of patients treated with ERLEADA and 2.1% of patients
treated with placebo. Across the SPARTAN and TITAN studies, 3 patients (0.2%) treated with
ERLEADA, and 2 patients (0.2%) treated with placebo died from a cerebrovascular event.
Patients with history of unstable angina, myocardial infarction, congestive heart failure, stroke, or
transient ischemic attack 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 2.7% of patients treated with ERLEADA and in 0.8%
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 1.5%. 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 findings
from animals and its mechanism of action, ERLEADA can cause fetal harm and loss of pregnancy
when administered to a pregnant female. In an animal reproduction study, oral administration
of apalutamide to pregnant rats during and after organogenesis resulted in fetal abnormalities
and embryo-fetal lethality at maternal exposures ≥ 2 times the human clinical exposure (AUC)
at the recommended dose. 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 and Clinical Pharmacology (12.1) in Full Prescribing Information].
ADVERSE REACTIONS
The following are discussed in more detail in other sections of the labeling:
• Cerebrovascular and 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 ERLEADAtreated 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.
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Ten patients (1.9%) 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 (2.3%). 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)
ERLEADA
N=524
System/Organ Class
All Grades
Grade 3-4
Adverse reaction
%
%
Musculoskeletal and connective tissue disorders
17
0.4
Arthralgiaa
Skin and subcutaneous tissue disorders
28
6
Rashb
Pruritus
11
0.2
Vascular disorders
Hot flush
23
0
Hypertension
18
8

All Grades
%

Placebo
N=527

Grade 3-4
%

15

0.9

9
4.6

0.6
0.2

16
16

0
9

Per the Common Terminology Criteria for Adverse Reactions (CTCAE), the highest severity for
these events is Grade 3
b 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
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 (3.1% versus 1.9% on placebo),
dysgeusia (3.2% versus 0.6% on placebo), and hypothyroidism (3.6% versus 0.6% on placebo).
a

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)
ERLEADA
N=524

Laboratory Abnormality
Hematology
White blood cell decreased
Chemistry
Hypertriglyceridemiaa

Placebo
N=527

All Grades
%

Grade 3-4
%

All Grades
%

Grade 3-4
%

27

0.4

19

0.6

17

2.5

12

2.3

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 33 months
(range: 0.1 to 75 months) in patients who received ERLEADA and 11 months (range: 0.1 to 37 months)
in patients who received placebo.
Twenty-four patients (3%) who were treated with ERLEADA died from adverse reactions. The reasons
for death with ≥ 2 patients included infection (n=7), myocardial infarction (n=3), cerebrovascular
event (n=2), and unknown reason (n=3). ERLEADA was discontinued due to adverse reactions in
11% of patients, most commonly from rash (3.2%). 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 (3.4%) in the ERLEADA arm and urinary retention (3.8%) 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)
a

ERLEADA
N=803
System/Organ Class
All Grades
Grade 3-4
Adverse reaction
%
%
General disorders and administration site conditions
a,b
39
1.4
Fatigue
Musculoskeletal and connective tissue disorders
16
0
Arthralgiab
Skin and subcutaneous tissue disorders
c
25
5.2
Rash
Metabolism and nutrition disorders
12
0.1
Decreased appetited
11
0
Peripheral edemae
Injury, poisoning and procedural complications
Fallb
16
1.7
Fracturef
12
2.7
Investigations
b
Weight decreased
16
1.1
Vascular disorders
Hypertension
25
14
Hot flush
14
0
Gastrointestinal disorders
Diarrhea
20
1.1
Nausea
18
0

a
b
c

d

All Grades
%

Placebo
N=398

Grade 3-4
%

28

0.3

8

0

6

0.3

9
9

0
0

9
7

0.8
0.8

6

0.3

20
9

12
0

15
16

0.5
0

Includes fatigue and asthenia
Per the Common Terminology Criteria for Adverse Reactions (CTCAE), the highest severity for
these events is Grade 3
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
Includes appetite disorder, decreased appetite, early satiety, and hypophagia
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Includes peripheral edema, generalized edema, edema, edema genital, penile edema, peripheral
swelling, scrotal edema, lymphedema, swelling, and localized edema
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

Additional clinically significant adverse reactions occurring in 2% or more of patients treated
with ERLEADA included hypothyroidism (8% versus 2% on placebo), pruritus (6% versus 1.5% 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
Hematology
Anemia
Leukopenia
Lymphopenia
Chemistry
Hypercholesterolemiaa
Hyperglycemiaa
Hypertriglyceridemiaa
Hyperkalemia
a

Does not reflect fasting values

ERLEADA
N=803
All Grades
Grade 3-4
%
%

All Grades
%

Placebo
N=398

Grade 3-4
%

70
47
41

0.4
0.3
1.8

64
29
21

0.5
0
1.6

76
70
67
32

0.1
2
1.6
1.9

46
59
49
22

0
1.0
0.8
0.5

Rash
In the combined data of two randomized, placebo-controlled clinical studies, SPARTAN and TITAN,
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, SPARTAN and TITAN,
hypothyroidism was reported for 8% of patients treated with ERLEADA and 1.5% 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 4.9% of patients treated with ERLEADA.
Thyroid replacement therapy, when clinically indicated, should be initiated or dose-adjusted [see
Drug Interactions].
Post-Marketing Experience
The following additional adverse reactions have been identified during post-approval use of ERLEADA.
Because these reactions are reported voluntarily from a population of uncertain size, it is not always
possible to reliably estimate the frequency or establish a causal relationship to drug exposure.
Respiratory, Thoracic and Mediastinal Disorders: interstitial lung disease
Skin and Subcutaneous Tissue Disorders: Stevens-Johnson syndrome/toxic epidermal necrolysis
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 coadministered 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].
USE IN SPECIFIC POPULATIONS
Pregnancy
Risk Summary
The safety and efficacy of ERLEADA have not been established in females. Based on findings from
animals and 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].
There are no available data on ERLEADA use in pregnant women to inform a drug-associated risk.
In an animal reproduction study, oral administration of apalutamide to pregnant rats during and after
organogenesis resulted in fetal abnormalities and embryo-fetal lethality at maternal exposures ≥ 2 times
the human clinical exposure (AUC) at the recommended dose (see Data).
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Data
Animal Data
In a pilot embryo-fetal developmental toxicity study in rats, apalutamide caused developmental
toxicity when administered at oral doses of 25, 50 or 100 mg/kg/day throughout and after the period
of organogenesis (gestational days 6-20). Findings included embryo-fetal lethality (resorptions) at
doses ≥50 mg/kg/day, decreased fetal anogenital distance, misshapen pituitary gland, and skeletal
variations (unossified phalanges, supernumerary short thoracolumbar rib(s), and small, incomplete
ossification, and/or misshapen hyoid bone) at ≥25 mg/kg/day. A dose of 100 mg/kg/day caused
maternal toxicity. The doses tested in rats resulted in systemic exposures (AUC) approximately
2, 4 and 6 times, respectively, the AUC in patients.
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).
Cerebrovascular and Ischemic Cardiovascular Events
• Inform patients that ERLEADA has been associated with cerebrovascular and ischemic
cardiovascular events. Advise patients to seek immediate medical attention if any symptoms
suggestive of a cardiovascular or a cerebrovascular 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].
• Instruct patients who have difficulty swallowing tablets whole to mix the recommended dose of
ERLEADA tablets with applesauce. Do not crush tablets [see Dosage and Administration (2.3) 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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Freedland discusses his
use of genomic testing
in prostate cancer

S
STEPHEN J.
FREEDLAND, MD

tephen J. Freedland, MD, explained during a recent
UroView™ episode how he approaches genomic testing in his practice and provided a comparison of
3 different tests. Freedland is director of the Center for
Integrated Research in Cancer and Lifestyle, and associate director for Education and Training at the Samuel
Oschin Comprehensive Cancer Institute at Mount Sinai in
Los Angeles, California. He is also a staff physician at the
Durham VA Medical Center in Durham, North Carolina.
The following interview has been edited for brevity and clarity.

Q. In your practice, what percentage of patients
with clinically localized prostate cancer do you order
genomic testing for, and among these patients, do you
order genomic testing more frequently for specific
patient populations than others?
FREEDLAND: We had a study where we were doing
genomic testing with one particular test on 100% of our
patients for a period of time. I found that the scores often
came back matching clinically what I already knew about the
patient. If they were a low-risk patient based on [National
Comprehensive Cancer Network guidelines], the score was
low. If they were a high-risk patient, the scores by and large
were high. Every now and then, you got one that wasn’t so
high, but it wasn’t enough for me to say, “Let’s not treat this
patient.” I didn’t fi nd as much personal clinical value when
I already had such strong beliefs about the aggressiveness of
the patient’s cancer.
Now that this study is over, we are back to doing testing selectively as part of clinical care. I would say overall, it’s maybe 20%
of my patients who are getting genomic testing, maybe less.
The genomic tests have value when I don’t know what to
do. If I already know what to do, I don’t find as much value for
those patients. In the favorable intermediate-risk setting, the
first question I have for patients is, “What are you thinking?”
We go through the options. Sometimes, it’s clear: The patient
wants treatment. They wouldn’t even consider active surveillance, [so] let’s go straight to treatment. A genomic test is not
going to help. Even if it comes back as low risk, the patient is
sold on treatment.
Every now and then, you get patients who are sold on
surveillance—and they don’t care what a genomic test does—
but for a number of those patients, maybe 40% to 50%, they
say, “I would be intrigued by active surveillance, but I’m a
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little bit nervous. What do you think? Is there a way that we
can help identify if this is safe for me?” I reply, “Yes, there is.
We have this new thing called genomic testing. We can do
one of these tests to help identify how aggressive this disease
is. Then we can make a much more informed decision.”
At the end of the day, it’s a small percent globally of my
practice, but for that one specific area, it’s actually a sizable
percentage of patients that we’re doing the genomic testing for.

Q.

Do you think that genomic testing is underutilized
by urologists? Do you ever order more than one of these
tests for a given patient?
FREEDLAND: I think genomic tests have tremendous
value in certain circumstances. Are they underutilized? I
think it’s like treatments for prostate cancer. They’re overutilized in some scenarios and underutilized in others.
It’s often being used in situations where it’s probably not
going to change practice: very low risk, [a single] microfocus
of Gleason 6, MRI is negative, PSA [prostate-specific antigen] is 4.1 ng/mL. That patient does not need genomic testing.
Active surveillance is the answer, absolutely. I’m seeing it used
in those scenarios. That’s clearly an overuse.
In high-risk disease, I think it’s intriguing, and there may be
value for patients undergoing radiation. How long should I do
that hormone? Should it be 18 months? Should it be 3 years?
For surgical patients, it doesn’t influence what we’re going to
do, so I don’t think it’s indicated there.
I think it’s indicated in the intermediate-risk setting where we
have this clinical dilemma, do I do surgery or radiation? Do I
treat? Do I not treat? How do I help identify that? I think that’s
the niche. That’s really where genomic tests can have a huge
impact. That’s where I think they are absolutely underutilized.
The other question is, if I do a genomic test and I don’t like
the answer, do I do another genomic test? Or let’s say it’s a year
later and I want to compare. Do I ever do a second genomic test
when I have the results of one? The short answer is, I’ve never
done that. Some studies suggest there is some correlation there.
They’re not perfect correlations, which makes sense. I don’t, at
least in my current practice, find a lot of value in having a second
genomic test. If a patient comes in from outside and has had a
genomic test, even though it may not be my favorite or preferred
test, I’m not going to repeat it because I think they’re all pretty
good at predicting what they’re supposed to be predicting.
UROVIEW™, CONTINUED ON PAGE 26 
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Q.

Could you discuss the most notable
similarities and differences and the most
notable benefits and drawbacks among
the 17-gene genomic prostate score (GPS)
test (Oncotype DX), the 22-feature genomic
classifier (GC; Decipher), and the clinical
cell-cycle risk (CCR) score (Prolaris)?
FREEDLAND: All 3 of them have been developed and are well validated in multiple settings
within prostate cancer. The GPS score was originally developed to identify high-risk disease at the
time of surgery. It was meant to take men undergoing a biopsy and see: Do they actually have
occult, more aggressive disease than we would’ve
expected based on a biopsy? The answer was yes.
It worked, and it worked well. Subsequent studies
have shown that it can predict the risk of recurrence, developing metastases, and multiple other
end points within prostate cancer.
The GC score was originally developed on

prostatectomy tissue to identify the risk of
metastasis. It also worked very well and could
actually help identify in terms of timing of
salvage vs adjuvant radiation therapy, and it
subsequently has been studied in men undergoing a biopsy—so presurgery—and has shown it
can predict very similar outcomes.
The final test is the CCR score, which was
originally developed in a population within
England. These were men who had [transurethral resection of the prostate] essentially for
locally advanced disease, and then they were
followed to see who lives and dies.
At the end of the day, if we’re taking the 3
tests as a single number, I’m going to use just the
score of 1 of them. They all work. They all work
well. They can all be done in a biopsy. They’re
all going to predict who has more aggressive
disease, who’s more likely to progress, [and]
who’s more likely to develop metastases. In that
sense, they have a lot of similarities.

If you get into the science of things, they’re
measuring different genes. I’m not sure that
makes a big difference clinically. I will say that
when the GC score is done, they give you the
score of not just the 22-gene genomic classifier,
but they give you a full transcriptome analysis,
[so] you actually get a lot of information about the
tumor and the tumor subtype. It gives you some
scores about potential response to radiation.
In the academic setting, where I am and where
I want to know as much about the tumors as I can,
the GC has been my preference because it tells
me not just the score, but also the full information
about the tumor. Again, if we’re simply looking at
a number to tell us how aggressive the tumor is, I
think all of them are going to work pretty well.

•
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Speak Out

INTERVIEWS WITH RANDOMLY SELECTED UROLOGISTS ON HOT-BUTTON ISSUES

COMPILED BY KAREN NASH

What’s been the biggest change
in treatments for UTIs and/or incontinence
over the past decade?
The urologist I trained with was an
incontinence expert and was a big
proponent of the bladder-neck, autologous
fascial pubovaginal sling. Then came the
tension-free vaginal tape, still multi-incision,
and the transobturator urethral sling—another
multiple-incision procedure.
Now, we’re down to single-incision, small
slings placed with just 1 small incision in the
vagina. A recent review showed the efficacy of
this mini single-incision sling was equal to the
much more involved urethral slings.
We’ve seen real improvement
there. For the patient, it’s a much
shorter operation because they’re
going behind the pubic bone
fascia. Risk of injury to the bladder
JONES
significantly decreases. It’s safer,
it’s faster, and, if it’s showing equal
efficacy, it’s a great advancement for patients.
We also know now that with bacterial infections for UTIs, there’s absolutely a need for
genetic evaluation—both on the bacteria,
because not only do we find more information
about the bacteria, but also about the person’s
individual susceptibility and their ability to fight
off infections. We can determine, too, if there is
a familial susceptibility to specific UTIs.
With urge incontinence, the biggest advantage over the past few years is the emergence,
and the proven efficacy, of the β-3 agonists,
which are much better medications than the
anticholinergics.
The β-3 agonists present no risk of mental
status changes associated with anticholinergics,
and a lot of people I treat with those medications
are quite happy with them.”
Peter Jones, MD
Pocatello, Idaho

We aren’t diagnosing UTIs like we used
to. Primary [care] docs generally
prescribe antibiotics, and patients may or may not
get better. Painful bladder syndrome has come to
the forefront as a diagnosis, caused by certain
foods. When someone’s urine is not positive, but
they’re still symptomatic, we restrict those foods
for a couple of weeks; it usually makes a difference. Painful bladder syndrome is a diagnosis of
default. You have to rule out everything else.
Insurance companies say prophylactic antibiotics are bad medicine. Instead of up to 6 weeks of
antibiotics, we’re down to just a few days. If that
doesn’t work, we explore other
potential causes of pain, such as
diets: acidic foods, artificial sweeteners, caffeine, citrus, tomatoes.
They look at you like you have 3
heads when you tell them their
SIMMONS
pain could stem from what they’re
eating. I’m one of the last guys to jump off the
traditional bandwagon, but I’ve witnessed a lot
of foods setting people off. I almost called the
company once about Splenda.
About 75% of my patients who come in with
painful bladder syndrome find it’s caused by food.
If they stay off those foods for 2 weeks, they feel
better. Start them again; they hurt again.
For incontinence, we’re glad percutaneous
tibial nerve stimulation has come along—
acupuncture used behind the medial malleolus.
The β-3 agonists are a game changer, with
Myrbetriq [mirabegron] probably being the
best one, but it isn’t often covered by insurance
here. Under American Urological Association
guidelines, we have to do at least 6 weeks of
behavior modification before starting medication: caffeine avoidance, timed voiding, Kegels,
and that does work. Folks do better.”

With regard to incontinence from my
practice standpoint, I think I’ve seen a
change in the different medication profiles we can
choose since I started practice. They came out
with Myrbetriq, and now there’s Gemtesa
[vibegron]. They are more expensive medications
and sometimes it’s harder, but we are generally
getting them covered by insurance. Other
incontinence treatments could be coming soon.
Those are MRI-compatible neurostimulators.
As far as the overall treatment, there’s nothing
really different per se yet; we abide by the same
concepts for treating incontinence. The overall
system is stable in my practice. But the medications have been improved and cause [fewer] side
effects.
For UTIs, from my standpoint, the approach
has become a more detailed look at the actual
infection in regard to those cases that are more
difficult to treat, with neurogenic testing and
the more elaborate tests they have now. Testing
comes into the forefront, especially for UTIs
that aren’t responding to antibiotics. We get
better details on the actual microbe with regard
to what they’re susceptible to so we can provide
a little [bit] better treatment. Genetic testing
to determine familial connections is also being
talked about, although I’m not using it a lot in
my practice yet, but those evaluations can come
into play with difficult or recurrent cases.”
Marshall Stein, MD
Houston, Texas

Michael Simmons, MD
Scottsboro, Alabama
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FOR ADVANCED PROSTATE CANCER (APC)

THAN KS TO YOU,

TESTOSTERONE CAN
BE CONTROLLED
THROUGHOUT
THE DIVE .

Not an actual patient.

INDICATION
ORGOVYX is a gonadotropin-releasing hormone (GnRH) receptor
antagonist indicated for the treatment of adult patients with
advanced prostate cancer.
IMPORTANT SAFETY INFORMATION
Warnings and Precautions
QT/QTc Interval Prolongation: Androgen deprivation therapy, such as
ORGOVYX may prolong the QT/QTc interval. Providers should consider
whether the benefits of androgen deprivation therapy outweigh the potential
risks in patients with congenital long QT syndrome, congestive heart failure,
or frequent electrolyte abnormalities and in patients taking drugs known
to prolong the QT interval. Electrolyte abnormalities should be corrected.
Consider periodic monitoring of electrocardiograms and electrolytes.
Embryo-Fetal Toxicity: The safety and efficacy of ORGOVYX have not
been established in females. Based on findings in animals and mechanism
of action, ORGOVYX can cause fetal harm and loss of pregnancy when
administered to a pregnant female. Advise males with female partners
of reproductive potential to use effective contraception during treatment
and for 2 weeks after the last dose of ORGOVYX
Laboratory Testing: Therapy with ORGOVYX results in suppression of
the pituitary gonadal system. Results of diagnostic tests of the pituitary
gonadotropic and gonadal functions conducted during and after ORGOVYX
may be affected. The therapeutic effect of ORGOVYX should be monitored
by measuring serum concentrations of prostate-specific antigen (PSA)
periodically. If PSA increases, serum concentrations of testosterone should
be measured.
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Adverse Reactions
Serious adverse reactions occurred in 12% of patients receiving
ORGOVYX. Serious adverse reactions in ≥0.5% of patients included
myocardial infarction (0.8%), acute kidney injury (0.6%), arrhythmia (0.6%),
hemorrhage (0.6%), and urinary tract infection (0.5%). Fatal adverse reactions
occurred in 0.8% of patients receiving ORGOVYX including metastatic lung
cancer (0.3%), myocardial infarction (0.3%), and acute kidney injury (0.2%).
Fatal and non-fatal myocardial infarction and stroke were reported in 2.7%
of patients receiving ORGOVYX.
Most common adverse reactions (≥10%) and laboratory abnormalities
(≥15%) in patients receiving ORGOVYX were hot flush (54%), glucose
increased (44%), triglycerides increased (35%), musculoskeletal pain (30%),
hemoglobin decreased (28%), alanine aminotransferase increased (27%),
fatigue (26%), aspartate aminotransferase increased (18%), constipation
(12%), and diarrhea (12%).
Drug Interactions
Co-administration of ORGOVYX with a P-gp inhibitor increases the area under
the curve (AUC) and maximum concentration (Cmax) of ORGOVYX, which may
increase the risk of adverse reactions associated with ORGOVYX. Avoid
co-administration of ORGOVYX with oral P-gp inhibitors. If co-administration
is unavoidable, take ORGOVYX first, separate dosing by at least 6 hours,
and monitor patients more frequently for adverse reactions.
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THE ONLY ORAL ADT

ORGOVYX TESTOSTERONE CONTROL STARTS WITH

SUSTAINED SUPPRESSION.

1

STUDY DESIGN1,2

MAJOR EFFICACY OUTCOME MEASURE:
SUSTAINED TESTOSTERONE SUPPRESSION RATE

The HERO study was a multinational, randomized, open-label, phase 3 trial in 930 men
with advanced prostate cancer. Key inclusion criteria included men with advanced prostate
cancer defined as biochemical PSA or clinical relapse following local primary intervention
with curative intent, newly diagnosed castration-sensitive metastatic disease, or advanced
localized disease unlikely to be cured by local primary intervention, requiring at least 1 year
of ADT, ECOG 0-1. Patients were excluded if they had received previous systemic cytotoxic
treatment for prostate cancer, a previous GnRH analog or other form of ADT >18 months total
duration, or experienced significant cardiac conditions within 6 months before study entry.

(TESTOSTERONE LEVELS <50 ng/dL FROM DAY 29
THROUGH WEEK 48)1

Sustained testosterone suppression rate*

100%

80%

96.7%
(95% CI:
94.9-97.9)

60%

88.8%

Patients were randomized 2:1 to receive ORGOVYX (360 mg on the first day followed by daily
doses of 120 mg orally [n=622]) or leuprolide acetate (22.5 mg injection [or 11.25 mg§ in Japan
and Taiwan per local guidelines] subcutaneously every 3 months [n=308]) for 48 weeks.

(95% CI:
84.6-91.8)‡

ADT=androgen deprivation therapy; CI=confidence interval; ECOG=Eastern Cooperative Oncology Group.
*Kaplan-Meier estimates within each group.
†
Two patients in each arm did not receive the study treatment and were not included.
‡
The testosterone suppression rate of the subgroup of patients receiving leuprolide 22.5 mg (n=264)
was 88.0% (95% CI: 83.4-91.4).1
§
11.25 mg is a dosage regimen that is not recommended for this indication in the US.

40%

20%

0%
ORGOVYX (n=622)†

Please see key study enrollment criteria and additional data at ORGOVYXHCP.COM

Leuprolide (n=308)†

MOST COMMON ADVERSE EVENTS
ADVERSE REACTIONS (≥10%) OF PATIENTS WITH ADVANCED PROSTATE CANCER WHO RECEIVED ORGOVYX IN HERO1
Includes arthralgia, back pain, pain in extremity, musculoskeletal pain,
myalgia, bone pain, neck pain, arthritis, musculoskeletal stiffness,
noncardiac chest pain, musculoskeletal chest pain, spinal pain, and
musculoskeletal discomfort.
¶
Includes fatigue and asthenia.
#
Includes diarrhea and colitis.
||

ORGOVYX (n=622)
ADVERSE REACTIONS

Leuprolide (n=308)

Any Grade

Grade 3 or 4

Any Grade

Grade 3 or 4

Hot flush

54%

0.6%

52%

0%

Musculoskeletal pain||

30%

1.1%

29%

1.6%

Fatigue¶

26%

0.3%

24%

0%

Diarrhea#

12%

0.2%

7%

0%

Constipation

12%

0%

10%

0%

DIVE INTO ADDITIONAL
EFFICACY AND SAFETY DATA
AT ORGOVYXHCP.COM

IMPORTANT SAFETY INFORMATION (cont’d)
Treatment with ORGOVYX may be interrupted for up to 2 weeks for a short course of
treatment with certain P-gp inhibitors. If treatment with ORGOVYX is interrupted for
more than 7 days, resume administration of ORGOVYX with a 360 mg loading dose
on the first day, followed by 120 mg once daily.
Co-administration of ORGOVYX with a combined P-gp and strong CYP3A inducer
decreases the AUC and Cmax of ORGOVYX, which may reduce the effects of
ORGOVYX. Avoid co-administration of ORGOVYX with combined P-gp and strong
CYP3A inducers. If co-administration is unavoidable, increase the ORGOVYX dose
to 240 mg once daily. After discontinuation of the combined P-gp and strong
CYP3A inducer, resume the recommended ORGOVYX dose of 120 mg once daily.
Please see Brief Summary of Prescribing Information for ORGOVYX
on adjacent pages.

UT0822_028-031_Myovant-Orgovyx.indd 29
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BRIEF SUMMARY
ORGOVYX (relugolix) tablets, for oral use
®

The following is a brief summary of the full prescribing information for
ORGOVYX® (relugolix). Please see the full prescribing information for complete
product information.

1

INDICATIONS AND USAGE

The most common adverse reactions ( ≥ 10%) and laboratory abnormalities (≥ 15%),
were hot flush (54%), glucose increased (44%), triglycerides increased (35%),
musculoskeletal pain (30%), hemoglobin decreased (28%), alanine aminotransferase
increased (ALT) (27%), fatigue (26%), aspartate aminotransferase increased (AST)
(18%), constipation (12%), and diarrhea (12%).
Table 1 summarizes the adverse reactions in HERO.

Table 1:

ORGOVYX is indicated for the treatment of adult patients with advanced
prostate cancer.

4

CONTRAINDICATIONS

None.

5

Adverse Reactions ( ≥ 10%) of Patients with Advanced
Prostate Cancer Who Received ORGOVYX in HERO

Adverse Reaction

WARNINGS AND PRECAUTIONS

Hot flush

54

0.6

52

0

30

1.1

29

1.6

26

0.3

24

0

Diarrheac

12

0.2

7

0

Constipation

12

0

10

0

Androgen deprivation therapy, such as ORGOVYX may prolong the QT/QTc interval.
Providers should consider whether the benefits of androgen deprivation therapy
outweigh the potential risks in patients with congenital long QT syndrome,
congestive heart failure, or frequent electrolyte abnormalities and in patients taking
drugs known to prolong the QT interval. Electrolyte abnormalities should be
corrected. Consider periodic monitoring of electrocardiograms and electrolytes.

Musculoskeletal and
connective tissue disorders

5.2 Embryo-Fetal Toxicity

Gastrointestinal disorders

5.3 Laboratory Testing
Therapy with ORGOVYX results in suppression of the pituitary gonadal system.
Results of diagnostic tests of the pituitary gonadotropic and gonadal functions
conducted during and after ORGOVYX may be affected. The therapeutic effect of
ORGOVYX should be monitored by measuring serum concentrations of prostate
specific antigen (PSA) periodically. If PSA increases, serum concentrations of
testosterone should be measured.

6

Musculoskeletal paina
General
Fatigueb

Includes arthralgia, back pain, pain in extremity, musculoskeletal pain, myalgia, bone pain, neck pain,
arthritis, muculoskeletal stiffness, non-cardiac chest pain, musculoskeletal chest pain, spinal pain, and
musculoskeletal discomfort.
b
Includes fatigue and asthenia.
c
Includes diarrhea and colitis.
a

Clinically relevant adverse reactions in < 10% of patients who received ORGOVYX
included increased weight, insomnia, gynecomastia, hyperhidrosis, depression, and
decreased libido.
Table 2 summarizes the laboratory abnormalities in HERO.

Table 2:

6.1 Clinical Trials 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.

Dosage interruptions of ORGOVYX due to an adverse reaction occurred in 2.7% of
patients. Adverse reactions which required dosage interruption in ≥ 0.3% of patients
included fracture (0.3%).
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Grade 3-4
(%)

All Grades
(%)

Grade 3-4
(%)

Glucose increased

44

2.9

54

6

Triglycerides increased

35

2

36

0.7

ALT increased

27

0.3

28

0

AST increased

18

0

19

0.3

28

0.5

29

0.7

Chemistry

• QT/QTc Interval Prolongation.

Permanent discontinuation of ORGOVYX due to an adverse reaction occurred in
3.5% of patients. Adverse reactions which resulted in permanent discontinuation
of ORGOVYX in ≥ 0.3 % of patients included atrioventricular block (0.3%), cardiac
failure (0.3%), hemorrhage (0.3%), increased transaminases (0.3%), abdominal pain
(0.3%), and pneumonia (0.3%).

Leuprolide Acetatea

All Grades
(%)

Laboratory Test

The following clinically significant adverse reactions are described elsewhere in
the labeling:

Serious adverse reactions occurred in 12% of patients receiving ORGOVYX. Serious
adverse reactions in ≥ 0.5% of patients included myocardial infarction (0.8%),
acute kidney injury (0.6%), arrhythmia (0.6%), hemorrhage (0.6%), and urinary tract
infection (0.5%). Fatal adverse reactions occurred in 0.8% of patients receiving
ORGOVYX including metastatic lung cancer (0.3%), myocardial infarction (0.3%), and
acute kidney injury (0.2%). Fatal and non-fatal myocardial infarction and stroke were
reported in 2.7% of patients receiving ORGOVYX.

Select Laboratory Abnormalities ( ≥ 15%) That Worsened
from Baseline in Patients with Advanced Prostate Cancer
Who Received ORGOVYX in HERO
ORGOVYXa

ADVERSE REACTIONS

The safety of ORGOVYX was evaluated in HERO, a randomized (2:1), open-label,
clinical study in patients with advanced prostate cancer. Patients received orally
administered ORGOVYX as a loading dose of 360 mg on the first day followed by
120 mg taken orally once daily (n = 622) or received leuprolide acetate administered
by depot injection at doses of 22.5 mg (n = 264) or 11.25 mg (n = 44) per local
guidelines every 12 weeks (n = 308). Leuprolide acetate 11.25 mg is a dosage
regimen that is not recommended for this indication in the US. Among patients
who received ORGOVYX, 91% were exposed for at least 48 weeks. Ninety-nine
(16%) patients received concomitant radiotherapy and 17 (3%) patients received
concomitant enzalutamide with ORGOVYX.

Leuprolide Acetate
N = 308
All Grades Grade 3-4
(%)
(%)

Vascular disorders

5.1 QT/QTc Interval Prolongation

The safety and efficacy of ORGOVYX have not been established in females. Based
on findings in animals and mechanism of action, ORGOVYX can cause fetal harm
and loss of pregnancy when administered to a pregnant female. In an animal
reproduction study, oral administration of relugolix to pregnant rabbits during the
period of organogenesis caused embryo-fetal lethality at maternal exposures
that were 0.3 times the human exposure at the recommended dose of 120 mg
daily based on area under the curve (AUC). Advise males with female partners of
reproductive potential to use effective contraception during treatment and for 2
weeks after the last dose of ORGOVYX.

ORGOVYX
N = 622
All Grades Grade 3-4
(%)
(%)

Hematology
Hemoglobin decreased
a

The denominator used to calculate the rate varied from 611 to 619 in the ORGOVYX arm and from 301
to 306 in the leuprolide arm based on the number of patients with a baseline value and at least one
post-treatment value.

7

DRUG INTERACTIONS

7.1 Effect of Other Drugs on ORGOVYX
P-gp Inhibitors
Co-administration of ORGOVYX with a P-gp inhibitor increases the AUC and the
maximum concentration (Cmax) of relugolix, which may increase the risk of
adverse reactions associated with ORGOVYX. Avoid co-administration of
ORGOVYX with oral P-gp inhibitors.
If co-administration is unavoidable, take ORGOVYX first, separate dosing by at least
6 hours, and monitor patients more frequently for adverse reactions.
Treatment with ORGOVYX may be interrupted for up to 2 weeks for a short course of
treatment with certain P-gp inhibitors.
If treatment with ORGOVYX is interrupted for more than 7 days, resume
administration of ORGOVYX with a 360 mg loading dose on the first day, followed by
120 mg once daily.
Combined P-gp and Strong CYP3A Inducers
Co-administration of ORGOVYX with a combined P-gp and a strong CYP3A inducer
decreases the AUC and Cmax of relugolix, which may reduce the effects of
ORGOVYX. Avoid co-administration of ORGOVYX with combined P-gp and strong
CYP3A inducers.

8/4/22 11:42 AM

If co-administration is unavoidable, increase the ORGOVYX dose. After
discontinuation of the combined P-gp and strong CYP3A inducer, resume the
recommended dose of ORGOVYX once daily.

8

USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Risk Summary
The safety and efficacy of ORGOVYX have not been established in females.
Based on findings in animals and mechanism of action, ORGOVYX can cause fetal harm
and loss of pregnancy when administered to a pregnant female. There are no human
data on the use of ORGOVYX in pregnant females to inform the drug-associated risk.
In an animal reproduction study, oral administration of relugolix to pregnant rabbits
during organogenesis caused embryo-fetal lethality at maternal exposures that were
0.3 times the human exposure at the recommended dose of 120 mg daily based on
AUC (see Data). Advise patients of the potential risk to the fetus.
Data
Animal Data
In an embryo-fetal development study, oral administration of relugolix to pregnant
rabbits during the period of organogenesis resulted in abortion, total litter loss, or
decreased number of live fetuses at a dose of 9 mg/kg/day (approximately 0.3 times
the human exposure at the recommended dose of 120 mg daily based on AUC).

8.2 Lactation
Risk Summary
The safety and efficacy of ORGOVYX at the recommended dose of 120 mg daily have
not been established in females. There are no data on the presence of relugolix in
human milk, the effects on the breastfed child, or the effects on milk production.
Relugolix and/or its metabolites were present in milk of lactating rats (see Data).
Data
Animal Data
In lactating rats administered a single oral dose of 30 mg/kg radiolabeled relugolix
on post-partum day 14, relugolix and/or its metabolites were present in milk at
concentrations up to 10-fold higher than in plasma at 2 hours post-dose.

8.3 Females and Males of Reproductive Potential

Other Drugs: No clinically significant differences in the pharmacokinetics of relugolix
were observed when co-administered with voriconazole (strong CYP3A inhibitor),
atorvastatin, enzalutamide, or acid-reducing agents. No clinically significant
differences in the pharmacokinetics of midazolam (sensitive CYP3A substrate) or
rosuvastatin (BCRP substrate) were observed upon co-administration with relugolix.
In Vitro Studies
Cytochrome P450 (CYP) Enzymes: Relugolix is a substrate of CYP3A and CYP2C8.
Relugolix is not an inhibitor of CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19,
CYP2D6, or CYP3A4. Relugolix is an inducer of CYP3A and CYP2B6, but not an
inducer of CYP1A2.
Transporter Systems: Relugolix is a substrate of P-gp, but not a substrate of BCRP.
Relugolix is an inhibitor of BCRP and P-gp, but not an inhibitor of OATP1B1, OATP1B3,
OAT1, OAT3, OCT2, MATE1, MATE2-K, or BSEP.

13

NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
Two-year carcinogenicity studies were conducted in mice at oral relugolix doses
up to 100 mg/kg/day and in rats at doses up to 600 mg/kg/day. Relugolix was not
carcinogenic in mice or rats at exposures up to approximately 75 or 224 times,
respectively, the human exposure at the recommended dose of 120 mg daily based
on AUC.
Relugolix was not mutagenic in the in vitro bacterial reverse mutation (Ames) assay or
clastogenic in the in vitro chromosomal aberration assay in Chinese hamster lung cells
or the in vivo rat bone marrow micronucleus assay.
In human GnRH-receptor knock-in male mice, oral administration of relugolix
decreased prostate and seminal vesicle weights at doses ≥ 3 mg/kg twice daily for 28
days. The effects of relugolix were reversible, except for testis weight, which did not
fully recover within 28 days after drug withdrawal. In a 39-week repeat-dose toxicity
study in monkeys, there were no significant effects on male reproductive organs at oral
relugolix doses up to 50 mg/kg/day (approximately 53 times the human exposure at
the recommended dose of 120 mg daily based on AUC).

13.2 Animal Toxicology and/or Pharmacology

Infertility

Phospholipidosis (intracellular phospholipid accumulation) was observed in multiple
organs and tissues (e.g., liver, pancreas, spleen, kidney, lymph nodes, lung, bone
marrow, gastrointestinal tract or testes) after repeated oral administration of
relugolix in rats and monkeys. In a rat 26-week toxicity study, phospholipidosis was
observed at doses ≥ 100 mg/kg (approximately 18 times the human exposure at the
recommended dose based on AUC). In a monkey 39-week toxicity study, this effect
was observed at doses ≥ 1.5 mg/kg (approximately 0.6 times the human exposure
at the recommended dose based on AUC) and demonstrated evidence of reversibility
after cessation of treatment. The significance of this finding in humans is unknown.

Males

17

Based on findings in animals and mechanism of action, ORGOVYX may impair fertility
in males of reproductive potential.

Advise the patient to read the FDA-approved patient labeling (Patient Information).

Contraception
Males
Based on findings in animals and mechanism of action, advise male patients with
female partners of reproductive potential to use effective contraception during
treatment and for 2 weeks after the last dose of ORGOVYX.

8.4 Pediatric Use
The safety and efficacy of ORGOVYX in pediatric patients have not been established.

8.5 Geriatric Use
Of the 622 patients who received ORGOVYX in the HERO study, 81% were 65 years
of age or older, while 35% were 75 years of age or older. No overall differences
in safety or effectiveness were observed between these subjects and younger
subjects. There was no clinically relevant impact of age on the pharmacokinetics
of ORGOVYX or testosterone response based on population pharmacokinetic and
pharmacokinetic/pharmacodynamic analyses in men 45 to 91 years of age.

12.3 Pharmacokinetics
Specific Populations
No clinically meaningful differences in the pharmacokinetics of relugolix were observed
based on age (45 to 91 years), race/ethnicity (Asian [19%], White [71%], Black/
African American [6%]), body weight (41 to 193 kg), mild to severe renal impairment
(creatinine clearance [CLcr] 15 to 89 mL/min, as estimated by the Cockcroft-Gault
equation), or mild to moderate hepatic impairment (Child-Pugh A or B). The effect of
end-stage renal disease with or without hemodialysis or severe hepatic impairment
(Child-Pugh C) on the pharmacokinetics of relugolix has not been evaluated.

PATIENT COUNSELING INFORMATION

QT/QTc Interval Prolongation
• Advise patients that androgen deprivation therapy treatment with ORGOVYX
may prolong the QT interval. Inform patients of the signs and symptoms
of QT prolongation. Advise patients to contact their healthcare provider
immediately for signs or symptoms of QT prolongation.
Androgen Deprivation
• Inform patients about adverse reactions related to androgen deprivation
therapy with ORGOVYX, including hot flashes, flushing of the skin, increased
weight, decreased sex drive, and difficulties with erectile function.
Embryo-Fetal Toxicity
• Inform patients that ORGOVYX can be harmful to a developing fetus and can
cause loss of pregnancy.
• Advise male patients with female partners of reproductive potential to use
effective contraception during treatment and for 2 weeks after the last dose
of ORGOVYX.
Infertility
• Inform patients that ORGOVYX may cause infertility.

Drug Interactions Studies

Manufactured by Bushu Pharmaceuticals, Ltd, Kawagoe, Saitama, Japan
Manufactured for Myovant Sciences, Inc., Brisbane, CA 94005

Clinical Studies

Issued: December 2020

Combined P-gp and Moderate CYP3A Inhibitor: Co-administration with erythromycin
(P-gp and moderate CYP3A inhibitor) increased the AUC and Cmax of relugolix by 6.2-fold.

214621-MS-000

Combined P-gp and Strong CYP3A Inducer: Co-administration with rifampin
(P-gp and strong CYP3A inducer) decreased the AUC and Cmax of relugolix by 55%
and 23%, respectively.

ORGOVYX® and its associated logo are registered trademarks of Myovant Sciences GmbH.
©2022 Myovant Sciences GmbH and Pfizer Inc. All rights reserved.
PP-US-REL-2200232 07/2022
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What’s in the Medicare Physician
Fee Schedule proposed rule?
Conversion factor for 2023 is set to decrease by approximately 4.4%
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n July 7, 2022, the Centers for Medicare &
Medicaid Services (CMS) released the calendar year 2023 Medicare Physician Fee Schedule
(MPFS) proposed rule. This outlines the proposed updates
for payment and policy starting January 1, 2023. As always,
there is a comment period, after which CMS must respond
and react to each comment received.
What follows are some of the most notable areas of interest
to urologist and urology practices.
Conversion factor: The conversion factor for 2023 is set to
decrease by approximately 4.4% from $34.6026 to $33.0775. The
decrease is due to the expiration of a 1-year 3% increase that was
enacted by law last year coupled with a mandated 0% increase.
Clinical labor update: CMS is changing the update process
for clinical labor included in the calculation of the practice
expense component within the MPFS. We are currently in
the second year of this change. Medicare has indicated that it
is continuing to examine the process it is using to increase the
transparency and consistency of this update moving forward.
Medicare is updating the malpractice component of the fee
schedule as well. Urology is projected to face a 1% decrease
in Medicare payments related to these changes. The impact
to group practices and the individual physicians, however,
varies based on practice type and mix of patients and services
provided to those patients. Note: The impact of relative value
unit (RVU) changes is independent of the conversion factor
change noted above.
Global surgical services: Of particular interest to
specialists such as urologists, CMS is seeking comment on
“improving” payment for the global surgical package and
seeking comment on strategies that will make global surgical
payment “fair and equitable.”
Evaluation and management (E/M) services revisions
for hospital inpatient and observation services and outpatient consultation services: CMS is proposing to adopt
nearly all the revisions for Current Procedural Terminology
(CPT) codes used to report E/M visits, including inpatient and observation hospital services. The changes include
revisions to the documentation guidelines and to the descriptors, which will mirror the revisions previously made to the
Office or Other Outpatient E/M services in 2021. Inpatient
E/M code level may be chosen based on time or medical
decision-making; like office and other outpatient codes, documentation for patient history and exam sections needs to be

medically appropriate but is no longer used to determine code
level. In addition to hospital inpatient and observation services,
the update will include emergency department, nursing facility, home or residence services, and cognitive impairment
assessment services. (Outpatient and inpatient consultation
services will also be updated, although these services are not
recognized by Medicare.) As part of the expansion of these
guidelines, there will no longer be unique codes for inpatient
and observation unit codes, but rather, the observation codes
will be eliminated and the descriptor for the previous inpatient hospital codes will now describe hospital or observation
services (initial, subsequent, discharge, and admit/discharge).
RVU changes: There will be a number of small adjustments
to RVUs in urology only, but the codes listed in Table 11 and
Table 21 will see changes greater than 5% up or down for 2023.
New and updated urology CPT codes: CPT codes 50080
and 50081 are undergoing a description change that has resulted
in the changes noted in Table 1. Code 558XX is a new CPT code
for laparoscopic simple prostatectomy, which has affected the
value of the other prostatectomy codes listed in Table 1.
Split/shared services: CMS has proposed to delay until
2024 the change requiring split/shared services policy to be
TA B L E 1 1 . FACILITY-HOSPITAL/AMBULATORY SURGICAL
CENTER PHYSICIAN PAYMENT CHANGES
Code

(Mod)
Description

Old total
RVU

New total
RVU

%
Change

50080

PERC, up to 2 cm

25.36

20.24

–20%

50081

PERC, > 2 cm

37.3

32.85

–12%

55821

Prostatectomy,
suprapubic
subtotal

25.51

24.86

–3%

55831

Prostatectomy,
retropubic
subtotal

27.64

25.53

–8%

55866

Lap radical
prostatectomy

42.04

35.38

–16%

558XX

Lap simple
prostatectomy

–

31.07

–

50010

Renal exploration

20.63

22.34

8%

51784

(26) EMG

1.09

1.04

–5%

EMG, electromyography; lap, laparoscopic; mod, modifier; PERC, percutaneous
nephrolithotomy; RVU, relative value unit.
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TA B L E 2 1 . NONFACILITY OFFICE-BASED PHYSICIAN PAYMENTS
Code

(Mod) Description

2022 NF
total

2023 NF
total

% difference

54240

(TC) Plethysmography

1.19

1.25

5%

51741

(TC) Uroflow

0.16

0.17

6%

51736

(TC) CMG

0.15

0.16

7%

51784

(26) EMG

1.09

1.04

-5%

CMG, cystometrogram; EMG, electromyography; mod, modifier; NF, nonfacility.

determined solely by the qualified health professional (QHP) spending the
most time with the patient on the date of service. Current CMS rules allow
that the QHP documenting the most substantive portion of a visit, history,
physical exam, or medical decision-making or determined by more than half
the total time spent with the patient on the date of service is allowed to bill
for the service. For 2023 and recommended for 2022, we would recommend
the QHP documenting the most substantive portion of medical decision-making or documented as having spent the most time dedicated to the
visit should be the billing QHP.
Telehealth: The secretary of the US Department of Health and Human
Services (HHS) signed an extension to the COVID-19 public health emergency (PHE) allowing for continued use of telehealth and telephone visits
regardless of patient location until October 13, 2022. By law, a PHE can
only be enacted for 90 days; the PHE for COVID-19 originally enacted on
January 31, 2020, has been renewed each 90 days as it approached expiration.
The HHS secretary has indicated his intention to provide 60-day notice
before allowing the PHE to expire. Most expect the PHE to be extended
again in October.
Updated Medicare Economic Index (MEI) for calendar year 2023:
CMS is proposing to rebase and revise the MEI cost share weights for
calendar year 2023 and is soliciting comment. The MEI measures the
input price pressures of providing physician services. CMS is proposing a
new methodology for estimating base year expenses that relies on publicly
available data from the US Census Bureau’s North American Industry
Classification System code 6211 Offices of Physicians to allow for the use
of data that are “more reflective of current market conditions of physician
ownership practices, rather than only reflecting costs for self-employed
physicians, and will allow for the MEI to be updated on a more regular basis.” Using the new MEI cost weights to set MPFS rates would not
change overall spending on MPFS services but would likely result in significant changes to payments among MPFS services. In consideration of its
ongoing efforts to update to MPFS payment rates with more predictability and transparency, and in the interest in ensuring payment stability, CMS
is proposing not to use the proposed updated MEI cost share weights to
set MPFS payment rates for calendar year 2023. However, CMS is soliciting comments on the potential use of the proposed updated MEI cost share
weights to calibrate payment rates and update the Geographic Practice Cost
Index under the MPFS in the future.
Requiring manufacturers of certain single-dose container or singleuse package drugs to provide refunds with respect to discarded
amounts: Section 90004 of the Infrastructure Investment and Jobs Act

Business

amended section 1847A of the act, adding provisions that require manufacturers to provide a refund to CMS for certain discarded amounts from a
refundable single-dose container or single-use-package drug. The refund
amount is the amount of discarded drug that exceeds an applicable percentage, which is required to be at least 10% of total allowed charges for the
drug in a given calendar quarter. The proposals to implement section 90004
of the act include how discarded amounts of drugs are determined, a definition of which drugs are subject to refunds (and exclusions), when and
how often CMS will notify manufacturers of refunds, when and how often
payment of refunds from manufacturers to CMS is required, refund calculation methodology (including applicable percentages), a dispute resolution
process, and enforcement provisions. Although this proposal does change
reimbursement protocols for physicians or change reporting requirements
for physicians, if adopted as proposed, it may affect some pharmaceutical
companies and the packaging of certain drugs.

•
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The information in this column is designed to be authoritative, and every
effort has been made to ensure its accuracy at the time it was written.
However, readers are encouraged to check with their individual carrier
or private payers for updates and to confirm that this information
conforms to their specific rules.
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What you need to know about
Medicare’s CERT program
Latest data indicate that approximately 8.5% of Part B payments were improper
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t’s quite possible if you are reading this article and have
been in practice for several years that you have received
a letter from Centers for Medicare & Medicaid Services
(CMS) entitled, “CERT Documentation Request.” You may
have wondered why you were selected to receive this letter,
what happens with the information, what happens if you
don’t respond, and what purpose the program serves.
In this article, I will break down the basics of the CERT
program and what it means for your practice.
The Comprehensive Error Rate Testing (CERT) program
was implemented to measure improper payments in the

Medicare fee-for-service program. CERT is part of an annual
effort based in statute (most recently, the Payment Integrity
Information Act of 2019) to identify and reduce improper
payments and hold government agencies accountable. Those
agencies, in turn, are required to report to Congress and the
public. Improper payments can be overpayments or underpayments and can include payments for services not received,
payments for an incorrect amount, or other issues deriving
from noncompliance with rules and regulations.1
How exactly does CMS determine that a particular
Medicare payment is “improper”? The answer is: through a

TA B L E 1 . 2021 IMPROPER PAYMENTS REVIEWED BY HCPCS CODE
HCPCS description

No. of
procedures
reviewed

No. of procedures
improperly paid

Improperly paid, all
provider types

Improperly paid,
urology

99233

Subsequent hospital care

649

209

32.20%

0.00%

99223

Initial hospital care

474

181

38.20%

75.00%

99490

Chronic care management

84

50

59.50%

100.00%

99204

Office/outpatient visit, N

206

38

18.40%

22.20%

99214

Office/outpatient visit, E

440

36

8.20%

0.00%

99205

Office/outpatient visit, N

83

27

32.50%

100.00%

99215

Office/outpatient visit, E

94

26

27.70%

33.30%

99222

Initial hospital care

92

22

23.90%

40.00%

99212

Office/outpatient visit, E

95

16

16.80%

40.00%

99231

Subsequent hospital care

126

15

11.90%

0.00%

99213

Office/outpatient visit, E

364

13

3.60%

10.00%

99203

Office/outpatient visit, N

83

10

12.00%

0.00%

99211

Office/outpatient visit, E

29

5

17.20%

0.00%

99202

Office/outpatient visit, N

34

3

8.80%

0.00%

99024

Postoperative visit

36

0

0.00%

0.00%

99282

Emergency department visit

3

0

0.00%

0.00%

HCPCS
procedure code

CMS, Centers for Medicare & Medicaid Services; E, established; HCPCS, Healthcare Common Procedure Coding System; N, new.
Adapted from CMS data4 by Robert A. Dowling, MD.
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sampling methodology. Each year, a statistically
valid random sample of approximately 50,000
claims for Part A, Part B, and durable medical equipment services is selected for review.
Then medical records are requested from both
the billing provider and the ordering/referring
provider (those letters you may have received).
Once those records are received, a medical
review professional (doctor, nurse, or certified
coder) reviews the submitted documentation to
determine whether the claim was paid or denied
properly under Medicare coverage, coding,
and billing rules. Any improper payments are
assigned an error category (no documentation,
insufficient documentation, medical necessity,
incorrect coding, other). An improper payment
rate based on this sample (improper payments/
total payments) is then assigned and used to
project the total improper payments in Medicare
for the time period. Each improper payment
is also reported to the Medicare administrative contractors, who are then responsible for
recouping overpayments (another letter you may
have received) or even repaying underpayments.2

Urologists had an
improper payment rate of
3.4% and accounted for
$70 million (0.8% of Part
B improper payments
and 0.3% of all improper
payments in 2021).
How big of a problem are improper payments
in the Medicare fee-for-service program? In the
fiscal year 2021 report, CMS projected that
$25 billion (6.3%) of payments were improper;
all but $400 million were overpayments.3
The 2021 improper payment rate of 6.3% is
the lowest since 2009 (range, 6.3%-12.7%).
Improper payments in 2021 included $14.2
billion for Part A, $8.5 billion for part B, and
$2.4 billion for durable medical equipment.
Most of these improper payments were based
upon insufficient documentation (64%) or medical necessity (13.6%). Claims errors are classified
as medical necessity when the records allow the
reviewer to determine that services billed were
not medically necessary based upon Medicare
coverage and payment policies. Incorrect coding
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THE BOTTOM LINE AND WHY IT MATTERS

TA B L E 2 . IMPROPER PAYMENTS BY
UROLOGISTS BY TYPE OF ERROR
Error code

Business

Claims

Procedures

No documentation

1

2

Overturned

2

3

Insufficient
documentation

5

8

Incorrect coding

14

15

No error

115

235

Total

129

263

CMS, Centers for Medicare & Medicaid Services.
Adapted from CMS data4 by Robert A. Dowling, MD.

only accounted for 10.6% of all improper
payments in 2021 but a significant portion of
Part B improper payments (see below).4
How do urologists compare with other
provider types in terms of improper payments
determined through this program? Urologists
had an improper payment rate of 3.4% and
accounted for $70 million (0.8% of Part B
improper payments and 0.3% of all improper
payments in 2021). The physician provider types
with the highest improper Part B payment rates
were psychiatry (16.3%), endocrinology (13.6%),
infectious disease (13.5%), interventional cardiology (13.1%), and hospitalist (13.1%); those with
the lowest rates were ophthalmology, pathology, allergy/immunology, medical oncology, and
rheumatology (all under 2%). The overall average improper payment rate for Part B was 8.5%.4
What procedures were most commonly
determined to be improperly paid in the
Part B program? According to CMS data,
the codes most frequently deemed improper
among physician provider types were evaluation and management codes. Table 1 shows the
rates at which reviewers disagreed by code for
all provider types and for urologists. Level 4
and level 5 new and established patient office
visits, level 3 hospital visits, and chronic care
management codes topped the list of codes
with improper payments. A total of 263 procedures performed by urologists were reviewed in
2021, and 25 (9.5%) were deemed improper. The
majority of these were evaluation and management codes, and the most common denial
category was incorrect coding (Table 2).

There are laws that compel government agencies to identify and reduce improper payments
to suppliers, and your Medicare claims may be
reviewed as part of this initiative. The latest
data (fiscal year 2021) published by CMS on
the CERT program indicate that approximately 8.5% of Part B payments were improper,
including about 3.4% of payments to urologists.
Urologists should take note that high-level (4/5)
evaluation and management codes and chronic
care management codes were most likely to be
deemed improper in this sampling and be sure
that their claims are supported both by medical necessity and appropriate documentation.
Urologists compare favorably with other specialties in this regard according to the latest data
from CMS.

•
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MEN LIVED 2X LONGER
WITHOUT CANCER SPREADING1,2

REDUCED RISK OF DEATH
BY NEARLY A THIRD1,3

40.4 months vs 18.4 months for ADT alone

31% reduction in the risk of death vs ADT alone

HR: 0.41; 95% CI: 0.34-0.50; P<0.0001 (intent-to-treat).

Secondary endpoint: HR: 0.69; 95% CI: 0.53-0.88; P=0.003. Medians not estimable.

INDICATION
NUBEQA® (darolutamide) is an androgen receptor inhibitor indicated for the treatment of patients with non-metastatic castration-resistant prostate cancer.

IMPORTANT SAFETY INFORMATION
Embryo-Fetal Toxicity: Safety and efficacy of NUBEQA have not been established in females. NUBEQA can cause fetal harm and loss of pregnancy. Advise
males with female partners of reproductive potential to use effective contraception during treatment with NUBEQA and for 1 week after the last dose.
Adverse Reactions
Serious adverse reactions occurred in 25% of patients receiving NUBEQA and in 20% of patients receiving placebo. Serious adverse reactions in
≥1 % of patients who received NUBEQA were urinary retention, pneumonia, and hematuria. Overall, 3.9% of patients receiving NUBEQA and 3.2%
of patients receiving placebo died from adverse reactions, which included death (0.4%), cardiac failure (0.3%), cardiac arrest (0.2%), general physical health
deterioration (0.2%), and pulmonary embolism (0.2%) for NUBEQA.
Adverse reactions occurring more frequently in the NUBEQA arm (≥2% over placebo) were fatigue (16% vs 11%), pain in extremity (6% vs 3%) and rash (3%
vs 1%).
Clinically significant adverse reactions occurring in ≥2% of patients treated with NUBEQA included ischemic heart disease (4.0% vs 3.4% on placebo) and heart
failure (2.1% vs 0.9% on placebo).
Drug Interactions
Effect of Other Drugs on NUBEQA – Combined P-gp and strong or moderate CYP3A4 inducers decrease NUBEQA exposure, which may decrease NUBEQA
activity. Avoid concomitant use.
Combined P-gp and strong CYP3A4 inhibitors increase NUBEQA exposure, which may increase the risk of NUBEQA adverse reactions. Monitor more
frequently and modify NUBEQA dose as needed.
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For your patient with non-metastatic castration-resistant prostate cancer (nmCRPC)

HELP HIM LIVE FOR WHAT HE LOVES

40.3 months vs 25.4 months for ADT alone

42% risk reduction in time to chemo vs ADT alone

Secondary endpoint: HR: 0.65; 95% CI: 0.53-0.79; P<0.0001.

Secondary endpoint: HR: 0.58; 95% CI: 0.44-0.76; P<0.0001. Medians not estimable.

CHOOSE NUBEQA® 1st FOR EXTENDED SURVIVAL.1-3 NUBEQAHCP.COM
Drug Interactions (cont’d)
Effects of NUBEQA on Other Drugs – NUBEQA inhibits breast cancer resistance protein (BCRP) transporter. Concomitant use increases exposure (AUC) and
maximal concentration of BCRP substrates, which may increase the risk of BCRP substrate-related toxicities. Avoid concomitant use where possible.
If used together, monitor more frequently for adverse reactions, and consider dose reduction of the BCRP substrate.
NUBEQA inhibits OATP1B1 and OATP1B3 transporters. Concomitant use may increase plasma concentrations of OATP1B1 or OATP1B3 substrates. Monitor more frequently
for adverse reactions and consider dose reduction of these substrates.
Review the prescribing information of drugs that are BCRP, OATP1B1, and OATP1B3 substrates when used concomitantly with NUBEQA.
Metastasis-free survival (MFS) was the primary endpoint, and overall survival (OS) was a key secondary endpoint.1
*Time to pain progression was deﬁned as at least a 2-point worsening from baseline of pain score on BPI-SF (a validated health-related quality-of-life
instrument) or initiation of opioids and reported in 28% of all patients on study.

Study design
The efﬁcacy and safety of NUBEQA were assessed in a randomized, double-blind, placebo-controlled phase III study (ARAMIS) in nmCRPC
patients on ADT with a PSA doubling time ≤10 months. 1509 patients were randomized 2:1 to 600 mg NUBEQA twice daily (n=955) or placebo
(n=554). MFS was deﬁned as time from randomization to time of ﬁrst evidence of BICR-conﬁrmed distant metastasis or death from any cause ≤33
weeks after the last evaluable scan, whichever occurred ﬁrst. Treatment continued until radiographic disease progression,
as assessed by CT, MRI, 99mTc bone scan by BICR, unacceptable toxicity, or withdrawal.1,2
ADT=androgen deprivation therapy; HR=hazard ratio; CI=conﬁdence interval; BPI-SF=Brief Pain Inventory Short Form; PSA=prostate-speciﬁc antigen;
BICR=blinded independent central review; CT=computed tomography; MRI=magnetic resonance imaging.

Please see the following page for the brief summary of Prescribing Information.

UT0822_036-038_Bayer-Nubeqa.indd 37

8/4/22 11:39 AM

T:13.5 in

S:12.5 in

PROVIDED THE RELIEF OF AN EXTRA
POSTPONED CYTOTOXIC CHEMOTHERAPY—
1,3
15 MONTHS WITHOUT PAIN PROGRESSION *
MORE TIME WITHOUT CHEMO1,3
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any physicians fi nd they do not have the time
or energy to manage their fi nances properly.
Working demanding hours, spending time with
family and friends, or doing the hobbies they enjoy leaves
very little time to devote to researching and implementing an effective wealth-building strategy. Many physicians
eventually recognize that they need help and start seeking
a fi nancial adviser. However, fi nding one they trust who fits
their needs and budget can be challenging.
A good starting place is identifying your needs. Are you
just looking for investment help, or do you want help creating
a full financial plan? Do you need estate or tax planning help?
Do you need help finding ways to repay debt or create charitable entities? Your needs will likely determine which type of
adviser is right for you.
If you are just looking to invest, a robo-adviser or
online financial planning service may suffice. They tend to
be less expensive options and can help you create an investment portfolio based on your rate-of-return objectives and
risk tolerance. However, the scope of their work may be
more limited.
If you are looking for an adviser who does more comprehensive planning, if your situation is more complex, or if you
want to develop a more personal relationship, a traditional
financial adviser may be a good fit. These types of advisers
provide specialized services and can help create a comprehensive plan focused on areas of retirement planning, risk
management, education planning, asset protection, and charitable gifting. Some may offer estate planning assistance or
tax preparation services as well. These types of advisers tend
to be higher cost, and they may require a minimum portfolio
balance such as $500,000.
To further narrow your search, a next good step is determining how you would like to pay. Many advisers charge a
percentage based on assets under management. Robo and
online services often charge between 0.25% and 0.90%
compared with a traditional adviser, whose median fee is
approximately 1%1,2 but can range higher or lower depending on account size. Other advisers may charge a flat fee, an
hourly rate, or a retainer. Finding an adviser who provides all

the services you need and offers the payment structure you
prefer should help you significantly narrow your search.
As your list of potential candidates gets smaller, it is important to vet the adviser’s background and credentials. The term
“financial adviser” isn’t tied to specific credentials and has been
used widely in the financial services industry. It is important
to research exactly what services the adviser can and cannot
legally assist you with. You will also want to check if they have
had any disciplinary problems such as fraud. You can typically
find this information by requesting the adviser’s Form ADV
or looking up disciplinary actions on the Financial Industry
Regulatory Authority’s website: https://brokercheck.finra.org/.
Another important question to ask is whether they are
a fiduciary and how they are compensated. Fiduciaries are
required to act in their client’s best interest rather than their
own. If an adviser charges a fee determined by assets under
management, there is a high probability they are a fiduciary.
If they receive a commission from a third party for selling a
product, they may not be. It is possible the adviser is a combination of both, also referred to as fee based. These advisers
may charge a fee for the investment assets they manage and
the financial services they provide, but they may also help
their clients obtain life, disability, and long-term care insurance or other products not available in advisory accounts for
which they receive a commission from the insurance company
or third party.
If you still aren’t sure where to start looking for an adviser
you trust, begin by asking friends and family. If they work with
someone and have enjoyed the experience, you may also enjoy
working with their adviser. It is always important to do your due
diligence, but this may be a nice shortcut to find someone with
whom you want to develop a long-term working relationship.

•
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CAREERS

CENTRAL NEW YORK

CONNECTICUT

HIRING
BC/BE UROLOGISTS

Associated Medical Professional of New York is seeking BC/BE General
and Subspecialized Urologists for Private Equity physician partnership
opportunities located in Central New York. New physicians will enjoy partnership
with 30 physicians in multiple stages of their career, offering great mentorship. AMP
provides quality healthcare at 9 convenient locations and 9 hospitals around CNY.
Brand new surgery center, multiple ancillary profit centers, and group call options
provide work life balance for physicians. For fellowship trained physicians, there are
opportunities to create a niche practice. Qualified candidates will receive a sign on
bonus, robust benefits package, competitive salary, transition payment, student
loan assistance and moving expenses.
JOIN ONE OF THE FASTEST GROWING GROUPS IN THE COUNTRY!
Central New York is a fantastic place to raise a family and
offers all the warmth and charm you can find in the region.

Urology Associates of Danbury, PC is a large, independent
single specialty urology practice in Danbury, Connecticut
currently looking to hire a well-trained urologist with all phases
of adult urology for the summer of 2023
 We currently are the only urology practice serving our hospital, Danbury Hospital.
Our catchment area includes a population in excess of 250,000 people in
Fairfield County

 We are a practice of 7 physicians and 3 full-time physician assistants.
 State-of-the-art office space, equipped with flexible cystoscopy, transrectal
ultrasound, in-office ultrasound, urodynamic unit, Urolift and UroNav unit
for fusion biopsies

 We have several DaVinci Xi Robots for the urology service line which we have
been using for robotic prostatectomies, pyeloplasties and partial nephrectomies

 Call is equally shared by all members of the practice and call would be one out

Site visits are being scheduled!
Contact Audrey Barker,Vice President Physician Recruitment
(740) 607-5924 (cell) | abarker@us-uro.com

of six nights and one out of six weekends

 New associates get four weeks of paid vacation and additionally can take
a day off every other week

 Opportunities for full partnership exist after two years

Please email resume and cover letter to
Dr. J. James Bruno, II jbruno@danburyurology.com

NEW YORK

NATIONAL

FIND THE CAREER OF YOUR DREAMS
WE’RE MORE THAN JUST A WORKPLACE. WE’RE A FAMILY.

GENERAL UROLOGIST SURGEON
The Department of Surgery at the University of Vermont College of Medicine is seeking a Clinical
Practice Physician in the Division of Urology to join the Champlain Valley Physicians Hospital
(CVPH) in Plattsburgh, New York. CVPH, a progressive medical center, is an ACS certified
Level III trauma center with nine state-of-the-art OR’s and Ambulatory Surgery Center. This
position offers the unique opportunity to work in a community setting while having an active
affiliation with Vermont’s only Academic Medical Center; the only ACS verified Level 1 trauma
center for the region providing tertiary care to patients from Vermont and Northern NY. Serving
the patients from Upstate New York for decades, the local urologic surgery practice joined the
faculty at the University of Vermont several years ago and now seeks an additional colleague,
of the 2 physicians and 1 PA, to join the dynamic Urology faculty at CVPH. The Division seeks
applications from individuals seeking a community Urology practice employment opportunity
with a collegial and collaborative setting with University support.
Applicants must be board certified or board eligible and eligible for medical licensure in the state
of New York. This is a full-time, 12 month, salaried position. This opportunity offers a competitive
salary along with loan repayment assistance.
Plattsburgh offers a family-oriented community on Lake Champlain, near the Adirondack
Mountains, Olympic-Lake Placid region, Montreal and Burlington, VT. Practice in a warm and
friendly environment that sits on a plush 45-acre campus complete with ponds and walking paths.
Interested applicants must apply online:
https://www.uvmjobs.com/postings/48860 (position number 00024129).
Inquiries may be directed to: Mark Plante, MD, FRCS(C), FACS, Division Chief, via Kristin
Allard at Kristin.Allard@uvmhealth.org.

Surgical Affiliates Management Group, Inc. (SAMGI) is a medical group that partners with
hospitals to run their urology practices. We are currently looking for urologists to join us
and work on a part-time basis – just 183 days or 26 weeks per year.
WE OFFER:
• Predictable work schedules
• Full-time APP support
• Competitive salary
• Robust benefits package including health/dental/vision/401K
• Malpractice and tail coverage
• Travel stipen
PRACTICE LOCATIONS INCLUDE:
• St. Luke’s Magic Valley Medical Center in Twin Valls, Idaho bit.ly/3tYsj62
• UnityPoint Health in Peoria, Illinois bit.ly/3qNEGkG
• St. Luke’s Regional Medical Center in Sioux City, Iowa bit.ly/3IYBYAv
If you would like to work a part-time schedule and have work/life balance, please contact
Tammy Hager, Executive Director of Recruitment and Privileging
at thager@samgi.com or call her at 916-287-9563.

The University is especially interested in candidates who can contribute to the diversity and excellence of the academic community through their
research, teaching, and/or service. Applicants are requested to include in their cover letter information about how they will further this goal.
The University of Vermont is an Equal Opportunity/Affirmative Action Employer. All qualified applicants will receive consideration for employment
without regard to race, color, religion, sex, sexual orientation, gender identity, national origin, disability, protected veteran status, or any other category
legally protected by federal or state law. The University encourages applications from all individuals who will contribute to the diversity and excellence
of the institution.
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MASSACHUSETTS

UROLOGY OPPORTUNITY AVAILABLE
Berkshire Health Systems is currently seeking a BC/
BE Urologist to join our hospital-based practice
This is an exceptional opportunity for new and experienced providers:
• Hospital based practice of 6 physicians and 2 APP’s
• Collaborative, team approach to patient care
• Focused on incontinence, BPH and robotic surgery
• Offers patient care in three locations throughout Berkshire County
• Long standing physicians providing great mentorship
• Competitive salary along with an exceptional benefits package and
relocation assistance

is
where it
starts.

Located in Western Massachusetts, Berkshire Medical Center is the
region’s leading provider of comprehensive health care services.
• 302-bed community teaching hospital with residency programs
• A major teaching affiliate of the University of Massachusetts
Medical School and UNECOM
• Award-winning programs, nationally recognized physicians, and
world-class technology
• Medical Center equipped with fulltime hospitalist coverage
Live, Work and Play – you can do it all here. One of the most beautiful
settings in the northeast makes it easy to balance work with a healthy
personal lifestyle.
• Small town New England charm alongside endless cultural
opportunities of a big city
• Excellent public and private schools, world renowned music, art,
theater, and museums, as well as year round recreational activities
from skiing to kayaking
• Just 2 ½ hours from both Boston and New York City
For more information please contact:
Michelle Lillie, Physician Recruiter
Berkshire Health Systems
(413) 395-7689
mlillie@bhs1.org
www.berkshirehealthsystems.org
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Malpractice Consult

You’ve received a subpoena:
What should you do?
Be sure to obtain a release before providing patient records

A

KENTON H.
STEELE, ESQ
Steele is an attorney in
the Columbus, Ohio,
office of Reminger Co,
LPA. He specializes in
malpractice defense
and insurance litigation.
Please contact him at
KSteele@reminger.com
with any feedback or
comments on
this column.

+

t some point in nearly every practitioner’s career,
they will be the recipient of some type of subpoena.
Although being on the receiving end of a legal document stating that “you are hereby commanded” to respond
in one form or another can be intimidating, knowing how to
handle a subpoena response can alleviate some anxiety associated with being compelled to become involved in a legal
proceeding. This column will explain the different types of
subpoenas and best practices for responding to a subpoena.

WHAT IS A SUBPOENA?
Subpoenas have been a component of the common law system
as far back as the 14th century. In the simplest terms, a
subpoena is a writ issued by a court or government agency to
compel a witness to provide information. There are 2 types of
subpoenas:
1. Subpoena ad testificandum, a writ ordering a person
to provide oral testimony in response to questions at a
deposition or trial
2.Subpoena duces tecum, a writ ordering that a person or
organization produce physical evidence, usually documents, to the requesting authority or party
What separates a subpoena from a simple request for information is that a subpoena carries the authority of the court or
agency from which it is issued, so a failure to respond could
lead to serious repercussions. However, in the context of
requests for medical records or other information obtained
while providing care and treatment, a failure to consider
privacy and other concerns could also lead to problems. As
such, giving careful thought to when and how to respond to a
subpoena is critical.

WHAT TO KNOW ABOUT RESPONDING TO A SUBPOENA

Try our
e-newsletter
on for size!
Using your
smartphone
camera, hover over
the QR code to scan.
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In the context of medical professionals, the most common type
of subpoena is a request for the medical and billing records
for a patient whom you have treated. Although these types
of requests are common, reflexively producing the requested
records can be a costly mistake. It is important to remember
that there is generally an obligation to protect the confidentiality of information derived from the doctor-patient relationship.
Moreover, the unauthorized release of a patient’s records can
result in civil penalties or a possible disciplinary action from
the relevant licensing board. As such, it is crucial that a proper
release be obtained before the release of any patient records.

A common situation in which complications can arise is
when the request for records is made on behalf of the parent
of a patient who is a minor. Issues often occur in divorce
and custody proceedings in which the parents of the minor
seek to use medical records to gain some type of leverage in
their dispute with the other parent. However, it is often the
case that only one of the parents has authority to authorize
the release of the minor’s information. As such, it is strongly
advised that you consult with an attorney with any questions
concerning a response to even a seemingly simple subpoena
for records.
The other type of subpoena to be aware of is the above-referenced subpoena ad testificandum—a subpoena for giving
oral testimony in response to live questioning from an attorney. Again, contacting an attorney to represent you in
responding to the subpoena is strongly advised. Moreover,
many liability insurance policies provide coverage for assistance with subpoena responses. If you are uncertain whether
you have this type of coverage, contacting your insurer now,
before a subpoena is received, may help things run more
smoothly when a subpoena is received. Although being
subpoenaed based on having been a treating physician for a
party to a lawsuit may seem like a relatively low-risk endeavor,
consulting with an attorney and allowing that attorney to
interface with the other counsel involved in the case can help
reduce the risk of becoming further embroiled in any pending
legal action. Finally, having counsel review the subpoena can
be critical in determining whether the subpoena is even valid
and whether any direct response is necessary.
Depending on the type of subpoena you’ve received and the
type of information you are asked to provide, you may be entitled to compensation for the time and expense associated with
responding. The standards for the type of compensation available vary significantly in different jurisdictions and are based
on the type of information sought through the subpoena.
Again, this is an issue likely best addressed by your attorney.
As with most legal issues, there is no one-size-fits-all advice
for responding to subpoenas. Although some subpoenas are
more straightforward than others, carefully considering
what response, if any, is required is critical for avoiding serious headaches that can stem from the improper handling of
a subpoena response. Even when subpoenas seem routine, it
is generally wise to have your own counsel or in-house legal
team involved in overseeing the process of responding.

•
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CAMCEVI® (leuprolide) injectable emulsion, for subcutaneous use
Initial U.S. Approval: 2021

Table 1. Adverse Reactions Occurring in ≥5% of Patients - FP01C-13-001
Adverse Reaction N=137

BRIEF SUMMARY OF PRESCRIBING INFORMATION

The following is a brief summary. Please see the package insert for full Prescribing Information.

Vascular disorders

Musculoskeletal and connective tissue disorders

INDICATIONS AND USAGE

Hot flush
Hypertensionb
General disorders and administration site conditions
Injection site reactionsc
Fatigued
Infections and infestations
Upper respiratory tract infectione

Musculoskeletal painf
Pain in extremity
Arthralgia
Renal and urinary disorders
Micturition urgencyg
Nocturia
Nervous system disorders
Dizzinessh

a

CAMCEVI is indicated for the treatment of adult patients with advanced prostate cancer.

RECOMMENDED DOSAGE

CAMCEVI must be administered by a healthcare provider.
The recommended dose of CAMCEVI is 42 mg administered subcutaneously once every 6 months.

CONTRAINDICATIONS

CAMCEVI is contraindicated in patients known to be hypersensitive to GnRH, GnRH agonist analogs, or
any of the excipients in CAMCEVI. Anaphylactic reactions to GnRH agonist analogs have been reported
in the medical literature.

WARNINGS AND PRECAUTIONS
Tumor Flare

CAMCEVI, like other GnRH agonists, causes a transient increase in serum levels of testosterone during
the first week of treatment, declining thereafter to baseline levels or below by the end of the second
week of treatment. Transient worsening of symptoms, or the occurrence of additional signs and
symptoms of prostate cancer, may develop during the first few weeks of CAMCEVI treatment. Patients
treated with CAMCEVI may experience a temporary increase in bone pain, which can be managed
symptomatically.
As with other GnRH agonists, cases of ureteral obstruction and spinal cord compression have been
observed, which may contribute to paralysis with or without fatal complications.
Patients with metastatic vertebral lesions and/or with urinary tract obstruction should be closely
observed during the first few weeks of therapy.

Hyperglycemia and Diabetes

Hyperglycemia and an increased risk of developing diabetes have been reported in men receiving GnRH
agonists. Hyperglycemia may represent the development of diabetes mellitus or worsening of glycemic
control in patients with diabetes. Monitor blood glucose and/or glycosylated hemoglobin (HbA1c)
periodically in patients receiving a GnRH agonist and manage with current practice for treatment of
hyperglycemia or diabetes.

Cardiovascular Diseases

Increased risk of developing myocardial infarction, sudden cardiac death, and stroke has been reported
in association with use of GnRH agonists in men. The risk appears low based on the reported odds
ratios, and should be evaluated carefully along with cardiovascular risk factors when determining a
treatment for patients with prostate cancer. Patients receiving a GnRH agonist should be monitored for
symptoms and signs suggestive of development of cardiovascular disease and be managed according to
current clinical practice.

QT/QTc Prolongation

Androgen deprivation therapy may prolong the QT/QTc interval. Providers should consider whether the
benefits of androgen deprivation therapy outweigh the potential risks in patients with congenital long
QT syndrome, congestive heart failure, frequent electrolyte abnormalities, and in patients taking drugs
known to prolong the QT interval. Electrolyte abnormalities should be corrected. Consider periodic
monitoring of electrocardiograms and electrolytes.

Convulsions

Convulsions have been reported in patients receiving GnRH agonists, like CAMCEVI. Manage patients
receiving a GnRH agonist who experience convulsions according to current clinical practice.

Laboratory Tests

Hot flush and flushing. b Hypertension, essential hypertension, and blood pressure increased. c Injection site pain, injection site
erythema, injection site hemorrhage, injection site nodule, injection site paraesthesia, injection site pruritus, and injection site
warmth. d Fatigue and asthenia. e Upper respiratory tract infection, sinusitis, and nasopharyngitis. f Musculoskeletal pain, back pain,
and bone pain. g Micturition urgency and dysuria. h Dizziness, dizziness postural, vertigo, and vertigo positional.

a

USE IN SPECIFIC POPULATIONS
Pregnancy
Risk Summary

Based on findings in animal studies and mechanism of action, CAMCEVI can cause fetal harm when
administered to a pregnant woman. There are no available data in pregnant women to inform the
drug-associated risk. In animal developmental and reproductive toxicology studies, administration of a
monthly formulation of leuprolide on day 6 of pregnancy (sustained exposure was expected throughout
the period of organogenesis) caused adverse embryo-fetal toxicity in animals at doses less than the
human dose based on body surface area using an estimated daily dose. Advise pregnant patients and
females of reproductive potential of the potential risk to the fetus.

Data
Animal Data

Major fetal malformations were observed in developmental and reproductive toxicology studies in
rabbits after a single administration of a monthly formulation of leuprolide administered on day 6 of
pregnancy at test dosages of 0.00024, 0.0024, and 0.024 mg/kg (approximately 1/1500 to 1/15
the human dose based on body surface area using an estimated daily dose in animals and humans).
Since a depot formulation was utilized in the study, a sustained exposure to leuprolide was expected
throughout the period of organogenesis and to the end of gestation. Similar studies in rats did not
demonstrate an increase in fetal malformations, however, there was increased fetal mortality and
decreased fetal weights with the two higher doses of the monthly formulation of leuprolide in rabbits
and with the highest dose in rats.

Lactation
Risk Summary

The safety and efficacy of CAMCEVI have not been established in females. There is no information
regarding the presence of leuprolide in human milk, the effects on the breastfed child, or the effects
on milk production. Because many drugs are excreted in human milk and because of the potential for
serious adverse reactions in a breastfed child, a decision should be made to discontinue breastfeeding
or discontinue the drug, taking into account the importance of the drug to the mother.

Females and Males of Reproductive Potential
Infertility
Males

Based on findings in animals and mechanism of action, CAMCEVI may impair fertility in males of
reproductive potential.

Monitor serum levels of testosterone following injection of CAMCEVI. In the majority of patients treated
with CAMCEVI, testosterone levels increased above baseline during the first week, and then declined
thereafter to castration levels (<50 ng/dL) within 4 weeks.

Pediatric Use

Embryo-Fetal Toxicity

Of the 137 patients who received CAMCEVI in the FP01C-13-001 study, 74% were 65 years of age or
older, while 37% were 75 years of age or older. No overall differences in safety or effectiveness were
observed between these patients and younger patients.

Based on findings in animal studies and mechanism of action, CAMCEVI can cause fetal harm when
administered to a pregnant woman. In animal developmental and reproductive toxicology studies,
administration of a monthly formulation of leuprolide on day 6 of pregnancy (sustained exposure was
expected throughout the period of organogenesis) caused adverse embryo-fetal toxicity in animals
at doses less than the human dose based on body surface area using an estimated daily dose. Advise
pregnant patients and females of reproductive potential of the potential risk to the fetus.

ADVERSE REACTIONS
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. In an open-label, non-comparative clinical
trial (FP01C-13-001), patients with advanced prostate cancer received CAMCEVI administered
subcutaneously at a dose of 42 mg on Day 0 and Day 168. Of 137 patients enrolled, 93% received both
doses of CAMCEVI.
Serious adverse reactions occurred in 15% of patients who received CAMCEVI, including 1% of patients
who experienced subdural hematoma. Fatal adverse reactions occurred in 2% of patients, including
cerebrovascular accident (0.7%) and pulmonary embolism (0.7%).
The most common adverse reactions (>10%) occurring during a median follow-up duration of
336 days were hot flush, hypertension, injection site reactions, upper respiratory tract infections,
musculoskeletal pain, fatigue, and pain in extremity.
Table 1 summarizes the adverse reactions in FP01C-13-001.
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The safety and efficacy of CAMCEVI in pediatric patients have not been established.

Geriatric Use

NONCLINICAL TOXICOLOGY
Carcinogenesis, Mutagenesis, Impairment of Fertility

Two-year carcinogenicity studies were conducted with leuprolide in rats and mice. In rats, a doserelated increase of benign pituitary hyperplasia and benign pituitary adenomas was noted at 24 months
when the drug was administered subcutaneously at high daily doses (0.6 to 4 mg/kg). There was a
significant but not dose-related increase of pancreatic islet-cell adenomas in females and of testicular
interstitial cell adenomas in males (highest incidence in the low dose group). In mice, no pituitary
abnormalities were observed at a dose as high as 60 mg/kg for 2 years. Patients have been treated with
leuprolide for up to 3 years with doses as high as 10 mg/day and for 2 years with doses as high as 20
mg/day without demonstrable pituitary abnormalities.
Mutagenicity studies have been performed with leuprolide using bacterial and mammalian systems.
These studies provided no evidence of mutagenic potential.
Leuprolide may reduce male and female fertility. Administration of leuprolide to male and female rats at
doses of 0.024, 0.24, and 2.4 mg/kg as monthly depot formulation for up to 3 months (approximately
as low as 1/30 of the human dose based on body surface area using an estimated daily dose in animals
and humans) caused atrophy of the reproductive organs, and suppression of reproductive function.
These changes were reversible upon cessation of treatment.
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FOR THE TREATMENT OF
ADVANCED PROSTATE CANCER IN ADULTS

SIMPLE IS RIGHT AT HAND
CAMCEVI® IS THE FIRST SUB-Q LEUPROLIDE
THAT COMES PREFILLED WITH NO MIXING1
LEARN ABOUT PREPARATION

UNIQUE J CODE J1952

IMPORTANT SAFETY INFORMATION

Do not use CAMCEVI in patients with hypersensitivity to GnRH,
GnRH agonist analogs, or any of the components of CAMCEVI as
anaphylactic reactions to these drugs have been reported in the
medical literature.
®

CAMCEVI, like other GnRH agonists, causes a transient increase
in serum levels of testosterone during the first week of treatment
which can cause transient worsening of symptoms. As with
other GnRH agonists, cases of ureteral obstruction, spinal cord
compression, have been observed, which may contribute to
paralysis with or without fatal complications.
Patients with metastatic vertebral lesions and/or with urinary
tract obstruction should be closely observed during the first few
weeks of therapy.
Hyperglycemia and an increased risk of developing diabetes have
been reported in men receiving GnRH agonists. Blood glucose
levels should be monitored and managed according to current
clinical practice.
Increased risk of myocardial infarction, sudden cardiac death, and
stroke has been reported in association with the use of GnRH
agonists. The risk appears low based on the reported odds ratios
and should be evaluated carefully along with cardiovascular risk
factors when determining a treatment for patients with prostate
cancer. Patients should be monitored for cardiovascular disease
and according to current clinical practice.

Androgen deprivation therapy may prolong the QT interval.
Consider periodic monitoring of electrocardiograms and
electrolytes.
Convulsions have been reported in patients receiving GnRH
agonists, like CAMCEVI. Patients experiencing convulsions should
be managed according to the current clinical practice.
Monitor serum levels of testosterone following injection of
CAMCEVI.
Based on findings in animal studies and mechanism of action,
CAMCEVI may cause fetal harm when administered to pregnant
women.
The most common (≥10%) adverse reactions during a median
follow-up of 336 days were hot flush, hypertension, injection site
reactions, upper respiratory tract infections, musculoskeletal pain,
fatigue, and pain in extremity.

INDICATION

CAMCEVI is indicated for the treatment of adult patients
with advanced prostate cancer.
Please see Brief Summary of Information
on adjacent page.
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1. CAMCEVI. Prescribing information. Accord BioPharma; May 2021.
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