
EXPERT CLINICAL ANALYSIS. PRACTICE ADVICE. POLICY PERSPECTIVES.

Vol. 50 | No. 06 | December 2022 | UrologyTimes.

OVER ACTIVE BL ADDER/INCONTINENCE

headline line here headline here

PROSTATE CANCER

Headline here headline here

KIDNEY CANCER

Headline here headline here

BL ADDER CANCER

Headline here headline here

SEXUAL DYSFUNCTION

Headline here headline here

headline here here 
rhere here here

Subhead here subhead

EXPERT CLINICAL ANALYSIS. PRACTICE ADVICE. POLICY PERSPECTIVES.

Vol. 50 | No. 12 | December 2022 | UrologyTimes.com

2022 Urology 
Pipeline Report

MALE INFERTILIT Y

Dubin discusses the wide-ranging impact
of male infertility treatments

KIDNEY CANCER

Overview of kidney cancer epidemiology 
underscores importance of modifiable

risk factors

PROSTATE CANCER

2-year update sustains promise of 
pembrolizumab plus abiraterone in mCRPC

CODING

Breaking down the CMS 2023 
final rule for urologists

See reverse side for a message from AACU

UT1222_CVTP_AACU False cover.indd   1UT1222_CVTP_AACU False cover.indd   1 12/7/22   10:07 AM12/7/22   10:07 AM



Proud Sponsor of 

Protecting the political and professional interests of Urology since 1968

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.

Best regards,

Damara L. Kaplan, PhD, MD
President
American Association of Clinical Urologists
www.aacuweb.org
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In recent years, radiopharmaceutical innovations have greatly improved our 

ability to detect and localize prostate cancer. Until recently, conventional 

imaging, including bone scan, computed tomography (CT), and magnetic 

resonance imaging (MRI), has been the standard of care in prostate cancer 

imaging. These conventional imaging modalities have limitations, including 

diagnostic performance at low prostate-specifi c antigen (PSA) levels.1,2

Technological advances have led to the research and development of more 

sensitive imaging agents and modalities.1,3 Specifi cally, positron emission 

tomography (PET) radiopharmaceuticals are increasingly being used to 

target prostate-specifi c membrane antigen (PSMA), and a growing body 

of scientifi c evidence supports their favorable imaging performance.1

Blue Earth Diagnostics is exploring a new investigational PSMA targeting 

technology with unique potential.4-6

PSMA as a target 

PSMA is an obvious target for PET imaging in 
prostate cancer. It is a well characterized type II 
transmembrane protein with folate hydrolase 
activity. Present in normal prostatic tissue, PSMA 
is upregulated in the majority of primary and 
metastatic prostate cancer lesions.7-9

Several characteristics make PSMA an ideal 
target for molecular imaging, including:   

• High expression on prostate cancer cells10

•  Limited expression on benign prostate tissue 
and extraprostatic tissue10

•  Well-characterized binding site that can be 
targeted by small-molecule ligands10

•  Internalization of bound agents, allowing for 
concentration within tumor cells10

•  PSMA expression can be correlated with 
Gleason grade and has been shown to be 
enhanced in metastatic and castrate-resistant 
prostate cancer9,10

PSMA imaging agents are designed to bind to 
the extracellular domain of PSMA to then be 
internalized by prostate cancer cells via 
endocytosis. When labeled with a ß+ emitting 
radioisotope, these agents can detect 
extracellular expression of PSMA with PET 
imaging.9-11 PSMA-targeting radiopharmaceuticals 
are characterized by rapid clearance from 
the blood and nontarget tissue, which can 
result in low background activity.9

A novel investigational 
PSMA-targeting technology for 
prostate cancer imaging 

Currently available 
PSMA agents are either 
labeled with gallium-68 
(68Ga) or fl uorine-18 
(18F), 2 ß+ emitting 
radioisotopes. In recent 
years, 18F has been 
recognized to have certain 
advantages over 68Ga.9

While 68Ga can be 
produced with either a 
cyclotron or generator, 
production capacity 
via generator is limited 
to 2 to 4 patient doses 
daily. 68Ga also has a 
relatively short half-
life of 68 minutes, 
limiting its transportation 

to centers.9 18F has an 
110-minute half-life 
and may be produced 
in large batches via a 
cyclotron, which 
allows for centralized 
production and 
subsequent broad 
distribution to imaging 
facilities (see Table 1).12,13

Radioisotope 
selection and 
labeling

Urology Times • Trim size 10” x 12” • BLU-3249
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Blue Earth Diagnostics is at the forefront in the 
investigation of prostate cancer imaging, with 
worldwide exclusive licenses to radiohybrid 
PSMA (rhPSMA) technology.

The rhPSMA design features 2 radionuclide 
acceptor sites that can be labeled with α or 
ß emitting radionuclides (Figure 1). Figure 1A 
depicts the rhPSMA molecule for potential 
diagnostic use, where one acceptor site is 
labeled with a radioactive imaging isotope, 
and the other site with a nonradioactive 
isotope. Figure 1B depicts the molecule for 
potential therapeutic use, where one 
acceptor site is labeled with a radioactive 
therapeutic isotope and the other site with 
a nonradioactive isotope.6

Review the phase 3 clinical studies for 
rhPSMA technology4,5: 

•  Learn more about the LIGHTHOUSE study 
in men with newly diagnosed prostate 
cancer at clinicaltrials.gov/ct2/show/
NCT04186819 

•  Learn more about the SPOTLIGHT study 
in men with suspected prostate cancer 
recurrence at clinicaltrials.gov/ct2/show/
NCT04186845

Blue Earth Diagnostics is committed 
to breaking new ground

Blue Earth Diagnostics is an established 
leader in the development of novel PET 
imaging agents to inform clinical 
management decisions with the goal of 
positively impacting overall outcomes for 
patients with prostate cancer. 

Our goals are to:

• Develop cutting-edge technology

•  Build innovative solutions

•  Enhance access to radiopharmaceuticals and 
provide customer and practice support

©2022 Blue Earth Diagnostics, Inc. All rights reserved. MLR22-P003A 08/22

Radiohybrid PSMA technology is investigational and not approved by the US Food and Drug Administration (FDA).   

References: 1. Jadvar H, Calais J, Fanti S, et al. J Nucl Med. 2022;63(1):59-68. doi:10.2967/jnumed.121.263262 2. Expert Panel on Urologic Imaging; 
Froemming AT, Verma S, Eberhardt SC, et al. J Am Coll Radiol. 2018;15(5S):S132-S149. doi:10.1016/j.jacr.2018.03.019 3. Crawford ED, Koo PJ, Shore N, 
et al. J Urol. 2019;201(4):682-692. doi:10.1016/j.juro.2018.05.164 4. Blue Earth Diagnostics. March 17, 2022. Accessed July 27, 2022. 
https://clinicaltrials.gov/ct2/show/NCT04186819 5. Blue Earth Diagnostics. March 17, 2022. Accessed July 27, 2022. https://clinicaltrials.gov/ct2/show/
NCT04186845 6. Wurzer A, Di Carlo D, Schmidt A, et al. J Nucl Med. 2020;61(5):735-742. doi:10.2967/jnumed.119.234922 7. Sarkar S, Das S. Biomed 
Eng Comput Biol. 2016;7(suppl 1):1-15. doi:10.4137/BECB.S34255 8. Hofman MS, Hicks RJ, Maurer T, Eiber M. Radiographics. 2018;38(1):200-217. 
doi:10.1148/rg.2018170108 9. Piron S, Verhoeven J, Vanhove C, De Vos F. Nucl Med Biol. 2022;106-107:29-51. doi:10.1016/j.nucmedbio.2021.12.005 
10. Donin NM, Reiter RE. J Nucl Med. 2018;59(2):177-182. doi:10.2967/jnumed.117.191874 11. Tolvanen T, Kalliokoski K, Malaspina S, et al. J Nucl 
Med. 2021;62(5):679-684. doi:10.2967/jnumed.120.252114 12. Jacobson O, Kiesewetter DO, Chen X. Bioconjug Chem. 2015;26(1):1-18. doi:10.1021/
bc500475e 13. Gorin MA, Pomper MG, Rowe SP. BJU Int. 2016;117(5):715-716. doi:10.1111/bju.13435 14. Conti M, Eriksson L. EJNMMI Phys. 2016;3(1):8. 
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Register at prostatecancer-blueearthdx.com for the latest company news and developments.

Adapted from Wurzer A et al. J Nucl Med. 2020.6
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Figure 1. Example of a radiohybrid structure
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In addition, 18F has an 
energy profi le that may 
contribute to a more 
favorable spatial resolution, 
which may enable 18F to 
better detect lesions that 
are small and near each 
other compared with 
68Ga (see Table 1).  9,12-14

Table 1. Radioisotope features9,12-14

18F 68Ga

Half-life 110 minutes 68 minutes

Positron decay ratio 97% 89%

Maximum positron energy 0.635 MeV 1.899 MeV

Mean positron range 0.6 mm 3.5 mm

Production method Cyclotron Generator or cyclotron
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F  or Urology Times®, this was no ordinary year. 2022 
marked the 50th anniversary of our publication and 
it has been terri� c marking this milestone through-
out the year via our series on innovations in urology. 

From the development of the arti� cial urinary sphincter to the 
debut of Viagra, we tackled topics across the wide spectrum of 
urological care, and I want to thank all the clinicians who took 
time out of their busy schedules to discuss these innovations 
with us. In this issue, we highlight treatments for male infer-
tility, with Justin Dubin, MD, providing poignant insights 
on this subspecialty area. “When we look at the history of 
male infertility and its treatments, I would argue that almost 
no other surgical subspecialty within urology has changed as 
dramatically,” Dubin says in the interview.

This issue also features a comprehensive look back at the year’s 
developments in urology pipeline. From reading this year’s report, 
it’s clear that the spirit of innovation is thriving in the specialty.

One innovation in urology that remains a hot topic is pros-
tate-speci� c membrane antigen (PSMA)-targeting agents. In 
this issue, we recap a recent Viewpoints video discussion in 
which 4 experts discussed PSMA tracers and how they can be 
used to improve the treatment of patients with prostate cancer.

It was another great year for the LUGPA Annual Meeting, 
which featured a rich continuing medical education program and 
plenty of health policy discussion for attendees. Urology Times®

was on site in Chicago, Illinois, for the November meeting and 
we feature some of our coverage in this issue. Topics presented 
at this year’s meeting included reimbursement concerns, staf� ng 
issues, diversity in urology care, and many more.

Our columns this month include Coding and Reimbursement, 
in which Jonathan Rubenstein, MD, and Mark Painter offer an 
incisive look at the calendar year 2023 Medicare Physician Fee 
Schedule Final Rule. They write, “Although the general changes 
in the physician fee schedule outside of the budget-mandated 
decreases are of minimal impact, we are once again are at the 

mercy of Congress to help avert what in total amounts to a –9.5% 
cut to Medicare payments to Urologists for professional services 
and an additional 4% reduction in reimbursement for buy and 
bill drugs. Given today’s in� ation, staff shortages, and other 
overhead expense increases, the outlook is not a happy one.”

In Practice Matters, Robert A. Dowling, MD, discusses 
patient access to health care information, “The traditional 
information asymmetry in medicine is changing. Patients are 
empowered by federal laws and regulations to have timely 
and unrestricted access to their health information, including 
but not limited to almost everything in the electronic health 
record,” Dowling writes.

For Money Matters, Jeff Witz, CFP, outlines key year-end 
� nancial tasks that should be on your to-do list, including 
replenishing your emergency fund, maxing out retirement 
accounts, and making contributions to 529 savings plan 
accounts. “It is always a good idea to review your budget and 
determine whether your necessary spending has increased or 
decreased and then review your emergency fund to ensure it is 
properly funded,” Witz advises.

Finally, for Malpractice Consult, Kenton H. Steele, Esq, 
considers whether federal regulations on hospital-acquired condi-
tions create liability.

As we head into year 51 of publication, I want to extend a 
special thanks to each and every reader who has helped make 
Urology Times® the success it has been across the decades. We 
are truly honored and privileged to continue to serve practicing 
urologists with clinical updates, practice management advice, 
and health policy perspectives. Thank you for reading, and 
happy holidays! •

Here’s to 50 years of keeping 
urologists up to date

MIKE HENNESSY JR
Mike Hennessy Jr is president and CEO of 
Urology Times®’ parent company, MJH Life Sciences®.

Publisher’s Note
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Q. What are some of the key male infer-
tility treatments that have been developed 
over the past 50 years?
DUBIN: When we look at the history of male 
infertility and its treatments, I would argue 
that almost no other surgical subspecialty 
within urology has changed as dramatically. 
Breaking down the key developments, there 
are really 2 that come to mind. One is the 
development of in vitro fertilization [IVF] 
and intracytoplasmic sperm injection [ICSI]. 
These 2 technologies have provided couples 
who…may not have been able to conceive 
naturally the [opportunity] to have biological 
children and create families.

The second thing that is really important in 
the � eld of male infertility is the creation and 
implementation of the surgical microscope. A 
large portion of andrological surgery requires 
operating in very small � elds on small parts 
of the body, and to do surgery well on these 
parts, obviously, you need to see what you’re 
doing. So the ability to use a microscope has 
been incredibly important.

Q. Why should these treatments be part 
of a list of innovations in urology?

DUBIN: When you’re thinking about this 
in pure numbers, about 15% of couples 
[have issues] with fertility, and about 50% 
of the time there is a male factor component 
involved in the family fertility issue. About 
30% of the time, it’s strictly a male fertility 
cause. So when you’re talking about impact, 
I don’t think it gets any bigger than treating 
male infertility. You’re surgically treating the 
man, of course, but you’re really treating the 
couple as a whole and you’re helping poten-
tially create a new life. This is not knocking 
other subspecialties in the � eld; when you’re 
treating that 1 person, you do have an impact 
on that person, obviously, and indirectly, 
you’re affecting their family and friends. But 
when we’re talking about male infertility and 
these advances, we’re directly affecting poten-
tially 3 lives: the male patient, their partner, 
and hopefully the newborn child who results 
from the treatment. In terms of total impact, 
IVF and ICSI have probably changed the lives 
of more people than any technology in urol-
ogy, and maybe in all surgical and medical 
specialties. Prior to the � rst baby being born 
from IVF in 1978, and the � rst baby being 
born through ICSI in the 1990s, for men 

Dubin discusses the wide-ranging 
impact of male infertility treatments

JUSTIN DUBIN, MD
Dubin recently completed 
his andrology fellowship at 

Northwestern University Feinberg 
School of Medicine in Chicago, 
Illinois, and is director of men’s 
health at Memorial Healthcare 
System in Hollywood, Florida.
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with nonobstructive azoospermia, their only 
options for family planning were donor sperm 
or adoption. These men were not provided the 
opportunity to have biological children. But 
once ICSI was developed, where we had the 
ability to take a single sperm from the testicle 
and inject it into a single egg, that completely 
changed the landscape, and it allowed our 
patients to have new potential treatment 
options. Because we only needed 1 sperm, 
we could surgically go into the testicle, hope-
fully � nd sperm in these [patients with] 
production issues, and send it to the lab to 
create a biological child from our patient. It 
really allowed the creation of other surgeries 
such as microTESE [microsurgical testicular 
sperm extraction].

That leads me to the second aspect, which is 
the creation and use of the surgical microscope. 
I mentioned before that a lot of the surgeries 
that we do involve very small parts of the body, 
and they’re really [dif� cult] to see without any 
help. You have the vas deferens, the epididy-
mis, the testicular veins, the testicular arteries, 
and the seminiferous tubules. Prior to micro-
surgery, these [surgeries] were being done on 
a more macroscopic level without good visual-
ization of these structures, and obviously, the 
success rate wasn’t great because of that. But 
the introduction of the surgical microscope in 
the 1970s with the vasectomy reversal, then in 
the 1980s with the varicocelectomy, allowed 
surgeons to perform a safer, more effective 
surgery with higher success rates. Then came 
the microTESE, which was pioneered by Peter 
N. Schlegel, MD, FACS, in 1998 in which we 
use the surgical microscope to selectively look 
at seminiferous tubules within the testicle to 
try to identify tubules that are more likely to 
have sperm. It really changed the game for 
fertility, especially in men with this production 

issue. The data have shown that retrieval rates 
for sperm have been signi� cantly better using 
this microTESE technology.

Q. How have these treatments improved 
the lives of men with infertility?
DUBIN: When you ask the most success-
ful people on Earth who are parents what the 
best thing that they have ever done in their 
lives is, usually they will say it’s becoming a 
parent and creating a family, despite whatever 
else they’ve done. For many men, fatherhood 
is 1 of, if not the most, important experiences 
of their lives, and to give men the opportunity 
to be a father, I don’t think it gets much better 
than that.

Q. What future innovations in male infer-
tility treatment do you anticipate over the 
next several years?
DUBIN: When we’re looking at male infertil-
ity, there’s a lot of room for growth within the 
� eld. It’s still a � eld relatively in its infancy. 
Just to give you an example, we still need to 
get a better grasp of hormones such as FSH 
[follicle-stimulating hormone] and how they 
relate to male infertility. Hopefully, if we can 
understand this a little bit better, we can actu-
ally help advance the � eld with new potential 
medicinal interventions, not just surgical, for 
fertility treatment.

In terms of technology, however, I think 
we’re starting to see the advancement of and 
use of 2 new devices: the 4K 3D surgical 
microscope as well as robotics for micro-
surgery. There have been a lot of exciting 
new techniques and approaches using those 
technologies. I also think arti� cial intelli-
gence might be able to help us identify the 
most likely tubules to have sperm during a 
microTESE.

One of the really cool things that we’re 
looking at for male infertility is not creating 
life but preserving fertility. Currently, patients 
who undergo chemotherapy or radiation 
for cancer are at risk of losing their fertility 
permanently. This becomes really problem-
atic when you have to treat boys who have not 
undergone puberty. They can’t give a semen 
sample to bank before they get treatment, 
and unfortunately, once they are treated with 
chemotherapy or radiation, they may never 
have sperm at all. So what are we going to do 
for them and their future fertility? There’s a 
really cool program that Kyle Orwig, PhD, 
has created. He made a testicular tissue cryo-
preservation protocol in which you collect and 
bank testicular tissue from boys before they 
get their chemotherapy or radiation therapy in 
hopes of, in the future, grafting it back onto 
them after their treatment so that that tissue 
can later on create sperm. He’s doing a lot of 
research in it, and he has successfully been 
able to do this in monkeys. In 2019, he grafted 
testicular tissue back onto a monkey, and that 
graft was able to create sperm that was used to 
create a baby monkey. We’re not there yet with 
humans, but the actual protocol for testicular 
tissue preservation is underway in anticipation 
that we can do this in the future. •

featuring  JUSTIN DUBIN, MD

“In terms of total impact, IVF and ICSI have 
probably changed the lives of more people than 

any technology in urology, and maybe in all 
surgical and medical specialties.”

JUSTIN DUBIN, MD
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Campbell, MD, MS; Darshan P. Patel, MD; Mary K. 
Samplaski, MD; and James M. Hotaling, MD, MS, 
discuss the case of a 45-year-old man who has been on 
weekly testosterone cypionate for 15 years. He and his 
partner are trying to conceive, but the patient is 
azoospermic on semen analysis.
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From artifi cial intelligence so� ware to eCoin to avanafi l, 
2022 was another busy year in the urology space, with 
multiple drugs and devices receiving FDA approval. 
In this article, we look back on the notable developments 

in treatment and diagnostics within the specialty.
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JANUARY 
DTC report on marker of increased 
prostate cancer risk gets FDA clearance
The FDA granted 510(k) clearance to 23and-
Me’s direct-to-consumer (DTC) genetic health 
risk report on a hereditary marker for prostate 
cancer.1 The clearance is speci� cally for report-
ing on the HOXB13 G84E mutation. Research 
has shown that harboring this mutation signi� -
cantly increases a man’s prostate cancer risk. 
According to 23andMe, clinical research has 
shown that 33% to 53% of men harboring the 
G84E variant will develop prostate cancer, and 
these men also tend to develop the disease at an 
earlier age. The prevalence of G84E mutations 
is highest among men with Northern European 
ancestry. Of note, the test does not assess for 
all genetic markers of enhanced prostate cancer 
and the report is not a substitute for recom-
mended cancer screenings.

FEBRUARY
Companion diagnostic is approved for 
pembrolizumab in MSI-H solid tumors
The FDA approved FoundationOne CDx for 
use as a companion diagnostic to identify pa-
tients with solid tumors that are microsatellite 
instability high (MSI-H) and thus eligible to be 
treated with the immunotherapy pembrolizu-
mab (Keytruda).2 Pembrolizumab was ap-
proved by the FDA in 2017 for the treatment 
of patients with MSI-H or mismatch repair 
de� cient solid tumors. The emergence of such 
tumor-agnostic approvals has increased the 
signi� cance of genomic pro� ling in urology.

MARCH
eCoin tibial neurostimulator is 
approved for overactive bladder
The FDA approved the eCoin leadless tibial 
neurostimulator for the management of urinary 
urge incontinence (UUI), a condition expe-
rienced by more than 60% of patients with 
overactive bladder (OAB).3 eCoin is a tibial 
neurostimulator that is the shape and size of 
a nickel. It is implanted in the lower leg under 
local anesthetic in an of� ce or outpatient pro-
cedure by a urologist or urogynecologist. The 
procedure takes approximately 20 minutes. 
The approval was based on results from a piv-
otal, open-label, single-arm trial that included 

133 patients with OAB with UUI. eCoin was 
a third- or fourth-line OAB therapy for these 
patients. OAB drugs were not allowed during 
the trial. eCoin met the primary end point of 
the study by achieving at least a 50% improve-
ment in UUI in 68% of patients after 48 weeks 
of treatment.4

Recharge-free sacral neuromodulation 
system is approved
The FDA approved Axonics F15, a recharge-
free sacral neuromodulation implantable 
neurostimulator (INS) for the treatment of 
patients with bladder and bowel dysfunction.5

Axonics, developer of the device, announced 
the approval in a news release. The Axonics 
F15 uses a primary cell battery and at standard 
stimulation parameters is expected to function 
for at least 15 years, and at lower energy set-
tings, 20 or more years.  The constant current 
automatically adjusts stimulation output, and it 
is MRI compatible with 1.5T and 3.0T whole-
body scanners. The patient’s remote control is a 
recharge-free, intuitive fob.

177Lu-PSMA-617 receives approval
for PSMA-positive mCRPC
The FDA approved the targeted radioligand 
therapy 177Lu-PSMA-617 (LuPSMA; lutetium 
Lu-177 vipivotide tetraxetan; Pluvicto) for 
the treatment of patients with PSMA-positive 
metastatic castration-resistant prostate can-
cer (mCRPC) in the post–androgen receptor 
pathway inhibition, post–taxane-based che-
motherapy setting.6 The approval of LuPSMA 
is based on � ndings from the phase 3 VISION 
trial in which adding LuPSMA to standard of 
care (SOC) led to a nearly 40% reduction in 
the risk of death vs SOC alone in patients with 
progressive PSMA-positive mCRPC.7 The data 
the FDA reviewed showed that at a median 
follow-up of 20.9 months, the addition of 
LuPSMA improved the median overall survival 
by 4 months over SOC alone (HR, 0.62). LuPS-
MA also led to a 60% reduction in the risk of 
disease progression or death (HR, 0.40).7

Testosterone undecanoate capsule
is approved for hypogonadism
The FDA approved testosterone undecanoate 
(Tlando) for the treatment of adult men with 
hypogonadism, according to Antares Pharma, 
developer of the oral treatment for testosterone 

replacement therapy.8 According to the FDA label, 
the treatment is approved for either primary hy-
pogonadism (congenital or acquired), de� ned as 
testicular failure due to conditions such as crypt-
orchidism, bilateral torsion, orchitis, vanishing tes-
tis syndrome, orchiectomy, Klinefelter syndrome, 
chemotherapy, or toxic damage from alcohol or 
heavy metals; or hypogonadotropic hypogonad-
ism (congenital or acquired), de� ned as gonado-
tropin or luteinizing hormone-releasing hormone 
de� ciency or pituitary-hypothalamic injury from 
tumors, trauma, or radiation. The testosterone 
undecanoate capsule was of� cially launched in the 
US hypogonadism market in June 2022. 

APRIL
Subcutaneous formulation of 
leuprolide mesylate launches in US
A ready-to-inject subcutaneous depot formula-
tion of leuprolide mesylate (Camcevi; 42 mg) is 
now commercially available in the United States 
for the treatment of patients with advanced 
prostate cancer.9 The FDA approved the subcu-
taneous formulation in 2021 based on a phase 
3 trial in which the primary end points were 
the percentage of subjects with suppression of 
serum testosterone (≤ 50 ng/dL) by day 28 and 
from day 28 to day 336.10 These end points 
were successfully achieved, as 97% of partici-
pants had a serum testosterone level of 50 ng/
dL or less by the end of the trial. Further, 95.9% 
of participants reached a serum testosterone 
level of 20 ng/dL or less. Of note, following the 
� rst injection of leuprolide mesylate subcutane-
ous injectable suspension at 50 mg, PSA levels 
signi� cantly declined and this PSA reduction 
continued to occur to the end of the study.

JUNE
Hyaluronic acid rectal spacer receives 
FDA clearance
The FDA granted 510K clearance to the hyal-
uronic acid rectal spacer Barrigel for use in pa-
tients with prostate cancer receiving radiother-
apy. Barrigel is used to separate and increase 
the distance between the anterior rectal wall 
and the prostate when the patient is receiving 
radiotherapy. The intent of the technology is to 
decrease the amount of radiation received by 
the rectum, minimizing the potential for long-
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term adverse effects of the treatment. The clear-
ance was based on the Barrigel Prostate Trial, a 
randomized controlled trial that used the rectal 
spacer when administering hypofractionated 
radiotherapy to patients with prostate cancer. 
“Barrigel is proven superior in the reduction 
of acute and long-term grade 2 [or greater 
gastrointestinal] toxicity at 3 and 6 months 
compared [with] control,” Martin King, MD, 
PhD, medical director of the Barrigel Prostate 
Trial, said in a news release.11

JULY 
FDA gives clearance to leva Pelvic 
Health System for fecal incontinence  
The FDA granted clearance to the leva Pelvic 
Health System for the frontline treatment of 
women with chronic fecal incontinence. Leva 
is a small vaginal probe that is implanted and 
paired with a mobile application. Using the sys-
tem helps women strengthen their pelvic � oor 
muscles without medication or surgery. The 
clearance for chronic fecal incontinence follows 
a prior approved indication for the treatment of 
women with stress, mixed, and mild to moder-
ate urinary incontinence. “First-line treatment 
alternatives [for fecal incontinence] have been 
limited in the past so it’s important that clini-
cians can now consider leva as a new treatment 
option that is supported by robust clinical 
data,” Holly E. Richter, PhD, MD, professor and 
J. Marion Sims Endowed Chair in Obstetrics 
and Gynecology at the University of Alabama 
at Birmingham, said in a news release.12

AUGUST
Oral testosterone replacement therapy 
is approved for hypogonadism
The FDA has approved testosterone undeca-
noate (Kyzatrex), an oral testosterone replace-
ment therapy for the treatment of adult males 
with conditions associated with hypogonad-
ism.13 The approval was based on results from 
the multicenter, open-label phase 3 MRS-TU-
2019EXT trial (NCT04467697). The study en-
rolled 155 males with hypogonadism. According 
to investigators, the primary ef� cacy end point 
was the percentage of Kyzatrex-treated patients 
with mean plasma total testosterone concentra-
tion over 24 hours within the normal range of 
222 to 800 ng/dL on the � nal [pharmacokinetic] 

visit of the study at day 90. In the ef� cacy pop-
ulation (n = 139), 88% of participants (n = 122) 
reached the primary study end point. 

Darolutamide is approved for mHSPC
The FDA has approved darolutamide (Nubeqa) 
for use in combination with docetaxel for the 
treatment of patients with metastatic hor-
mone-sensitive prostate cancer (mHSPC).14

The approval was based on � ndings from the 
placebo-controlled phase 3 ARASENS trial 
(NCT02799602), which showed that adding 
darolutamide to standard androgen deprivation 
therapy (ADT) and docetaxel boosted overall 
survival (OS) vs ADT/docetaxel alone in patients 
with mHSPC. Results published in the New 
England Journal of Medicine15 showed that at a 
median follow-up of 43.7 months for darolut-
amide plus ADT/docetaxel and 42.4 months with 
placebo plus ADT/docetaxel, the active therapy 
resulted in a 32.5% reduction in the risk of death 
(HR 0.68; 95% CI 0.57-0.80; P < .001).

AI so� ware for MRI detection of 
prostate cancer gets FDA clearance
The FDA has granted 510(k) clearance to an 
arti� cial intelligence (AI) software program that 
may enhance the ef� ciency and accuracy of pros-
tate cancer diagnosis. Through computer-aided 
detection, ProstatID offers a colorized translu-
cent overlay of 2D axial T2 MRI to identify soft 
tissue lesions that may warrant closer inspec-
tion for potential malignancy. The ProstatID 
algorithm also utilizes the Prostate Imaging 
Reporting and Data System to score the cancer 
probability of suspicious lesions, according to 
manufacturer Bot Image. The company noted in 
a news release that results of 2 internal studies 
showed improved accuracy and a reduced false 
positive rate with the use of ProstatID.16

SEPTEMBER
Label is updated for mitomycin-
containing reverse thermal gel 
The FDA updated the label for mitomycin-con-
taining reverse thermal gel (Jelmyto) in low-
grade upper-tract urothelial cancer by extend-
ing the in-use period for pyelocalyceal solution 
admixture from 8 hours to 96 hours (4 days) 
following reconstitution of the product, ac-
cording to UroGen, developer of the treatment. 
“This label change for Jelmyto gives physicians 

and patients the option to treat in the morning, 
whereas, in most cases, the afternoon was the 
only option before the change,” Rian J. Dick-
stein, MD, chairman of urology at University 
of Maryland Baltimore Washington Medical 
Center, said in a news release. “Previously, cen-
ters with mixing partners had to have Jelmyto 
mixed and sent by courier in the morning; now 
this extension provides added convenience 
of opening up additional scheduling options, 
which is very important as it enables us to more 
ef� ciently manage patient care.”17

NOVEMBER
Leuprolide acetate injection approved 
for use in advanced prostate cancer
The FDA approved an abbreviated new drug 
application for leuprolide acetate for injection 
for the palliative management of advanced 
prostae cancer.18,19 Leuprolide acetate injection 
is a sterile, aqueous, clear, colorless solution that 
is administered through subcutaneous injec-
tion. The package insert states that a controlled 
study showed that leuprolide acetate (1 mg/
day subcutaneous) had a comparable 2-year 
survival rate and objective response rate to DES 
(diethylstilbestrol; 3 mg/day). The insert also 
recommends monitoring response to leuprolide 
acetate injection by measuring serum levels of 
testosterone and prostate-speci� c antigen.

Label updated for avanafi l for men 
with post-RP erectile dysfunction
The FDA has updated the label for avana� l 
(Stendra) to now include positive clinical trial 
data for use of the oral erectile dysfunction 
(ED) drug in men after receiving radical pros-
tatectomy.20 The new data are from a random-
ized, double-blind, parallel, placebo-controlled 
trial (NCT00895011) that included 286 
patients who experienced ED following radical 
prostatectomy. The study was a � xed-dose trial 
with a duration of 3 months. Patients enrolled 
on the trial experienced ED after receiving a 
bilateral, nerve-sparing radical prostatecto-
my. Patients were treated with either 100 mg 
or 200 mg of avana� l once daily. Both doses 
administered in the study led to a statistically 
signi� cant improvement vs placebo for all 3 
primary ef� cacy end points. •

For references visit bit.ly/3XExJkJ
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Introducing Illuccix® in your practice
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ahead of time so you receive reimbursement upon delivery of your first dose of Illuccix®. 
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• Calling 1-(844) 45-TELIX (1-844-455-8638

• Going to https://illucixhcp.com/booking

This service is available Monday through Friday 8:00 AM to 8:00 PM ET. 

INDICATIONS AND USAGE

Illuccix®, after radiolabeling with Ga 68, 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

WARNINGS AND PRECAUTIONS 

Risk for Misdiagnosis 
Image interpretation errors can occur with gallium Ga 68 gozetotide PET. 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 gallium Ga 68 gozetotide for imaging of biochemically 
recurrent prostate cancer seems to be affected by serum PSA levels and by site of disease. 
The performance of gallium Ga 68 gozetotide for imaging of metastatic pelvic lymph nodes prior 
to initial definitive therapy seems to be affected by Gleason score. Gallium Ga 68 gozetotide uptake 
is not specific for prostate cancer and may occur with other types of cancer as well as non-malignant 
processes such as Paget’s disease, fibrous dysplasia, and osteophytosis. Clinical correlation, which may 
include histopathological evaluation of the suspected prostate cancer site, is recommended. 

Radiation Risks 
Gallium Ga 68 gozetotide contributes to a patient’s overall long-term cumulative radiation exposure. 
Long-term cumulative radiation exposure is associated with an increased risk for cancer. Ensure safe 
handling to minimize radiation exposure to the patient and health care workers. Advise patients to 
hydrate before and after administration and to void frequently after administration.

ADVERSE REACTIONS 
The safety of gallium Ga 68 gozetotide was evaluated in 960 patients, each receiving one dose of 
gallium Ga 68 gozetotide. The average injected activity was 188.7 ± 40.7 MBq (5.1 ± 1.1 mCi). No serious 
adverse reactions were attributed to gallium Ga 68 gozetotide. The most commonly reported adverse 
reactions were nausea, diarrhea, and dizziness, occurring at a rate of < 1%. 

DRUG INTERACTIONS 
Androgen deprivation therapy and other therapies targeting the androgen pathway
Androgen deprivation therapy (ADT) and other therapies targeting the androgen pathway, such as 
androgen receptor antagonists, can result in changes in uptake of gallium Ga 68 gozetotide in prostate 
cancer. The effect of these therapies on performance of gallium Ga 68 gozetotide PET has not 
been established.

You are encouraged to report suspected adverse reactions of prescription drugs to the FDA. 

Please note this information is not comprehensive.

Please see brief summary of the full prescribing information on the next page, or 
visit illuccixhcp.com for full prescribing information.

Accuracy When It Matters 
Illuccix has the sensitivity and specificity 
to allow for confidence in guiding clinical 
decision making1

Sensitivity and specificity data were provided from two prospective, open label

studies designed to assess 68Ga-PSMA-11 PET sensitivity, and specificity.

See risk for misdiagnosis and radiation risks in the Important Safety Information.
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Introducing Illuccix® in your practice
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ahead of time so you receive reimbursement upon delivery of your first dose of Illuccix®. 
Schedule your one-on-one onboarding appointment by:

• Calling 1-(844) 45-TELIX (1-844-455-8638

• Going to https://illucixhcp.com/booking

This service is available Monday through Friday 8:00 AM to 8:00 PM ET. 

INDICATIONS AND USAGE

Illuccix®, after radiolabeling with Ga 68, 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

WARNINGS AND PRECAUTIONS 

Risk for Misdiagnosis 
Image interpretation errors can occur with gallium Ga 68 gozetotide PET. 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 gallium Ga 68 gozetotide for imaging of biochemically 
recurrent prostate cancer seems to be affected by serum PSA levels and by site of disease. 
The performance of gallium Ga 68 gozetotide for imaging of metastatic pelvic lymph nodes prior 
to initial definitive therapy seems to be affected by Gleason score. Gallium Ga 68 gozetotide uptake 
is not specific for prostate cancer and may occur with other types of cancer as well as non-malignant 
processes such as Paget’s disease, fibrous dysplasia, and osteophytosis. Clinical correlation, which may 
include histopathological evaluation of the suspected prostate cancer site, is recommended. 

Radiation Risks 
Gallium Ga 68 gozetotide contributes to a patient’s overall long-term cumulative radiation exposure. 
Long-term cumulative radiation exposure is associated with an increased risk for cancer. Ensure safe 
handling to minimize radiation exposure to the patient and health care workers. Advise patients to 
hydrate before and after administration and to void frequently after administration.

ADVERSE REACTIONS 
The safety of gallium Ga 68 gozetotide was evaluated in 960 patients, each receiving one dose of 
gallium Ga 68 gozetotide. The average injected activity was 188.7 ± 40.7 MBq (5.1 ± 1.1 mCi). No serious 
adverse reactions were attributed to gallium Ga 68 gozetotide. The most commonly reported adverse 
reactions were nausea, diarrhea, and dizziness, occurring at a rate of < 1%. 

DRUG INTERACTIONS 
Androgen deprivation therapy and other therapies targeting the androgen pathway
Androgen deprivation therapy (ADT) and other therapies targeting the androgen pathway, such as 
androgen receptor antagonists, can result in changes in uptake of gallium Ga 68 gozetotide in prostate 
cancer. The effect of these therapies on performance of gallium Ga 68 gozetotide PET has not 
been established.

You are encouraged to report suspected adverse reactions of prescription drugs to the FDA. 

Please note this information is not comprehensive.

Please see brief summary of the full prescribing information on the next page, or 
visit illuccixhcp.com for full prescribing information.

Accuracy When It Matters 
Illuccix has the sensitivity and specificity 
to allow for confidence in guiding clinical 
decision making1

Sensitivity and specificity data were provided from two prospective, open label

studies designed to assess 68Ga-PSMA-11 PET sensitivity, and specificity.

See risk for misdiagnosis and radiation risks in the Important Safety Information.
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Illuccix (kit for the preparation of gallium Ga 68 gozetotide Injection)
BRIEF SUMMARY: Consult the full prescribing information for complete product information

WARNINGS AND PRECAUTIONS 

Risk for Misdiagnosis 
Image interpretation errors can occur with gallium Ga 68 gozetotide PET. 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 gallium Ga 68 gozetotide for imaging of biochemically recurrent 
prostate cancer seems to be affected by serum PSA levels and by site of disease [see Clinical Studies (14)]. The performance of gallium Ga 68 gozetotide 
for imaging of metastatic pelvic lymph nodes prior to initial definitive therapy seems to be affected by Gleason score [see Clinical Studies (14)]. Gallium 
Ga 68 gozetotide uptake is not specific for prostate cancer and may occur with other types of cancer as well as non-malignant processes such as Paget’s 
disease, fibrous dysplasia, and osteophytosis. Clinical correlation, which may include histopathological evaluation of the suspected prostate cancer site, 
is recommended. 

Radiation Risks 
Gallium Ga 68 gozetotide contributes to a patient’s overall long-term cumulative radiation exposure. Long-term cumulative radiation exposure is 
associated with an increased risk for cancer. Ensure safe handling to minimize radiation exposure to the patient and health care workers. 
Advise patients to hydrate before and after administration and to void frequently after administration [see Dosage and Administration (2.1, 2.3)].

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.  The safety of ILLUCCIX has been established 
based on studies of another formulation of gallium Ga 68 gozetotide in patients with prostate cancer [see Clinical Studies (14)]. Below is a display of 
the adverse reactions in these studies. The safety of gallium Ga 68 gozetotide was evaluated in 960 patients, each receiving one dose of gallium Ga 68 
gozetotide. The average injected activity was 188.7 ± 40.7 MBq (5.1 ± 1.1 mCi). No serious adverse reactions were attributed to gallium Ga 68 
gozetotide. The most commonly reported adverse reactions were nausea, diarrhea, and dizziness, occurring at a rate of < 1%.

DRUG INTERACTIONS 

Androgen deprivation therapy and other therapies targeting the androgen pathway Androgen deprivation therapy (ADT) and other therapies targeting 
the androgen pathway, such as androgen receptor antagonists, can result in changes in uptake of gallium Ga 68 gozetotide in prostate cancer. The effect 
of these therapies on performance of gallium Ga 68 gozetotide PET has not been established. 

USE IN SPECIFIC POPULATIONS 

Pregnancy 

Risk Summary 
ILLUCCIX is not indicated for use in females. There are no available data with gallium Ga 68 gozetotide injection use in pregnant women to evaluate for 
a drug-associated risk of major birth defects, miscarriage, or adverse maternal or fetal outcomes. All radiopharmaceuticals, including ILLUCCIX, have 
the potential to cause fetal harm depending on the fetal stage of development and the magnitude of the radiation dose. Animal reproduction studies 
have not been conducted with gallium Ga 68 gozetotide. 

Lactation 

Risk Summary 
ILLUCCIX is not indicated for use in females. There are no data on the presence of gallium Ga 68 gozetotide in human milk, the effect on the breastfed 
infant, or the effect on milk production. 

Pediatric Use 

The safety and effectiveness of gallium Ga 68 gozetotide in pediatric patients have not been established. 

Geriatric Use 

The efficacy of gallium Ga 68 gozetotide PET in geriatric patients with prostate cancer is based on data from two prospective studies [see Clinical 
Studies (14)]. Most patients in these trials were 65 years of age or older (72%). The efficacy and safety profiles of gallium Ga 68 gozetotide appear similar 
in younger adult and geriatric patients with prostate cancer, although the number of younger adult patients in the trials was not large enough to allow 
definitive comparison.

1  Illuccix Prescribing Information.
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KIDNEY CANCER

In this interview, Laura Bukavina, MD, MPH; and Sarah 
P. Psutka, MD, MS, discuss “Epidemiology of Renal Cell 
Carcinoma: 2022 Update,” which was recently published 

in European Urology.1

Q. Can you discuss the background and rationale 
behind this paper?
BUKAVINA: Every couple of years, there is a paper about 
epidemiological risk factors of kidney cancer incidence and 
mortality, because we know that there are a lot of things that 
are changing in the world, including risk factors and identi-
� cation of potential risk factors. So every few years, there’s 
an update with any new information that…is relevant for any 
urologist or researcher within kidney cancer.

PSUTKA: Dr Bukavina brings up a really important point, 
which is that as urologists and scientists  we think about 
epidemiology and these basic risk factors as being somewhat 
static. But actually there has been a tremendous amount of 
work and understanding around environmental exposures 
that we didn’t even know existed 10 to 15 years ago, which 
was where a lot of the statistics that I traditionally quoted in 
patient interviews came from. It’s important that we contin-
ually reassess the epidemiology and the risk factors for these 
disease processes. This paper really highlights our greater 
understanding of the genetic and genomic backgrounds 
and risk factors, how those interact with the environment 
and patients’ own personalized risk factors. Getting to 
the nuances of that is critical, which is what these updates 
provide us with an opportunity to highlight.

BUKAVINA: Going back 10, 15, 20 years ago, before we 
had some of the technology that we have available now, clini-
cians used to think of risk factors as lifestyle risk factors. 
Now we know that these risk factors are not just lifestyle 
risk factors, but—whether it’s mutagenic, tumorigenic, or 
carcinogenic potential in these risk factors—it’s your expo-
sure. Some of these risk factors are hereditary, but a lot of 
the things that we see in kidney cancer are exposures that 
you can control, and now we’re getting deeper into the 
mechanisms. That’s important because you might think of 
this as an isolated kidney cancer picture, but exposure is 
exposure, right? Exposure doesn’t predispose you just to 
kidney cancer. Once we � nd something that’s potentially 

relevant to kidney cancer, can we use that information and 
look at other cancers such as bladder cancer or any genito-
urinary cancer? Maybe this is a carcinogen that goes well 
outside the genitourinary space.

Q. What were some of the key points and fi ndings that 
came out of this paper? Were any a surprise to you?
BUKAVINA: We have all known that the incidence of 
renal cell carcinoma—which is the number of cases reported 
per year per 100,000 individuals—has been steadily increas-
ing. That’s been reported in the literature. It’s nothing new. 
What was surprising to me is that the incidence has leveled 
off over the past 2 years. That’s probably because clinicians 
are realizing not everyone needs a CT scan for every small 
abdominal pain or hiccup.

Also, the mortality rate has dropped off. There are 2 schools 
of thought here. Has mortality rate dropped off because our 
incidence has been climbing so high for these incidental, small 
tumors and mortality is not going to be high in those small 
renal masses? Or is mortality improving because our ther-
apy is getting better? Are we just improving the outcomes in 
patients with better therapy? Right now, it’s a bit dif� cult to 
say. There’s a certain lag in time before these therapies were 
instituted to what we’re looking at now, so it’s dif� cult to say.

The second thing I found reassuring is that we see a lot of 
disparities in care and survival in minorities and women, espe-
cially Black patients, and we didn’t see that in kidney cancer. 
Black patients have almost identical mortality as White 
patients, even though they have a higher incidence of kidney 
cancer diagnosis.

PSUTKA: One factor that has become apparent to me 
and that we really tried to highlight in this paper…is the 
component or the risk that comes with kidney disease with 
end-stage renal failure and transplant. There’s increas-
ing understanding of how the immunosuppression that 
comes with undergoing an organ transplant increases the 
risk for cancer. That has been previously stated, but it wasn’t 
strongly acknowledged in the urologic literature.

Also, the association between CKD [chronic kidney disease] 
and end-stage renal failure and increasing risk of kidney 
cancer is a striking and important association to be aware of. 
It’s something that I’m seeing in practice, but it’s a trend that 
hasn’t been strongly acknowledged in our literature. That 
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was something that I found interesting, and it 
heightens the awareness, given the increasing 
prevalence of end-stage renal failure and kidney 
cancer and CKD globally.

Q. What questions arise out of what you 
discovered?
BUKAVINA: The biggest question that arose 
from this is why is there such a lack of large 
familial genetic disorder epidemiological stud-
ies? There are only 7 or 8 hereditary familial 
disorders that we’re basing all of our knowledge 
on. A lot of these, when you look at the studies, 
were assessed in 1000 individuals here, 
500 individuals there, but there’s not a huge 
population study looking at these famil-
ial risk factors. I’m wondering why no one has 
looked at this with huge databases, such as UK 
Biobank and TCGA [The Cancer Genome 
Atlas]. It’s curious that no one has probed to 
see what the actual incidences of these famil-
ial syndromes are, especially if you have a huge, 
healthy cohort to go along with it.

PSUTKA: I think that’s incredibly important. 
In TCGA alone, we identified that somewhere 
between 6% and 9% of kidney cancer cases 
appear to have a germline alteration. That’s 
relatively low. It begs for us to understand more 
about the genetic underpinnings and their 
interactions with these environmental expo-
sures and lifestyle risk factors that predispose 
high sporadic rates of kidney cancer.

There are still a lot of unknowns, such as 
why is there variability in the age presentation? 
Why is the average age at diagnosis younger in 
the United States compared with other devel-
oped countries? Granted, there’s certainly going 
to be the confounding based on the ubiquity of 
cross-sectional imaging and whether it’s a lead-
time bias and we’re just catching them earlier.

There is also substantial variation in these 
environmental exposures. One of the things we 
tried to highlight was that although there are 
germline variants and more well-acknowledged 
genetic syndromes that include kidney cancer, 
there’s an increasing number of other variants of 
kidney cancer that have been identified. If you 
look at the new [World Health Organization] 
classification for kidney cancer, there are all 
of these new histologic variants that we previ-
ously did not identify within the greater context 
of kidney cancer. We are starting to get to the 

genomic underpinnings of those diseases and 
understanding the mutations that are differ-
ent among them. Are we misclassifying some of 
these tumors? Are we missing them?

I think that as we get better at molecularly 
understanding and classifying these diseases, 
we’ll probably get a better understanding of the 
genetic risks. Then we can get to the nuances 
of the interaction between those genetic risks 
and the environmental risks. The holy grail 
here is—and this is potentially a dangerous 
comment—when do we start the risk-adapted 
screening? All the patients that I see come in 
and say, “Why didn’t we look for this? Why did 
I only find this because I went in with gallblad-
der pain?” The truth is, at some point, we may 
have enough of an understanding to be able to 
thoughtfully employ a program such as this. 
We’re far off from that right now.

Overscreening, of course, would be a disser-
vice. Lack of appropriate utilization of active 
surveillance is something we need to continue 
to work on because we don’t want to overtreat 
patients with kidney cancer. Identifying those 
patients who present with these very large tumors 
before they come in because of symptoms—if 
we could figure out ways to start to catch these 
patients earlier, that’s the holy grail. Hopefully, 
as we start to understand these genetic nuances, 
we can get closer to that. That’s what these epide-
miological surveys—and to Dr Bukavina’s point, 
larger, thoughtful genetic surveillance studies—
can potentially do to move the needle here and 
drop mortality rates even lower.

BUKAVINA: Unfortunately, I think a lot of 
patients have heard about these blood screen-
ing tests for all kinds of cancers, but they really 
don’t come close. They use platelet RNAs and 
ctDNAs. For kidney cancer, especially, [the 
sensitivity is] notoriously terrible, less than 
40%. That’s even at stage IV. So these are not 
good tests for screening of any population, let 
alone patients who have hereditary disorders. 
We’re very far away from it, but we’re slowly 
making our way.

Q. What would you say is the take-home 
message for the practicing urologist?
BUKAVINA: We need to continue to push 
the field forward, and the way we do that is to 
evaluate the risk factors and to stratify patients 
based on their risk factors and their genetic 

components. Not every kidney cancer is the 
same. As we continue to learn about them, 
every urologist needs to continue to learn 
with us. We need to be open to the idea that 
we might have to change our practice, not 
just based on a patient’s history but also their 
molecular underpinnings.

PSUTKA: That’s a critical point that 
Dr Bukavina makes. The other thing that I 
would say is a take-home message is that there 
are so many modifiable lifestyle risk factors 
for kidney cancer that even if we modify them 
in the context of a diagnosis, we can improve 
outcomes. Smoking cessation is still a criti-
cal modifiable risk factor. If we stop the patient 
with kidney cancer from smoking at the time 
of diagnosis, we can improve outcomes for that 
patient. Similarly, obesity, visceral adiposity, 
and exercise are key modifiable factors. Patients 
come to us and we tell them about things such 
as surgical treatments that we can offer them, 
immunotherapies, targeted agents, but there 
are many things that they can work on. They 
can reclaim some agency in this whole process 
and control outcomes.

Understanding epidemiologically the impact 
of things such as obesity, smoking, and hyper-
tension—those are all factors that are very 
useful to be aware of in our clinical practice. 
Hopefully, there’s a little something in this 
paper for everyone. Dr Bukavina did a beauti-
ful job of describing the most up-to-date genetic 
and genomic understanding of the background 
of this disease. We also tried to be thought-
ful about putting out what’s known about these 
modifiable risk factors, which is eminently 
important when you’re counseling a patient 
before a nephrectomy.

BUKAVINA: I anticipate in the next update, 
which will happen in a couple of years, there 
are going to be even more things discov-
ered about microbiome and risk factors. The 
microbiome is a very modifiable factor and 
potentially so are exposures in the environ-
ment, such as microplastics. There are several 
projects underway and the next update will 
definitely have more of these available. •
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T he combination of lenvatinib (Lenvima) 
and pembrolizumab (Keytruda) demon-
strated continued improvement in overall 

survival (OS) and progression-free survival 
(PFS) compared with sunitinib (Sutent) with an 
additional 7 months of follow-up for patients 
with advanced clear cell renal cell carcinoma 
(RCC), according to updated findings from 
the phase 3 CLEAR study (NCT02811861). 
Findings were presented at the European 
Society for Medical Oncology (ESMO) 
Congress 2022.1

At a median follow-up of approximately 
33 months, a 28% reduction in the risk of death 
was seen with lenvatinib plus pembrolizumab 
compared with sunitinib (HR, 0.72; 95% CI, 
0.55-0.93). The 24-month OS rate with the 
combination was 80.2% (95% CI, 75.5%-84.1%) 
compared with 69.7% (95% CI, 64.4%-74.3%) 
with sunitinib. Median OS was not estimable for 
either treatment. Median PFS was 23.3 months 
(95% CI, 20.8-27.7) with the combination vs 
9.2 months (95% CI, 6.0-11.0) with sunitinib 
(HR, 0.42; 95% CI, 0.34-0.52).

“These data clearly show that the efficacy 
benefit observed at the primary analysis was 
robust and maintained with longer follow-up, 
once again supporting lenvatinib and pembroli-
zumab as a standard of care in first-line advanced 
RCC,” lead author Camillo G. Porta, MD, said 
during a presentation of the data. Porta is a 
professor in the Interdisciplinary Department of 
Medicine at the University of Bari Aldo Moro in 
Italy. “With longer follow-up, at around 
33 months, lenvatinib and pembrolizumab 
continued to show a clinically meaningful bene-
fit in PFS, OS, and ORR vs sunitinib, consistent 
with primary analysis,” Porta said.

In the 3-arm study, patients were randomly 
assigned evenly to receive lenvatinib orally at 
20 mg daily plus intravenous pembrolizumab 
at 200 mg every 3 weeks (n = 355), lenvatinib at 
18 mg daily plus oral everolimus at 5 mg daily 
(n = 357), or oral sunitinib at 50 mg daily for 

4 weeks on and 2 weeks off (n = 357). Updated 
findings for the everolimus arm were not 
presented at the ESMO congress.

In the combination arm, the median age of 
patients was 64 years, with 54.6% of patients 
younger than age 65. In the sunitinib group, the 
median age was 61 years, with 63% of patients 
younger than age 65. Memorial Sloan Kettering 
Cancer Center (MSKCC) prognostic risk was 
similar between arms. In the combination arm, 
27% of patients had favorable-risk disease, 
63.9% had intermediate-risk disease, and 
9% had poor-risk disease. By International 
mRCC Database Consortium (IMDC) crite-
ria, 59.2% had intermediate-risk disease, 31% 
had favorable-risk disease, 9.3% had poor-risk 
disease, and 0.6% could not be evaluated. The 
PD-L1 combined positive score was 1 or above for 
one-third of patients and below 1 for one-third 
of patients. It was not available for the remaining 
one-third of patients. The most common site of 
metastases was the lung (70.1%), and nearly 
75% had received a prior nephrectomy.

The objective response rate (ORR) was 
71% with lenvatinib plus pembrolizumab (95% 
CI, 66.3%-75.7%) compared with 36.1% (95% CI, 
31.2%-41.1%) for sunitinib (relative risk, 1.97; 95% 
CI, 1.69-2.29). The rate of complete response was 
17.2% with the combination compared with 
4.2% for sunitinib. The median duration of 
response was 26 months (95% CI, 22.2-41.4) with 
lenvatinib/pembrolizumab compared with 
14.7 months (95% CI, 9.4-16.8) with sunitinib.

Initial findings from the study were published 
in The New England Journal of Medicine.2 At this 
point, the median follow-up was 26.6 months and 
the HR for OS was 0.66, favoring lenvatinib and 
pembrolizumab (95% CI, 0.49-0.88; P = .005). The 
median PFS for the combination and sunitinib 
was 23.9 vs 9.2 months, respectively (HR, 0.39; 
95% CI, 0.52-0.80; P < .001).

The most dramatic differences between the 
2 data sets were seen in the complete response 
rates, which increased from 16.1% in the initial 
presentation to 17.2% at the update. “These are 
the highest complete responses ever observed in 

kidney cancer,” Porta said.
The PFS HR for lenvatinib plus pembroli-

zumab vs sunitinib was reported by risk group. 
By MSKCC criteria, the HRs were 0.18 (95% 
CI, 0.08-0.42), 0.46 (95% CI, 0.35-0.60), and 0.43 
(95% CI, 0.29-0.64) for those with poor-, inter-
mediate-, and favorable-risk disease, respectively. 
By IMDC criteria, the HRs were 0.30 (95% CI, 
0.14-0.62), 0.41 (95% CI, 0.30-0.54), and 0.47 
(95% CI, 0.32-0.69), respectively.

The OS HRs were also described by risk 
criteria for the combination vs single agent. By 
MSKCC criteria, the OS HRs were 0.50 (95% 
CI, 0.25-1.02), 0.71 (95% CI, 0.52-0.97), and 1.00 
(95% CI, 0.51-1.96) for poor-, intermediate-, and 
favorable-risk disease, respectively. By IMDC 
criteria, the HRs were 0.39 (95% CI, 0.20-0.77), 
0.72 (95% CI, 0.52-1.00), and 1.22 (95% CI, 0.55-
2.26), respectively.

“PFS for patients across all MSKCC and 
IMDC risk groups and OS for patients across 
poor- and intermediate-risk [disease] groups 
favored lenvatinib and pembrolizumab,” Porta 
noted. “Medians for favorable-risk [disease] groups 
were not reached. There were too few events in 
these groups to form conclusions.”

After 2 years, 101 of 355 patients stopped treat-
ment with pembrolizumab and continued on 

Lenvatinib/pembrolizumab in RCC 
shows sustained results
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“These data clearly show 
that the efficacy benefit 
observed at the primary 
analysis was robust and 
maintained with longer 
follow-up, once again 
supporting lenvatinib and 
pembrolizumab as a 
standard of care in first-line 
advanced RCC.”
CAMILLO G. PORTA, MD
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T he addition of the PD-1 inhibitor 
pembrolizumab (Keytruda) to stan-
dard abiraterone acetate (Zytiga) and 

prednisone continued to show promising 
antitumor activity with acceptable safety in 
chemotherapy-naïve patients with metastatic 
castration-resistant prostate cancer (mCRPC), 
according to 2-year follow-up data from the 
multicohort phase 1b/2 KEYNOTE-365 
(NCT02861573) trial. Findings from the 
trial were shared at the European Society for 
Medical Oncology (ESMO) Congress 2022.1

At a median follow-up of 28.2 months (range, 
20.2-37.6), the objective response rate (ORR) was 
16.2% among patients with disease measurable by 
RECIST v1.1 criteria. The ORR comprised 
1 complete response and 5 partial responses. Across 
the overall population, 56.3% of patients had a 
confirmed prostate-specific antigen (PSA) response 
and 78.6% achieved a PSA level reduction from 
baseline—either confirmed or unconfirmed.

The ongoing open-label, nonrandomized 
KEYNOTE-365 trial explores various combi-
nations of pembrolizumab with other therapies 
in men with mCRPC. The pembrolizumab plus 
abiraterone/prednisone arm is cohort D of the 
study. Cohort D included 103 men with mCRPC 
who were chemotherapy naïve, had an ECOG 
performance status of 0 or 1, and experienced 

disease progression within 6 months of screening.
Patients either had no prior next-generation 

hormonal agents (NHAs) for mCRPC or had 
received the NHA enzalutamide (Xtandi) for 
mCRPC and experienced progressive disease or 
intolerance to the drug. Of the 103 patients treated 
in cohort D, 75 (72.8%) had no prior NHAs and 
27 (26.2%) had prior enzalutamide. One patient had 
prior enzalutamide and abiraterone.

Patients received 200 mg of pembrolizumab 
intravenously every 3 weeks in addition to oral 
doses of 1000 mg of abiraterone daily and 5 mg 
of prednisone twice daily. The primary study end 
points were PSA response (≥ 50% decrease from 
baseline), confirmed ORR per RECIST v1.1 
criteria by blinded independent central review, 
and safety. Secondary end points included radio-
graphic progression-free survival (rPFS), disease 
control rate (DCR), duration of response (DOR), 
and overall survival (OS).

The cutoff date for the data shared at the 
ESMO Congress 2022 was February 14, 2022. 
The 16.2% ORR among patients with disease 
measured by RECIST v1.1 criteria (37 patients) 
comprised an ORR of 21.7% in patients with no 
prior NHAs and an ORR of 7.7% in patients 
with prior enzalutamide. Of note, 2 patients with 
disease that couldn’t be measured per RECIST 
v1.1 criteria had a complete response. The median 
DOR for all responders was not reached (range, 
2.1+ to 24.4+). The DCR was 44.7% across all 

patients, 58.7% in those with no prior NHAs, and 
7.4% in the prior enzalutamide group.

The median OS was 29.7 months and the 
36-month OS rate was 49.5%. The median rPFS 
was 15.1 months and the 24-month rPFS rate was 
33.3%.

Regarding safety, 91.3% of patients experi-
enced a treatment-related adverse event (TRAE). 
TRAEs of grade 3 or 5 occurred in 38.8% of 
patients. Across the population, 18.4% had grade 
3 or 4 alanine transaminase elevation and 12.6% 
had grade 3 or 4 aspartate aminotransferase 
elevation. One patient died of treatment-related 
myasthenic syndrome.

The FDA approved abiraterone plus predni-
sone in 2012 for the treatment of patients with 
mCRPC who had not received prior chemother-
apy. Pembrolizumab does not currently have 
a specific FDA-approved indication for pros-
tate cancer; however, the PD-1 inhibitor does 
have a tumor-agnostic approval for patients 
with microsatellite instability-high or mismatch 
repair–deficient solid tumors. •
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2-year update sustains promise of 
pembrolizumab plus abiraterone in mCRPC

single-agent lenvatinib alone. In this group, the 
OS rate at 36 months was 94.5%. Patients who 
completed 2 years of pembrolizumab had a similar 
disease risk as the full study population, with 
65 having IMDC intermediate- or poor-risk 
disease and 36 having favorable-risk disease.

Invited discussant Kate Young, MD, noted that 
in the absence of head-to-head data, outcomes 
with the combination of lenvatinib and pembroli-
zumab looked “slightly better” than other 
frontline options for RCC, making it an appealing 

choice. Young is locum medical oncology consul-
tant of renal/melanoma at The Royal Marsden 
NHS Foundation Trust in London, United 
Kingdom. However, she cautioned against cross-
trial comparisons.

“Outcome data continue to show clinically 
meaningful benefit in PFS, OS, and ORR, 
supporting lenvatinib and pembrolizumab as a 
first-line treatment option in clear cell RCC for all 
risk groups,” Young said. “The depth of response 
remains impressive, and this is another good first-
line option.” •
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Indication
JEVTANA is a microtubule inhibitor indicated in combination with 
prednisone for treatment of patients with metastatic castration-
resistant prostate cancer (mCRPC) previously treated with a 
docetaxel-containing treatment regimen.

Important Safety Information

WARNING: NEUTROPENIA AND HYPERSENSITIVITY 

Neutropenia: Neutropenic deaths have been reported. Monitor 
for neutropenia with frequent blood cell counts. JEVTANA is 
contraindicated in patients with neutrophil counts of ≤1,500 
cells/mm3. Primary prophylaxis with G-CSF is recommended 
in patients with high-risk clinical features. Consider primary 
prophylaxis with G-CSF in all patients receiving a dose of 
25 mg/m2. 

Severe hypersensitivity: Severe hypersensitivity reactions 
can occur and may include generalized rash/erythema, hypo-
tension and bronchospasm. Severe hypersensitivity reactions 
require immediate discontinuation of the JEVTANA infusion 
and administration of appropriate therapy. Patients should 
receive premedication. JEVTANA is contraindicated in patients 
who have a history of severe hypersensitivity reactions to 
cabazitaxel or to other drugs formulated with polysorbate 80.

CONTRAINDICATIONS
JEVTANA is contraindicated in patients with neutrophil counts of 
≤1,500/mm3, patients with a history of severe hypersensitivity reactions 
to cabazitaxel or to other drugs formulated with polysorbate 80, and 
patients with severe hepatic impairment (total bilirubin >3x upper limit 
of normal (ULN)). 

WARNINGS AND PRECAUTIONS
Bone Marrow Suppression (BMS): BMS manifested as neutropenia, 
anemia, thrombocytopenia and/or pancytopenia may occur. Neutropenic 
deaths have been reported. Monitor blood counts frequently to determine 
if initiation of G-CSF and/or dosage modification is needed. Monitoring 
of complete blood counts is essential on a weekly basis during cycle 1 and 
before each treatment cycle thereafter so that the dose can be adjusted, if 
needed. Caution is recommended in patients with hemoglobin <10 g/dl.
Increased Toxicities in Elderly Patients: Patients ≥65 years of age 
were more likely to experience fatal outcomes not related to disease 
progression and certain adverse reactions, including neutropenia and 
febrile neutropenia. Monitor closely.

Hypersensitivity Reactions: Severe hypersensitivity reactions can 
occur. Premedicate all patients with antihistamines, corticosteroids and 
H

2 antagonists prior to JEVTANA. Observe patients closely, especially 
during the first and second infusions. Discontinue JEVTANA immediately 
if severe hypersensitivity occurs and treat as indicated.

Gastrointestinal (GI) Adverse Reactions: Nausea, vomiting, and 
severe diarrhea may occur. Death related to diarrhea and electrolyte 
imbalance occurred in the randomized clinical trials and mortality related 
to diarrhea has been reported. Intensive measures may be required for 
severe diarrhea and electrolyte imbalance. Rehydrate and treat with 
antiemetics and antidiarrheals as needed. If experiencing grade ≥3 
diarrhea, dosage should be modified.

GI hemorrhage and perforation, ileus, enterocolitis, neutropenic 
enterocolitis, including fatal outcome, have been reported. Risk may 
be increased with neutropenia, age, steroid use, concomitant use of 
NSAIDs, antiplatelet therapy or anticoagulants, and prior history of 
pelvic radiotherapy, adhesions, ulceration and GI bleeding. Abdominal 
pain and tenderness, fever, persistent constipation, diarrhea, with or 
without neutropenia, may be early manifestations of serious GI toxicity 
and should be evaluated and treated promptly. JEVTANA treatment 
delay or discontinuation may be necessary.

Renal Failure: Cases, including those with fatal outcomes, have been 
reported. Identify cause and manage aggressively.

Urinary Disorders including Cystitis: Cystitis, radiation cystitis, and 
hematuria, including that requiring hospitalization, has been reported with 
JEVTANA in patients who previously received pelvic radiation. Cystitis 
from radiation recall may occur late in treatment with JEVTANA. Monitor 
patients who previously received pelvic radiation for signs and symptoms 
of cystitis while on JEVTANA. Interrupt or discontinue JEVTANA in 
patients experiencing severe hemorrhagic cystitis. Medical and/or surgical 
supportive treatment may be required to treat severe hemorrhagic cystitis.

Respiratory Disorders: Interstitial pneumonia/pneumonitis, interstitial 
lung disease and acute respiratory distress syndrome have been reported 
and may be associated with fatal outcome. Patients with underlying lung 
disease may be at higher risk for these events. Acute respiratory distress 
syndrome may occur in the setting of infection. Interrupt JEVTANA if new 
or worsening pulmonary symptoms develop. Closely monitor, promptly 
investigate, and appropriately treat patients receiving JEVTANA. Consider 
discontinuation. The benefit of resuming JEVTANA treatment must be 
carefully evaluated.

Use in Patients with Hepatic Impairment: JEVTANA dose should be 
reduced for patients with mild (total bilirubin >1 to ≤1.5 x ULN or AST 
>1.5 x ULN) and moderate (total bilirubin >1.5 to ≤3.0 x ULN and any 
AST) hepatic impairment, based on tolerability data in these patients. 
Administer JEVTANA 20 mg/m2 for mild hepatic impairment. Administer 
JEVTANA 15 mg/m2 for moderate hepatic impairment. Monitor closely.

Embryo-Fetal Toxicity: JEVTANA can cause fetal harm and loss of 
pregnancy. Advise males with female partners of reproductive potential 
to use effective contraception during treatment and for 3 months after 
the last dose of JEVTANA.

ADVERSE REACTIONS (ARs)
The most common all grades adverse reactions and laboratory abnor-
malities (≥10%) with JEVTANA 20 mg/m² or 25 mg/m² are neutropenia, 
anemia, diarrhea, nausea, fatigue, asthenia, vomiting, hematuria, 
constipation,  decreased appetite, back pain, and abdominal pain.

DRUG INTERACTIONS
Avoid coadministration of JEVTANA with strong CYP3A inhibitors. 
If patients require coadministration of a strong CYP3A inhibitor, 
consider a 25% JEVTANA dose reduction.

USE IN SPECIFIC POPULATIONS
•  Pregnancy: The safety and efficacy of JEVTANA have not been 

established in females. There are no human data on the use of 
JEVTANA in pregnant women to inform the drug-associated risk.

•  Lactation: The safety and efficacy of JEVTANA have not been 
established in females. There is no information available on the 
presence of JEVTANA in human milk, the effects of the drug on 
the breastfed infant, or the effects of the drug on milk production.

•  Females and Males of Reproductive Potential: Advise male 
patients with female partners of reproductive potential to use 
effective contraception during treatment and for 3 months after 
the last dose of JEVTANA.

Please see Brief Summary of full Prescribing Information, 
including Boxed WARNING on following pages.
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HEAD-TO-HEAD CARD DATA MAY

CHANGE HOW YOU 
SEE JEVTANA

CARD Trial: JEVTANA combined with prednisone demonstrated improved efficacy outcomes when compared with a 
second androgen-signaling-targeted inhibitor (ASTI) (abiraterone or enzalutamide), in mCRPC patients who had previously 
received a docetaxel-containing regimen.1

CARD Trial Design: A randomized, open-label, multicenter trial in patients (N=255) with mCRPC who previously received 
docetaxel and had progressed within 12 months on an androgen-signaling-targeted inhibitor—either abiraterone or 
enzalutamide. These patients were randomized 1:1 to JEVTANA (n=129) or abiraterone or enzalutamide (n=126); patients 
received abiraterone if they were previously treated with enzalutamide, or enzalutamide if they were previously treated 
with abiraterone.1,2

rPFS 
(median 8.0 months [95% CI:
5.7-9.2] with JEVTANA [n=129 vs
3.7 months [95% CI: 2.8-5.1] with
abiraterone or enzalutamide [n=126]; 
HR=0.54; 95% CI: 0.40-0.73; 
P<0.0001).1

relative reduction in risk of death
(median OS, 13.6 months [95% CI: 11.5-17.5] 
with JEVTANA [n=129] vs 11.0 months [95% CI: 
9.2-12.9] with abiraterone or enzalutamide [n=126]; 
HR=0.64; 95% CI: 0.46-0.89; P=0.008).1,2

At the cutoff date, 153 deaths were noted, with 70 (54.3%) in the JEVTANA 
group and 83 (65.9%) in the abiraterone or enzalutamide group.2

2X 36%
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JEVTANA® Rx Only
(cabazitaxel) injection, for intravenous use

Brief Summary of Prescribing Information

WARNING: NEUTROPENIA AND HYPERSENSITIVITY

Neutropenia: Neutropenic deaths have been reported. Monitor for neu-
tropenia with frequent blood cell counts. JEVTANA is contraindicated in
patients with neutrophil counts of ≤1,500 cells/mm3. Primary prophylaxis
with G-CSF is recommended in patients with high-risk clinical features.
Consider primary prophylaxis with G-CSF in all patients receiving a dose
of 25 mg/m2 [see Contraindications (4) and Warnings and Precautions
(5.1, 5.2)].

Severe hypersensitivity: Severe hypersensitivity reactions can occur and
may include generalized rash/erythema, hypotension and bronchos-
pasm. Severe hypersensitivity reactions require immediate discontinu-
ation of the JEVTANA infusion and administration of appropriate therapy.
Patients should receive premedication. JEVTANA is contraindicated in
patients who have a history of severe hypersensitivity reactions to
cabazitaxel or to other drugs formulated with polysorbate 80 [see
Dosage and Administration (2.1), Contraindications (4), and Warnings
and Precautions (5.3)].

1 INDICATIONS AND USAGE
JEVTANA® is indicated in combination with prednisone for the treatment of patients
with metastatic castration-resistant prostate cancer previously treated with a doc-
etaxel-containing treatment regimen.
2 DOSAGE AND ADMINISTRATION
2.1 Dosing Information
The recommended dose of JEVTANA is based on calculation of the Body Surface
Area (BSA), and is 20 mg/m2 administered as a one-hour intravenous infusion every
three weeks in combination with oral prednisone 10 mg administered daily
throughout JEVTANA treatment.
A dose of 25 mg/m2 can be used in select patients at the discretion of the treating
healthcare provider [see Warnings and Precautions (5.1, 5.2), Adverse Reactions
(6.1), and Clinical studies (14) in the full prescribing information].
Primary prophylaxis with G-CSF is recommended in patients with high-risk clinical
features. Consider primary prophylaxis with G-CSF in all patients receiving a dose
of 25 mg/m2 [see Contraindications (4) and Warnings and Precautions (5.1, 5.2)].
Premedicate at least 30 minutes prior to each dose of JEVTANA with the following
intravenous medications to reduce the risk and/or severity of hypersensitivity [see
Warnings and Precautions (5.3)]:

• antihistamine (dexchlorpheniramine 5 mg, or diphenhydramine 25 mg or
equivalent antihistamine),

• corticosteroid (dexamethasone 8 mg or equivalent steroid),
• H2 antagonist.

Antiemetic prophylaxis is recommended and can be given orally or intravenously as
needed [see Warnings and Precautions (5.3)].
JEVTANA injection single-dose vial requires two dilutions prior to administration [see
Dosage and Administration (2.5)].
2.2 Dose Modifications for Adverse Reactions
Reduce or discontinue JEVTANA dosing for adverse reactions as described in Table
1.

Table 1: Recommended Dosage Modifications for Adverse Reactions in
Patients Treated with JEVTANA

Toxicity Dosage Modification

Prolonged grade ≥3 neutropenia
(greater than 1 week) despite
appropriate medication including
granulocyte-colony stimulating factor
(G-CSF)

Delay treatment until neutrophil count
is >1,500 cells/mm3, then reduce
dosage of JEVTANA by one dose
level. Use G-CSF for secondary
prophylaxis.

Febrile neutropenia or neutropenic
infection

Delay treatment until improvement or
resolution, and until neutrophil count
is >1,500 cells/mm3, then reduce
dosage of JEVTANA by one dose
level. Use G-CSF for secondary
prophylaxis.

Grade ≥3 diarrhea or persisting
diarrhea despite appropriate
medication, fluid and electrolytes
replacement

Delay treatment until improvement or
resolution, then reduce dosage of
JEVTANA by one dose level.

Grade 2 peripheral neuropathy Delay treatment until improvement or
resolution, then reduce dosage of
JEVTANA by one dose level.

Grade ≥3 peripheral neuropathy Discontinue JEVTANA.

Patients at a 20 mg/m2 dose who require dose reduction should decrease dosage
of JEVTANA to 15 mg/m2 [see Adverse Reactions (6.1)].
Patients at a 25 mg/m2 dose who require dose reduction should decrease dosage
of JEVTANA to 20 mg/m2. One additional dose reduction to 15 mg/m2 may be
considered [see Adverse Reactions (6.1)].

2.3 Dose Modifications for Hepatic Impairment
• Mild hepatic impairment (total bilirubin >1 to ≤1.5 × Upper Limit of Normal

(ULN) or AST >1.5 × ULN): Administer JEVTANA at a dose of 20 mg/m2.
• Moderate hepatic impairment (total bilirubin >1.5 to ≤3 × ULN and AST = any):

Administer JEVTANA at a dose of 15 mg/m2 based on tolerability data in these
patients; however, the efficacy of this dose is unknown.

• Severe hepatic impairment (total bilirubin >3 × ULN): JEVTANA is contraindi-
cated in patients with severe hepatic impairment [see Warning and Precautions
(5.8) and Clinical Pharmacology (12.3) in the full prescribing information].

2.4 Dose Modifications for Use with Strong CYP3A Inhibitors
Concomitant drugs that are strong CYP3A inhibitors (e.g., ketoconazole, itracon-
azole, clarithromycin, atazanavir, indinavir, nefazodone, nelfinavir, ritonavir, saqui-
navir, telithromycin, voriconazole) may increase plasma concentrations of cabazi-
taxel. Avoid the coadministration of JEVTANA with these drugs. If patients require
coadministration of a strong CYP3A inhibitor, consider a 25% JEVTANA dose
reduction [see Drug Interactions (7.1) and Clinical Pharmacology (12.3) in the full
prescribing information].
2.5 Preparation and Administration
JEVTANA is a cytotoxic anticancer drug. Follow applicable special handling and
disposal procedures [see References (15) in the full prescribing information]. If
JEVTANA first diluted solution, or second (final) dilution for intravenous infusion
should come into contact with the skin or mucous, immediately and thoroughly wash
with soap and water.
Do not use PVC infusion containers or polyurethane infusions sets for preparation
and administration of JEVTANA infusion solution.
JEVTANA should not be mixed with any other drugs.
Preparation
Read this entire section carefully before mixing and diluting. JEVTANA requires two
dilutions prior to administration. Follow the preparation instructions provided below,
as improper preparation may lead to overdose [see Overdosage (10)].
Note: Both the JEVTANA injection and the diluent vials contain an overfill to
compensate for liquid loss during preparation. This overfill ensures that after dilution
with the entire contents of the accompanying diluent, there is an initial diluted
solution containing 10 mg/mL JEVTANA.
Inspect the JEVTANA injection and supplied diluent vials. The JEVTANA injection
is a clear yellow to brownish-yellow viscous solution.
Step 1 – first dilution
Each vial of JEVTANA (cabazitaxel) 60 mg/1.5 mL must first be mixed with the entire
contents of supplied diluent. Once reconstituted, the resultant solution contains 10
mg/mL of JEVTANA.
When transferring the diluent, direct the needle onto the inside wall of JEVTANA vial
and inject slowly to limit foaming. Remove the syringe and needle and gently mix
the initial diluted solution by repeated inversions for at least 45 seconds to assure
full mixing of the drug and diluent. Do not shake.
Let the solution stand for a few minutes to allow any foam to dissipate, and check
that the solution is homogeneous and contains no visible particulate matter. It is not
required that all foam dissipate prior to continuing the preparation process.
The resulting initial diluted JEVTANA solution (cabazitaxel 10 mg/mL) requires
further dilution before administration. The second dilution should be done immedi-
ately (within 30 minutes) to obtain the final infusion as detailed in Step 2.
Step 2 – second (final) dilution
Withdraw the recommended dose from the JEVTANA solution containing 10 mg/mL
as prepared in Step 1 using a calibrated syringe and further dilute into a sterile 250
mL PVC-free container of either 0.9% sodium chloride solution or 5% dextrose
solution for infusion. If a dose greater than 65 mg of JEVTANA is required, use a
larger volume of the infusion vehicle so that a concentration of 0.26 mg/mL
JEVTANA is not exceeded. The concentration of the JEVTANA final infusion solution
should be between 0.10 mg/mL and 0.26 mg/mL.
Remove the syringe and thoroughly mix the final infusion solution by gently inverting
the bag or bottle.
As the final infusion solution is supersaturated, it may crystallize over time. Do not
use if this occurs and discard.
Fully prepared JEVTANA infusion solution (in either 0.9% sodium chloride solution
or 5% dextrose solution) should be used within 8 hours at ambient temperature
(including the one-hour infusion), or for a total of 24 hours (including the one-hour
infusion) under the refrigerated conditions.
Discard any unused portion.
Administration
Inspect visually for particulate matter, any crystals and discoloration prior to
administration. If the JEVTANA first diluted solution or second (final) infusion solution
is not clear or appears to have precipitation, it should be discarded.
Use an in-line filter of 0.22 micrometer nominal pore size (also referred to as 0.2
micrometer) during administration.
The final JEVTANA infusion solution should be administered intravenously as a
one-hour infusion at room temperature.
4 CONTRAINDICATIONS
JEVTANA is contraindicated in patients with:

• neutrophil counts of ≤1,500/mm3 [see Warnings and Precautions (5.1)]
• history of severe hypersensitivity reactions to cabazitaxel or to other drugs

formulated with polysorbate 80 [see Warnings and Precautions (5.3)]
• severe hepatic impairment (total bilirubin >3 × ULN) [see Warnings and

Precautions (5.8)]
5 WARNINGS AND PRECAUTIONS
5.1 Bone Marrow Suppression
JEVTANA is contraindicated in patients with neutrophils ≤1,500/mm3 [see Con-
traindications (4)]. Closely monitor patients with hemoglobin <10 g/dL.
Bone marrow suppression manifested as neutropenia, anemia, thrombocytopenia
and/or pancytopenia may occur. Neutropenic deaths have been reported.
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TROPIC Trial (JEVTANA 25 mg/m2)
In the TROPIC trial with G-CSF administered only at the investigator’s discretion,
5 patients (1.3%) died from neutropenic infection (sepsis or septic shock); 4 of these
patients died in the first 30 days of treatment. One additional patient’s death was
attributed to neutropenia without a documented infection. Twenty-two (6%) patients
discontinued JEVTANA treatment due to neutropenia, febrile neutropenia, infection,
or sepsis. Grade 3–4 neutropenia occurred in 82% of patients treated with JEVTANA
in the randomized trial [see Adverse Reactions (6.1)].
PROSELICA Trial (comparison of JEVTANA 20 mg/m2 versus 25 mg/m2)
In the PROSELICA trial comparing two doses of JEVTANA, primary prophylaxis with
G-CSF was not allowed, but could be administered after development of neutro-
penia at investigators discretion. Eight patients (1%) on the 20 mg/m2 arm and 15
patients (3%) on the 25 mg/m2 arm died from infection; of these, 4 deaths on the
20 mg/m2 arm and 8 deaths on the 25 mg/m2 arm occurred within the first 30 days
of treatment. Clinically important neutropenia-related events occurred and included
febrile neutropenia (2.1% on 20 mg/m2 arm and 9.2% on 25 mg/m2 arm),
neutropenic infection/sepsis (2.1% on 20 mg/m2 arm and 6.4% on 25 mg/m2 arm),
and neutropenic deaths (0.3% on 20 mg/m2 arm and 0.7% on 25 mg/m2 arm).
Fewer patients receiving JEVTANA 20 mg/m2 were reported to have infectious
adverse reactions. Grade 1–4 infections were experienced by 160 patients (28%)
on the 20 mg/m2 arm and 227 patients (38%) on the 25 mg/m2 arm. Grade 3–4
infections were experienced by 57 patients (10%) on the 20 mg/m2 arm and 120
patients (20%) on the 25 mg/m2 arm. Noninferiority for overall survival was
demonstrated between these two arms [see Adverse Reactions (6.1)].
CARD Trial (JEVTANA 25 mg/m2 + primary prophylaxis G-CSF)
In the CARD trial where JEVTANA 25 mg/m2 was administered with primary
prophylaxis of G-CSF, 1 patient (0.8%) died from sepsis within the first 30 days of
treatment. Grade 1–4 neutropenia-related adverse reactions were experienced in 33
patients (26%). Grade 3–4 neutropenias were experienced by 26 patients (21%).
Clinically important neutropenia-related events occurred and included febrile neu-
tropenia (3.2%), neutropenic infection/sepsis (0.8%) and neutropenic deaths (0.8%)
[see Adverse Reactions (6.1)].
Based on guidelines for the use of G-CSF and the adverse reactions profile of
JEVTANA, primary prophylaxis with G-CSF is recommended in patients with
high-risk clinical features (older patients, poor performance status, previous epi-
sodes of febrile neutropenia, extensive prior radiation ports, poor nutritional status,
or other serious comorbidities) that predispose them to increased complications
from prolonged neutropenia. Consider primary prophylaxis with G-CSF in all patients
receiving JEVTANA 25 mg/m2.
Monitoring of complete blood counts is essential on a weekly basis during cycle 1
and before each treatment cycle thereafter so that the dose can be adjusted, if
needed [see Dosage and Administration (2.2)].
5.2 Increased Toxicities in Elderly Patients
In a randomized trial (TROPIC), 2% of patients (3/131) <65 years of age and 6%
(15/240) ≥65 years of age died of causes other than disease progression within 30
days of the last JEVTANA dose. Patients ≥65 years of age are more likely to
experience certain adverse reactions, including neutropenia and febrile neutropenia.
The incidence of the following grade 3–4 adverse reactions was higher in patients
≥65 years of age compared to younger patients; neutropenia (87% vs 74%), and
febrile neutropenia (8% vs 6%).
In a randomized clinical trial (PROSELICA) comparing two doses of JEVTANA,
deaths due to infection within 30 days of starting JEVTANA occurred in 0.7% (4/580)
patients on the 20 mg/m2 arm and 1.3% (8/595) patients on the 25 mg/m2 arm; all
of these patients were >60 years of age.
In PROSELICA, on the 20 mg/m2 arm, 3% (5/178) of patients <65 years of age and
2% (9/402) ≥65 years of age died of causes other than disease progression within
30 days of the last JEVTANA dose. On the 25 mg/m2 arm, 2% (3/175) patients <65
years of age and 5% (20/420) ≥65 years of age died of causes other than disease
progression within 30 days of the last JEVTANA dose [see Adverse Reactions (6)
and Use in Specific Populations (8.5)].
In CARD, a death due to infection within 30 days of starting JEVTANA occurred in
0.8% (1/126) patient who was >75 years of age. There were 2.4% (3/126) of patients
who died of causes other than disease progression within 30 days of the last
JEVTANA dose; all of these patients were >75 years of age.
5.3 Hypersensitivity Reactions
Hypersensitivity reactions may occur within a few minutes following the initiation of
the infusion of JEVTANA, thus facilities and equipment for the treatment of
hypotension and bronchospasm should be available. Severe hypersensitivity reac-
tions can occur and may include generalized rash/erythema, hypotension and
bronchospasm.
Premedicate all patients prior to the initiation of the infusion of JEVTANA [see
Dosage and Administration (2.1)]. Observe patients closely for hypersensitivity
reactions, especially during the first and second infusions. Severe hypersensitivity
reactions require immediate discontinuation of the JEVTANA infusion and appro-
priate therapy. JEVTANA is contraindicated in patients with a history of severe
hypersensitivity reactions to cabazitaxel or to other drugs formulated with polysor-
bate 80 [see Contraindications (4)].
5.4 Gastrointestinal Adverse Reactions
Nausea, vomiting and severe diarrhea, at times, may occur. Deaths related to
diarrhea and electrolyte imbalance occurred in the randomized clinical trials.
Intensive measures may be required for severe diarrhea and electrolyte imbalance.
Antiemetic prophylaxis is recommended. Treat patients with rehydration, antidiar-
rheal or antiemetic medications as needed. Treatment delay or dosage reduction
may be necessary if patients experience Grade ≥3 diarrhea [see Dosage and
Administration (2.2)].
Gastrointestinal (GI) hemorrhage and perforation, ileus, enterocolitis, neutropenic
enterocolitis, including fatal outcome, have been reported in patients treated with
JEVTANA [see Adverse Reactions (6.2)]. Risk may be increased with neutropenia,
age, steroid use, concomitant use of NSAIDs, antiplatelet therapy or anticoagulants,

and patients with a prior history of pelvic radiotherapy, adhesions, ulceration and GI
bleeding.
Abdominal pain and tenderness, fever, persistent constipation, diarrhea, with or
without neutropenia, may be early manifestations of serious gastrointestinal toxicity
and should be evaluated and treated promptly. JEVTANA treatment delay or
discontinuation may be necessary.
The incidence of gastrointestinal adverse reactions is greater in the patients who
have received prior radiation. In PROSELICA, diarrhea was reported in 41%
(297/732) of patients who had received prior radiation and in 27% (118/443) of
patients without prior radiation. Of the patients who had previously received
radiation, more patients on the 25 mg/m2 arm reported diarrhea, compared to
patients on the 20 mg/m2 arm.
5.5 Renal Failure
In the randomized clinical trial (TROPIC), renal failure of any grade occurred in 4%
of the patients being treated with JEVTANA, including four cases with fatal outcome.
Most cases occurred in association with sepsis, dehydration, or obstructive uropathy
[see Adverse Reactions (6.1)]. Some deaths due to renal failure did not have a clear
etiology. Appropriate measures should be taken to identify causes of renal failure
and treat aggressively.
5.6 Urinary Disorders Including Cystitis
Cystitis, radiation cystitis, and hematuria, including that requiring hospitalization, has
been reported with JEVTANA in patients who previously received pelvic radiation
[see Adverse Reactions (6.2)]. In PROSELICA, cystitis and radiation cystitis were
reported in 1.2% and 1.5% of patients who received prior radiation, respectively.
Hematuria was reported in 19.4% of patients who received prior radiation and in
14.4% of patients who did not receive prior radiation. Cystitis from radiation recall
may occur late in treatment with JEVTANA. Monitor patients who previously
received pelvic radiation for signs and symptoms of cystitis while on JEVTANA.
Interrupt or discontinue JEVTANA in patients experiencing severe hemorrhagic
cystitis. Medical and/or surgical supportive treatment may be required to treat severe
hemorrhagic cystitis.
5.7 Respiratory Disorders
Interstitial pneumonia/pneumonitis, interstitial lung disease and acute respiratory
distress syndrome have been reported and may be associated with fatal outcome
[see Adverse Reactions (6.2)]. Patients with underlying lung disease may be at
higher risk for these events. Acute respiratory distress syndrome may occur in the
setting of infection.
Interrupt JEVTANA if new or worsening pulmonary symptoms develop. Closely
monitor, promptly investigate, and appropriately treat patients receiving JEVTANA.
Consider discontinuation. The benefit of resuming JEVTANA treatment must be
carefully evaluated.
5.8 Use in Patients with Hepatic Impairment
Cabazitaxel is extensively metabolized in the liver.
JEVTANA is contraindicated in patients with severe hepatic impairment (total
bilirubin >3 × ULN) [see Contraindications (4)]. Dose should be reduced for patients
with mild (total bilirubin >1 to ≤1.5 × ULN or AST >1.5 × ULN) and moderate (total
bilirubin >1.5 to ≤3.0 × ULN and any AST) hepatic impairment, based on tolerability
data in these patients [see Dosage and Administration (2.3) and Use in Specific
Populations (8.7)]. Administration of JEVTANA to patients with mild and moderate
hepatic impairment should be undertaken with caution and close monitoring of
safety.
5.9 Embryo-Fetal Toxicity
Based on findings in animal reproduction studies and its mechanism of action,
JEVTANA can cause fetal harm when administered to a pregnant woman [see
Clinical Pharmacology (12.1) in the full prescribing information]. There are no
available data in pregnant women to inform the drug-associated risk. In animal
reproduction studies, intravenous administration of cabazitaxel in pregnant rats
during organogenesis caused embryonic and fetal death at doses lower than the
maximum recommended human dose (approximately 0.06 times the Cmax in
patients at the recommended human dose). Advise males with female partners of
reproductive potential to use effective contraception during treatment and for 3
months after the last dose of JEVTANA [see Use in Specific Populations (8.1, 8.3)].
6 ADVERSE REACTIONS
The following serious adverse reactions are discussed in greater detail in another
section of the label:

• Bone Marrow Suppression [see Warnings and Precautions (5.1)]
• Increased Toxicities in Elderly Patients [see Warnings and Precautions (5.2)]
• Hypersensitivity Reactions [see Warnings and Precautions (5.3)]
• Gastrointestinal Adverse Reactions [see Warnings and Precautions (5.4)]
• Renal Failure [see Warnings and Precautions (5.5)]
• Urinary Disorders Including Cystitis [see Warnings and Precautions (5.6)]
• Respiratory Disorders [see Warnings and Precautions (5.7)]
• Use in Patients with Hepatic Impairment [see Warnings and Precautions (5.8)]

6.1 Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions, the adverse
reaction rates observed cannot be directly compared to rates in other trials and may
not reflect the rates observed in clinical practice.
TROPIC Trial (JEVTANA 25 mg/m2 compared to mitoxantrone)
The safety of JEVTANA in combination with prednisone was evaluated in 371
patients with metastatic castration-resistant prostate cancer treated in the random-
ized TROPIC trial, compared to mitoxantrone plus prednisone.
Deaths due to causes other than disease progression within 30 days of last study
drug dose were reported in 18 (5%) JEVTANA-treated patients and 3 (<1%)
mitoxantrone-treated patients. The most common fatal adverse reactions in
JEVTANA-treated patients were infections (n=5) and renal failure (n=4). The majority
(4 of 5 patients) of fatal infection-related adverse reactions occurred after a single
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dose of JEVTANA. Other fatal adverse reactions in JEVTANA-treated patients
included ventricular fibrillation, cerebral hemorrhage, and dyspnea.
The most common (≥10%) grade 1–4 adverse reactions were anemia, leukopenia,
neutropenia, thrombocytopenia, diarrhea, fatigue, nausea, vomiting, constipation,
asthenia, abdominal pain, hematuria, back pain, anorexia, peripheral neuropathy,
pyrexia, dyspnea, dysgeusia, cough, arthralgia, and alopecia.
The most common (≥5%) grade 3–4 adverse reactions in patients who received
JEVTANA were neutropenia, leukopenia, anemia, febrile neutropenia, diarrhea,
fatigue, and asthenia.
Treatment discontinuations due to adverse reactions occurred in 18% of patients
who received JEVTANA and 8% of patients who received mitoxantrone. The most
common adverse reactions leading to treatment discontinuation in the JEVTANA
group were neutropenia and renal failure. Dose reductions were reported in 12% of
JEVTANA-treated patients and 4% of mitoxantrone-treated patients. Dose delays
were reported in 28% of JEVTANA-treated patients and 15% of mitoxantrone-treated
patients.

Table 2: Adverse Reactions* and Hematologic Abnormalities in ≥5% of
Patients in TROPIC

Adverse Reactions

JEVTANA 25 mg/m2

every 3 weeks with
prednisone 10 mg daily

n=371

Mitoxantrone 12 mg/m2

every 3 weeks with
prednisone 10 mg daily

n=371

Grade 1–4
%

Grade 3–4
%

Grade 1–4
%

Grade 3–4
%

Blood and Lymphatic System Disorders

Anemia† 98 11 82 5

Leukopenia† 96 69 93 42

Neutropenia† 94 82 87 58

Thrombocytopenia† 48 4 43 2

Febrile
Neutropenia

7 7 1 1

Gastrointestinal Disorders

Diarrhea 47 6 11 <1

Nausea 34 2 23 <1

Vomiting 22 2 10 0

Constipation 20 1 15 <1

Abdominal Pain‡ 17 2 6 0

Dyspepsia§ 10 0 2 0

General Disorders and Administration Site Conditions

Fatigue 37 5 27 3

Asthenia 20 5 12 2

Pyrexia 12 1 6 <1

Peripheral Edema 9 <1 9 <1

Mucosal
Inflammation

6 <1 3 <1

Pain 5 1 5 2

Renal and Urinary Tract Disorders

Hematuria 17 2 4 <1

Dysuria 7 0 1 0

Musculoskeletal and Connective Tissue Disorders

Back Pain 16 4 12 3

Arthralgia 11 1 8 1

Muscle Spasms 7 0 3 0

Metabolism and Nutrition Disorders

Anorexia 16 <1 11 <1

Dehydration 5 2 3 <1

Nervous System Disorders

Peripheral
Neuropathy¶

13 <1 3 <1

Dysgeusia 11 0 4 0

Dizziness 8 0 6 <1

Headache 8 0 5 0

Table 2: Adverse Reactions* and Hematologic Abnormalities in ≥5% of
Patients in TROPIC (continued)

Adverse Reactions

JEVTANA 25 mg/m2

every 3 weeks with
prednisone 10 mg daily

n=371

Mitoxantrone 12 mg/m2

every 3 weeks with
prednisone 10 mg daily

n=371

Grade 1–4
%

Grade 3–4
%

Grade 1–4
%

Grade 3–4
%

Respiratory, Thoracic and Mediastinal Disorders

Dyspnea 12 1 4 <1

Cough 11 0 6 0

Skin and Subcutaneous Tissue Disorders

Alopecia 10 0 5 0

Investigations

Weight Decreased 9 0 8 <1

Infections and Infestations

Urinary Tract
Infection#

8 2 3 1

Cardiac Disorders

ArrhythmiaÞ 5 1 2 <1

Vascular Disorders

Hypotension 5 <1 2 <1

*Graded using NCI CTCAE version 3.
†Based on laboratory values, JEVTANA: n=369, mitoxantrone: n=370.
‡Includes abdominal discomfort, abdominal pain lower, abdominal pain upper,

abdominal tenderness, and GI pain.
§Includes gastroesophageal reflux disease and reflux gastritis.
¶Includes peripheral motor neuropathy and peripheral sensory neuropathy.
#Includes urinary tract infection enterococcal and urinary tract infection fungal.
ÞIncludes atrial fibrillation, atrial flutter, atrial tachycardia, atrioventricular block

complete, bradycardia, palpitations, supraventricular tachycardia, tachyarrhythmia,
and tachycardia.

PROSELICA Trial (comparison of two doses of JEVTANA)
In a noninferiority, multicenter, randomized, open-label study (PROSELICA), 1175
patients with metastatic castration-resistant prostate cancer, previously treated with
a docetaxel-containing regimen, were treated with either JEVTANA 25 mg/m2

(n=595) or the 20 mg/m2 (n=580) dose.
Deaths within 30 days of last study drug dose were reported in 22 (3.8%) patients
in the 20 mg/m2 and 32 (5.4%) patients in the 25 mg/m2 arm. The most common
fatal adverse reactions in JEVTANA-treated patients were related to infections, and
these occurred more commonly on the 25 mg/m2 arm (n=15) than on the 20 mg/m2

arm (n=8). Other fatal adverse reactions in JEVTANA-treated patients included
cerebral hemorrhage, respiratory failure, paralytic ileus, diarrhea, acute pulmonary
edema, disseminated intravascular coagulation, renal failure, sudden death, cardiac
arrest, ischemic stroke, diverticular perforation, and cardiorenal syndrome.
Grade 1–4 adverse reactions occurring ≥5% more commonly in patients on the 25
mg/m2 versus 20 mg/m2 arms were leukopenia, neutropenia, thrombocytopenia,
febrile neutropenia, decreased appetite, nausea, diarrhea, asthenia, and hematuria.
Grade 3–4 adverse reactions occurring ≥5% more commonly in patients on the 25
mg/m2 versus 20 mg/m2 arms were leukopenia, neutropenia, and febrile neutro-
penia.
Treatment discontinuations due to adverse reactions occurred in 17% of patients in
the 20 mg/m2 group and 20% of patients in the 25 mg/m2 group. The most common
adverse reactions leading to treatment discontinuation were fatigue and hematuria.
The patients in the 20 mg/m2 group received a median of 6 cycles (median duration
of 18 weeks), while patients in the 25 mg/m2 group received a median of 7 cycles
(median duration of 21 weeks). In the 25 mg/m2 group, 128 patients (22%) had a
dose reduced from 25 to 20 mg/m2, 19 patients (3%) had a dose reduced from 20
to 15 mg/m2 and 1 patient (0.2%) had a dose reduced from 15 to 12 mg/m2. In the
20 mg/m2 group, 58 patients (10%) had a dose reduced from 20 to 15 mg/m2, and
9 patients (2%) had a dose reduced from 15 to 12 mg/m2.
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Table 3: Adverse Reactions* and Hematologic Abnormalities in ≥5% of
Patients in PROSELICA

Adverse Reactions

JEVTANA 20 mg/m2

every 3 weeks with
prednisone 10 mg daily

n=580

JEVTANA 25 mg/m2

every 3 weeks with
prednisone 10 mg daily

n=595

Grade 1–4
%

Grade 3–4
%

Grade 1–4
%

Grade 3–4
%

Blood and Lymphatic System Disorders

Anemia† 99.8 10 99.7 14

Leukopenia† 80 29 95 60

Neutropenia† 67 42 89 73

Thrombocytopenia†

35 3 43 4

Febrile
Neutropenia

2 2 9 9

Gastrointestinal Disorders

Diarrhea 31 1 40 4

Nausea 25 0.7 32 1

Constipation 18 0.3 18 0.7

Vomiting 15 1.2 18 1

Abdominal pain 6 0.5 9 1

Stomatitis 5 0 5 0.3

General Disorders and Administration Site Conditions

Fatigue 25 3 27 4

Asthenia 15 2 20 2

Edema peripheral 7 0.2 9 0.2

Pyrexia 5 0.2 6 0.2

Renal and Urinary Disorders

Hematuria 14 2 21 4

Dysuria 5 0.3 4 0

Metabolism and Nutrition Disorders

Decreased
appetite

13 0.7 19 1

Musculoskeletal and Connective Tissue Disorders

Back pain 11 0.9 14 1

Bone pain 8 2 8 2

Arthralgia 8 0.5 7 0.8

Pain in extremity 5 0.2 7 0.5

Nervous System Disorders

Dysgeusia 7 0 11 0

Peripheral sensory
neuropathy

7 0 11 0.7

Dizziness 4 0 5 0

Headache 5 0.2 4 0.2

Infections and Infestations

Urinary tract
infection‡ 7 2 11 2

Neutropenic
infection§ 3 2 7 6

Respiratory, Thoracic and Mediastinal Disorders

Dyspnea 5 0.9 8 0.7

Cough 6 0 6 0

Investigations

Weight decreased 4 0.2 7 0

Skin and Subcutaneous Tissue Disorders

Alopecia 3 0 6.1 0

Table 3: Adverse Reactions* and Hematologic Abnormalities in ≥5% of
Patients in PROSELICA (continued)

Adverse Reactions

JEVTANA 20 mg/m2

every 3 weeks with
prednisone 10 mg daily

n=580

JEVTANA 25 mg/m2

every 3 weeks with
prednisone 10 mg daily

n=595

Grade 1–4
%

Grade 3–4
%

Grade 1–4
%

Grade 3–4
%

Injury, Poisoning and Procedural Complications

Wrong technique
in drug usage
process

0.3 0 5 0

*Grade from NCI CTCAE version 4.03.
†Based on laboratory values, JEVTANA 20 mg/m2: n=577, JEVTANA 25 mg/m2:
n=590.

‡Includes urinary tract infection staphylococcal, urinary tract infection bacterial,
urinary tract infection fungal, and urosepsis.

§Includes neutropenic sepsis.

CARD Trial (JEVTANA 25 mg/m2 + primary prophylaxis with G-CSF)
The safety of JEVTANA 25 mg/m2 in combination with prednisone/prednisolone and
primary prophylaxis G-CSF was evaluated in a randomized, open-label study
(CARD) in patients with metastatic castration-resistant prostate cancer who pro-
gressed after receiving prior docetaxel-containing regimens and abiraterone acetate
or enzalutamide [see Clinical Studies 14.3 in the full prescribing information]. This
study compared JEVTANA 25 mg/m2 in combination with prednisone/prednisolone
and primary prophylaxis with G-CSF to either abiraterone acetate 1000 mg once
daily plus prednisone/prednisolone 5 mg twice daily or enzalutamide 160 mg once
daily. Among patients receiving JEVTANA, 35% remained on treatment at 6 months
and 4.7% remained on treatment at 12 months.
Serious adverse reactions occurred in 39% of patients receiving JEVTANA. Serious
adverse reactions in ≥3% of patients included neutropenia (6%), infections (4.8%),
and diarrhea, fatigue, pneumonia, and spinal cord compression (3.2% each). Deaths
due to causes other than disease progression were reported in 2.4% of JEVTANA
treated patients. Fatal adverse reactions in JEVTANA-treated patients were septic
shock, urinary tract infection (UTI), and aspiration (0.8% each).
Treatment discontinuations due to adverse drug reactions occurred in 20% of
patients who received JEVTANA and 8% of patients who received abiraterone
acetate plus prednisone/prednisolone or enzalutamide. The adverse reactions
leading to treatment discontinuation in >1% of patients in JEVTANA arm were
nervous system disorders, infections/infestations, and gastrointestinal disorders.
Dose interruptions (alone or in combination with dose reduction) due to an adverse
reaction occurred in 31% of patients receiving JEVTANA. Dose reductions were
reported in 18% of JEVTANA-treated patients. The most frequent adverse reactions
leading to dose interruption of JEVTANA were fatigue (7%) and hypersensitivity
reaction (3.2%); the most frequent adverse reaction leading to reduction of
JEVTANA were neutropenia and peripheral neuropathy (3.9% each).
Table 4 summarizes the adverse reactions and laboratory hematologic abnormalities
in patients in CARD.
The most common (≥10%) adverse reactions were fatigue, diarrhea, musculoskel-
etal pain, nausea, infections, peripheral neuropathy, hematuria, constipation, ab-
dominal pain, decreased appetite, vomiting, dysgeusia, edema peripheral and lower
urinary tract symptoms.
The most common (≥10%) hematologic abnormalities were anemia, lymphopenia,
neutropenia and thrombocytopenia.

Table 4: Adverse Reactions* and Hematologic Abnormalities in ≥5% of
Patients in CARD Trial

Adverse Reactions

JEVTANA 25 mg/m2 +
prednisone/

prednisolone + G-CSF

Abiraterone +
prednisone/

prednisolone or
Enzalutamide

(N=126) (N=124)

Grade 1–4
%

Grade 3–4
%

Grade 1–4
%

Grade 3–4
%

Blood and Lymphatic System Disorders

Anemia† 99 8 95 4.8

Lymphopenia† 72 27 55 17

Neutropenia† 66 45 7 3.2

Thrombocytopenia† 41 3.2 16 1.6
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Table 4: Adverse Reactions* and Hematologic Abnormalities in ≥5% of
Patients in CARD Trial (continued)

Adverse Reactions

JEVTANA 25 mg/m2 +
prednisone/

prednisolone + G-CSF

Abiraterone +
prednisone/

prednisolone or
Enzalutamide

(N=126) (N=124)

Grade 1–4
%

Grade 3–4
%

Grade 1–4
%

Grade 3–4
%

General Disorders and Administration Site Conditions

Fatigue‡ 53 4 36 2.4

Edema peripheral§ 11 0.8 10 1.6

Pyrexia 6 0 7 0

Pain 6 0 6 0.8

Gastrointestinal Disorders

Diarrhea¶ 40 4.8 6 0

Nausea 23 0 23 0.8

Constipation 15 0 11 0

Abdominal pain# 14 1.6 6 0.8

Vomiting 13 0 12 1.6

Stomatitis 8 0 1.6 0

Dyspepsia 4.8 0 2.4 0

Musculoskeletal and Connective Tissue Disorders

Musculoskeletal
painÞ 27 1.6 40 6

Pain in extremity 4.8 0 11 2.4

Bone fractureß 3.2 1.6 8 2.4

Infections and Infestations

Infectionsà 19 4 14 6

Nervous System Disorders

Peripheral
neuropathyè 18 1.6 4.8 0

Dysgeusia 11 0 4 0

Polyneuropathy 6 1.6 0 0

Dizziness 0.8 0 4.8 0

Renal and Urinary Disorders

Hematuriað 16 0.8 6 1.6

Lower urinary tract
symptomsø 10 0 9 0

Acute kidney injuryý 5 2.4 10 4

Metabolism and Nutrition Disorders

Decreased appetite 14 0.8 15 2.4

Hypokalemia 3.2 0 6 0

Neoplasms Benign, Malignant and Unspecified (incl cysts and polyps)

Cancer pain 8 1.6 9 2.4

Cardiac disorders£ 6 0.8 6 3.2

Respiratory, Thoracic and Mediastinal Disorders

Pneumonia¥ 6 1.6 3.2 0.8

Dyspnea 6 0 2.4 0

Skin and Subcutaneous Tissue Disorders

Alopecia 6 0 0 0

Injury, Poisoning and Procedural Complications

Fall 4.8 0 0 0

Vascular Disorders

HypertensionŒ 4 2.4 8 2.4

Table 4: Adverse Reactions* and Hematologic Abnormalities in ≥5% of
Patients in CARD Trial (continued)

Adverse Reactions

JEVTANA 25 mg/m2 +
prednisone/

prednisolone + G-CSF

Abiraterone +
prednisone/

prednisolone or
Enzalutamide

(N=126) (N=124)

Grade 1–4
%

Grade 3–4
%

Grade 1–4
%

Grade 3–4
%

Investigations

Weight decreased 4 0 6 0

Psychiatric Disorders

Insomnia 3.2 0 4.8 0

*Grade from NCI CTC version 4.0.
†Based on laboratory values - % calculated using the number of patients with at

least one event(n) over the number of patients assessed for each parameter during
the on-treatment period.

‡includes asthenia, fatigue, lethargy, malaise.
§includes lymphoedema, edema peripheral, peripheral swelling.
¶includes colitis, diarrhea, diarrhea hemorrhagic, gastroenteritis.
#includes abdominal pain, abdominal pain lower, abdominal pain upper, flank pain,

gastrointestinal pain.
Þincludes arthralgia, back pain, bone pain, musculoskeletal chest pain, musculo-

skeletal discomfort, musculoskeletal pain, myalgia, neck pain, noncardiac chest
pain.

ßincudes femoral neck fracture, pathological fracture, rib fracture, spinal compres-
sion fracture, sternal fracture, thoracic vertebral fracture.

àincludes bacteremia, bacteriuria, cellulitis, device related sepsis, Enterobacter
sepsis, erysipelas, furuncle, influenza, influenza like illness, localized infection, oral
fungal infection, perineal cellulitis, pulmonary sepsis, pyelocaliectasis, pyelone-
phritis, pyelonephritis acute, respiratory tract infection, respiratory tract infection
viral, sepsis, septic shock, subcutaneous abscess, upper respiratory tract infection,
ureteritis, urinary tract infection, urinary tract infection bacterial, urosepsis, viral
infection.

èincludes neuropathy peripheral, paresthesia, peripheral motor neuropathy, periph-
eral sensorimotor neuropathy, peripheral sensory neuropathy.

ðincludes hematuria, cystitis hemorrhagic.
øinclude lower urinary tract symptoms, micturition urgency, nocturia, pollakiuria,

urinary incontinence, urinary retention, dysuria.
ýincludes acute kidney injury, blood creatinine increased, renal failure, renal
impairment.

£includes aortic valve incompetence, aortic valve stenosis, atrial fibrillation, atrial
flutter, atrioventricular block complete, atrioventricular block second degree, bra-
dycardia, sinus bradycardia, tachycardia, cardiac failure, acute coronary syndrome,
angina pectoris.

¥includes lower respiratory tract infection, lung infection, lung infiltration, pneumonia.
Œincludes hypertension, hypertensive crisis.

Clinically relevant ≥ Grade 3 adverse reactions in <5% of patients who received
JEVTANA in combination with prednisone and primary prophylaxis G-CSF: febrile
neutropenia (3.2%), pulmonary embolism (1.6%), and neutropenic infection (0.8%).
Hematuria
In study TROPIC, adverse reactions of hematuria, including those requiring medical
intervention, were more common in JEVTANA-treated patients. The incidence of
grade ≥2 hematuria was 6% in JEVTANA-treated patients and 2% in mitoxantrone-
treated patients. Other factors associated with hematuria were well-balanced
between arms and do not account for the increased rate of hematuria on the
JEVTANA arm.
In study PROSELICA, hematuria of all grades was observed in 18% of patients
overall.
In CARD, hematuria of all grades was observed in 16% of patients receiving
JEVTANA.
Hepatic Laboratory Abnormalities
The incidences of grade 3–4 increased AST, increased ALT, and increased bilirubin
were each ≤1%.
6.2 Postmarketing Experience
The following adverse reactions have been identified from clinical trials and/or
postmarketing surveillance. Because they are reported from a population of
unknown size, precise estimates of frequency cannot be made.
Gastrointestinal: Gastritis, intestinal obstruction.
Respiratory: Interstitial pneumonia/pneumonitis, interstitial lung disease and acute
respiratory distress syndrome.
Renal and urinary disorders: Radiation recall hemorrhagic cystitis.
7 DRUG INTERACTIONS
7.1 CYP3A Inhibitors
Cabazitaxel is primarily metabolized through CYP3A [see Clinical Pharmacology
(12.3) in the full prescribing information]. Strong CYP3A inhibitors (e.g., ketocon-
azole, itraconazole, clarithromycin, atazanavir, indinavir, nefazodone, nelfinavir,
ritonavir, saquinavir, telithromycin, voriconazole) may increase plasma concentra-
tions of cabazitaxel. Avoid the coadministration of JEVTANA with strong CYP3A
inhibitors. If patients require coadministration of a strong CYP3A inhibitor, consider
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a 25% JEVTANA dose reduction [see Dosage and Administration (2.4) and Clinical
Pharmacology (12.3) in the full prescribing information].
8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Risk Summary
The safety and efficacy of JEVTANA have not been established in females. There
are no human data on the use of JEVTANA in pregnant women to inform the
drug-associated risk. In animal reproduction studies, intravenous administration of
cabazitaxel in pregnant rats during organogenesis caused embryonic and fetal
death at doses lower than the maximum recommended human dose [see Data].
Data
Animal data
In an early embryonic developmental toxicity study in rats, cabazitaxel was
administered intravenously for 15 days prior to mating through day 6 of pregnancy,
which resulted in an increase in pre-implantation loss at 0.2 mg/kg/day and an
increase in early resorptions at ≥0.1 mg/kg/day (approximately 0.06 and 0.02 times
the Cmax in patients at the recommended human dose, respectively).
In an embryo-fetal developmental toxicity study in rats, cabazitaxel caused maternal
and embryo-fetal toxicity consisting of increased postimplantation loss, embryole-
thality, and fetal deaths when administered intravenously at a dose of 0.16
mg/kg/day (approximately 0.06 times the Cmax in patients at the recommended
human dose). Decreased mean fetal birthweight associated with delays in skeletal
ossification was observed at doses ≥0.08 mg/kg. Cabazitaxel crossed the placenta
barrier within 24 hours of a single intravenous administration of 0.08 mg/kg to
pregnant rats at gestational day 17. A dose of 0.08 mg/kg in rats resulted in a Cmax

approximately 0.02 times that observed in patients at the recommended human
dose. Administration of cabazitaxel did not result in fetal abnormalities in rats or
rabbits at exposure levels significantly lower than the expected human exposures.
8.2 Lactation
Risk Summary
The safety and efficacy of JEVTANA have not been established in females. There
is no information available on the presence of cabazitaxel in human milk, the effects
of the drug on the breastfed infant, or the effects of the drug on milk production.
Cabazitaxel or cabazitaxel metabolites are excreted in maternal milk of lactating rats
[see Data].
Data
Animal data
In a milk excretion study, radioactivity related to cabazitaxel was detected in the
stomachs of nursing pups within 2 hours of a single intravenous administration of
cabazitaxel to lactating rats at a dose of 0.08 mg/kg (approximately 0.02 times the
Cmax in patients at the recommended human dose). This was detectable 24 hours
post dose. Approximately 1.5% of the dose delivered to the mother was calculated
to be delivered in the maternal milk.
8.3 Females and Males of Reproductive Potential
Contraception
Males
Based on findings in animal reproduction studies, advise male patients with female
partners of reproductive potential to use effective contraception during treatment and
for 3 months after the last dose of JEVTANA [see Use in Specific Populations (8.1)].
Infertility
Males
Based on animal toxicology studies, JEVTANA may impair human fertility in males
of reproductive potential [see Nonclinical Toxicology (13.1) in the full prescribing
information].
8.4 Pediatric Use
The safety and effectiveness of JEVTANA in pediatric patients have not been
established.
JEVTANA was evaluated in 39 pediatric patients (ages 3 to 18 years) receiving
prophylactic G-CSF. The maximum tolerated dose (MTD) was 30 mg/m2 intrave-
nously over 1 hour on Day 1 of a 21 day cycle in pediatric patients with solid tumors
based on the dose-limiting toxicity (DLT) of febrile neutropenia. No objective
responses were observed in 11 patients with refractory high grade glioma (HGG) or
diffuse intrinsic pontine glioma (DIPG). One patient had a partial response among
the 9 patients with ependymoma.
Infusion related/hypersensitivity reactions were seen in 10 patients (26%). Three
patients experienced serious adverse events of anaphylactic reaction. The incidence
of infusion related/hypersensitivity reactions decreased with steroid premedication.
The most frequent treatment-emergent adverse events were similar to those
reported in adults.
Based on the population pharmacokinetics analysis conducted with data from 31
pediatric patients with cancer (ages 3 to 18 years), the clearances by body surface
area were comparable to those in adults.
8.5 Geriatric Use
In the TROPIC study, of the 371 patients with prostate cancer treated with JEVTANA
every three weeks plus prednisone, 240 patients (64.7%) were 65 years of age and
over, while 70 patients (18.9%) were 75 years of age and over. No overall
differences in effectiveness were observed between patients ≥65 years of age and
younger patients. Elderly patients (≥65 years of age) may be more likely to
experience certain adverse reactions. The incidence of death due to causes other
than disease progression within 30 days of the last cabazitaxel dose were higher
in patients who were 65 years of age or greater compared to younger patients [see
Warnings and Precautions (5.2)]. The incidence of grade 3–4 neutropenia and
febrile neutropenia were higher in patients who were 65 years of age or greater
compared to younger patients. The following grade 1–4 adverse reactions were
reported at rates ≥5% higher in patients 65 years of age or older compared to
younger patients: fatigue (40% vs 30%), neutropenia (97% vs 89%), asthenia (24%
vs 15%), pyrexia (15% vs 8%), dizziness (10% vs 5%), urinary tract infection (10%
vs 3%), and dehydration (7% vs 2%), respectively.
In the PROSELICA study, the grade 1–4 adverse reactions reported at rates of at
least 5% higher in patients 65 years of age or older compared to younger patients

were diarrhea (43% vs 33%), fatigue (30% vs 19%), asthenia (22% vs 13%),
constipation (20% vs 13%), clinical neutropenia (13% vs 6%), febrile neutropenia
(11% vs 5%), and dyspnea (10% vs 3%).
In the CARD study, the grade 1–4 adverse reactions reported at rates of at least
5% higher in patients 65 years of age or older compared to younger patients were
decreased appetite (16% vs 7%), hypertension (5% vs 0), constipation (18% vs 7%),
paresthesia (6% vs 0), stomatitis (10% vs 3%), musculoskeletal pain (5% vs 0),
fatigue (31% vs 23%), asthenia (30% vs 19%), and edema peripheral (11% vs 0).
Based on a population pharmacokinetic analysis, no significant difference was
observed in the pharmacokinetics of cabazitaxel between patients <65 years
(n=100) and older (n=70).
8.6 Renal Impairment
No dose adjustment is necessary in patients with renal impairment not requiring
hemodialysis. Patients presenting with end-stage renal disease (creatinine clear-
ance CLCR <15 mL/min/1.73 m2), should be monitored carefully during treatment
[see Clinical Pharmacology (12.3) in the full prescribing information].
8.7 Hepatic Impairment
Cabazitaxel is extensively metabolized in the liver. Patients with mild hepatic
impairment (total bilirubin >1 to ≤1.5 × ULN or AST >1.5 × ULN) should have
JEVTANA dose of 20 mg/m2. Administration of cabazitaxel to patients with mild
hepatic impairment should be undertaken with caution and close monitoring of
safety [see Clinical Pharmacology (12.3) in the full prescribing information]. The
maximum tolerated dose in patients with moderate hepatic impairment (total bilirubin
>1.5 to ≤3.0 × ULN and AST = any) was 15 mg/m2, however, the efficacy at this
dose level was unknown. JEVTANA is contraindicated in patients with severe
hepatic impairment (total bilirubin >3 × ULN) [see Contraindications (4)].
10 OVERDOSAGE
There is no known antidote for JEVTANA overdose. Overdose has resulted from
improper preparation [see Dosage and Administration (2.5)]. Read the entire section
Dosage and Administration (2) carefully before mixing or diluting. Complications of
overdose include exacerbation of adverse reactions such as bone marrow sup-
pression and gastrointestinal disorders. Overdose has led to fatal outcome.
In case of overdose, the patient should be kept in a specialized unit where vital
signs, chemistry and particular functions can be closely monitored. Patients should
receive therapeutic G-CSF as soon as possible after discovery of overdose. Other
appropriate symptomatic measures should be taken, as needed.
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Conference Highlights     LUGPA

The 2022 LUGPA Annual Meeting 
contained a robust continuing medical 
education (CME) program of clinical 

content along with updates on health policy 
and breakout sessions on topics such as staff-
ing models for improved recruitment and 
retention, addressing active shooter incidents, 
and more. What follows are some of the high-
lights from this year’s meeting.

MCSPC: DOUBLET VS TRIPLET THERAPY
One of this year’s CME sessions was titled 
“APCC [Advanced Prostate Cancer Clinic] 
Optimization.” Alicia Morgans, MD, MPH, 
was among several featured speakers during 
the session. Her talk focused on doublet and 
triplet therapy regimens in metastatic castra-
tion-sensitive prostate cancer (mCSPC).1

A critical component of the treatment 
paradigm in mCSPC is deciding between 
doublet and triplet regimens, because the 
treatment standard has moved beyond an-
drogen deprivation therapy (ADT)—alone or 
with docetaxel—for most patients, Morgans 
explained.

Morgans, medical director of the Survivorship 
Program at Dana-Farber Cancer Institute and an 
associate professor of medicine at Harvard Med-
ical School, both in Boston, Massachusetts, said 
the National Comprehensive Cancer Network 
guidelines have been updated, and it is recog-
nized that ADT in combination with docetaxel 
is no longer recommended. “ADT alone is really 
not preferred here; it’s going to be a combination 
of a doublet or a triplet,” she said.

Morgans further explained that the � rst 
factor to consider when selecting the optimal 
approach for each patient is whether they 
have high-volume or low-volume disease. “For 
high-volume patients, I always think about 
[whether] the patient is � t for chemothera-
py. [If they are,] I can give them that triplet 
therapy of ADT, docetaxel, and an androgen 
receptor (AR)-targeting agent. If they are not 
� t, then we might just do ADT and an AR-sig-
naling inhibitor,” Morgans said. “If the patient 
has low-volume disease, we usually err on the 
side of ADT and an AR-signaling inhibitor and 
we have to decide about radiating the prostate. 
This is the decision tree that I think through.

“ADT intensi� cation for patients with 
mCSPC is the SOC [standard of care]; ADT 
alone is not enough. For treatment of patients 
with de novo, high-volume disease who are � t 
for docetaxel, I think this is the opportunity 
to use a triplet of ADT, docetaxel for 6 cycles, 
and either abiraterone [Zytiga], darolutamide 

[Nubeqa], or enzalutamide [Xtandi] as our 
partner, and we [should] continue that for 
maintenance. If a patient is un� t for docetaxel, 
they should receive ADT plus an AR-targeting 
agent,” Morgans concluded. “For patients 
with low-volume disease, there is not suf-
� cient evidence to really push a docetaxel 
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“ADT alone is really not 
preferred [in metastatic 
castration-sensitive 
prostate cancer]; it’s going 
to be a combination of a 
doublet or a triplet.”
ALICIA MORGANS, MD, MPH
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triplet, although we can offer it to motivated 
patients. ADT and AR-targeted agent plus 
radiation to the prostate is really what I would 
recommend in that setting.”

Jason M. Hafron, MD, served as a panelist for 
“APCC Optimization” and, speaking with Urolo-
gy Times®, offered some best practices for APCCs.

“As things evolve, and as we’ve gained a 
lot of experience, I think [we’ve learned] that 
there’s no one-size-� ts-all method to this. There 
are some key components that every advanced 
prostate cancer clinic should have. One is a 
nurse navigator. Having your own pharmacy in 
house is very helpful. And I think what’s really 
critical as we are seeing more patients and [as] 
patients are becoming more complex is the 
utilization of data analytics to identify these 
patients and to make sure they are being fol-
lowed appropriately, according to guidelines,” 
said Hafron, chief medical of� cer and director 
of clinical research at the Michigan Institute 
of Urology, PC; a professor of urology at the 
Oakland University William Beaumont School 
of Medicine in Rochester, Michigan; and the 
director of robotic surgery at Beaumont Hospi-
tal, Royal Oak, in Michigan.

DIVERSITY IN UROLOGIC CARE
Another CME discussion centered on diversity 
in urologic care. Diana K. Bowen, MD, an 
assistant professor of urology at Northwest-
ern University Feinberg School of Medicine in 
Chicago, Illinois, was a speaker for this part 
of the program. In an interview with Urology 
Times®, she summarized her contribution to 
the discussion: “My talk was really focused on 
tips and tricks for welcoming any gender-
diverse patient into your practice and how to 
make them have a great health care experi-
ence, both in the general clinic sense and for 
any urologic complaint they come in with 
outside of the bottom surgery aspect that we 
talk about so frequently.

“The takeaways are: Don’t make assump-
tions about any patients, ask them about their 
history, ask them their pronouns, train your 
staff to address patients in an af� rming way—
there are many resources for that—and un-
derstand that our gender-diverse patients have 
a history of having many unique barriers to 
health care, so it’s even more important to pro-
vide an equitable experience,” Bowen added.

LUGPA PRESIDENT ON 2022 SUCCESSES
Evan R. Gold� scher, MD, MBA, FACS, be-
came the new president of LUGPA’s Board of 
Directors at this year’s meeting. Recapping 
2022, he touched on several topics. “We’ve…
made great progress with extending tele-
health to make it permanent. I think we were 
successful in getting rid of the [ambulatory 
surgical center] cuts as a result of the Supreme 
Court ruling this year. We continue to make 
progress with [Merit-based Incentive Payment 
System], [Medicare Access and CHIP Reau-
thorization Act of 2015], and [alternative 
payment model] reforms and to really build 
our relationships with the congressmen and 
congresswomen and with the senators, so 
that we’re going to be even more successful in 
2023 and 2024,” said Gold� scher, director of 
the Research Department at Premier Medical 
Group in Poughkeepsie, New York.

Asked about his goals as LUGPA president, 
Gold� scher touched on a few highlights. “Ob-
viously, No. 1 is health policy. We’ve got to 
be on the Hill, and we’ve got to do more with 
state legislatures. That’s going to be priority 
No. 1. No. 2 is programming for our indepen-
dent groups. We have our annual meeting. We 
have 3 regional meetings. We have Prostate 
Cancer Academy, we have Bladder Cancer 
Academy, and we have a Urology Resident 
Summit coming up in March, just to name 
a few of the programs that are coming up,” 
Gold� scher said.

He also touched on engaging more with 
younger members of LUGPA. “We have more 
younger members here at the annual meeting 
than we’ve ever had before. We want to make 
that a priority. We have a group speci� cally 
dedicated to younger members called LUG-
PA Forward. We have a leadership program, 
which is a formal training program that takes 
about a year for members to participate in, 
that’s completely paid for by LUGPA. So 

another goal is membership expansion and 
engagement of our younger colleagues,” Gold-
� scher said.

CONCERN OVER STAFFING
Several urologists interviewed by Urology 
Times® identi� ed staf� ng as a signi� cant con-
cern for their practice.

“Labor shortages face all of us, but partic-
ularly in independent urology, we’re trying to 
always maintain a high-quality staff. There 
are just not enough [individuals] out there. I 
think about every urology practice is looking,” 
Gold� scher said.

The concern is not limited to nonphysician 
staff, but also encompasses recruiting urolo-
gists in independent urology.

“[Individuals] are starting to retire, and there 
isn’t that much production of urologists every 
year; there are about 270 that come out for 
the whole country. About half of them go into 
either academic [practice] or a hospital system. 
That leaves about 100 to 130 [individuals] a 
year for 50 states,” said Richard G. Harris, 
MD, FACS, founding member and CEO/presi-
dent of UroPartners in Chicago, Illinois. •
REFERENCE
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For all of Urology Times®’ coverage 
of this meeting, including video 
interviews with urologists such as 
Benjamin Lowentritt, MD, FACS 
(above), scan the QR code or visit 
bit.ly/3OHyaXg

“We have more younger 
members here at the 
annual meeting than we’ve 
ever had before. We want 
to make that a priority.”
EVAN R. GOLDFISCHER, MD, MBA, FACS
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U rology Times®’ Viewpoints program 
brings together expert panels for 
in-depth discussions on key clinical 

topics. In this discussion, 4 clinicians discuss 
the emergence of prostate-speci� c membrane 
antigen (PSMA)-targeting agents in pros-
tate cancer, including an overview of PSMA, 
what treatments are available for patients, and 
how PSMA PET imaging is sequenced. The 
discussion has been edited for clarity and space. 
The panelists were moderator David Albala, 
MD; Ashley E. Ross, MD, PhD; Gary A. 
Ulaner, MD, PhD, NACNM; and Gerald L. 
Andriole Jr, MD.

ALBALA: Please provide an overview of 
PSMA.

ROSS: PSMA is a trans-membrane protein 
that’s expressed in prostate cancer at about 100 
to 1000 times greater levels than non-cancerous 
prostate tissue. Of note, when you look across 
prostate cancer grades, PSMA appears to be 
more expressed in higher grade prostate cancer 

than lower grade prostate 
cancer; speci� cally with more 
expression in Gleason Grade 
Groups 2 to 5 as opposed to 
Gleason 3+3=6, Gleason Grade 
Group 1 disease. PSMA is 
almost ubiquitously expressed 

in locally advanced or metastatic hormone sensi-
tive prostate cancer and is often overexpressed in 
castrate-resistant disease although castrate-resis-
tant prostate cancer can “lose” PSMA expression 
after multiple lines of hormonal treatment. 
Regardless, the overexpression of PSMA in pros-
tate cancer allows for the speci� city of PET 
PSMA imaging. Of note, while imaging is more 
speci� c and although PSMA stands for pros-
tate-speci� c membrane antigen, it can also be 
expressed in other areas of the body—the sali-
vary glands, for example.

ALBALA: Dr Ulaner, please discuss what trac-
ers are FDA approved in the US.

ULANER: We have 2 FDA approved 
PSMA-targeted agents in the United States. 
68Gallium-PSMA-11 is available through 2 
providers: Telix Pharmaceuticals and Novartis. 
18F-DCFPyL (Pylarify) is available through 
Lantheus. My greatest experience is with the 
� uorinated DCFPyL compound that is available 
through Lantheus. All of these are collectively 
referred to as PSMA PET under the current 
National Comprehensive Cancer Network 
[NCCN] guidelines.

ALBALA: Could you delin-
eate the rationale for using 
each agent? Are they inter-
changeable? How are they 
prepared? Do they need to be 
administered quickly?

ULANER: Gallium-68 is produced by a gener-
ator, whereas � uorine-18 is normally produced 
by a cyclotron. The gallium-68 has a half-life of 
approximately 68 minutes, whereas � uorine-18 
is approximately 110 minutes. For simpler math, 
I just call them 1 hour and 2 hours. If you want 
to use your product within approximately 3 half-
lives, gallium-68 gives you a time frame of about 
3 hours, whereas � uorine-18 gives you a time 
frame of 6 hours or a little more, which is advan-
tageous for distribution of the agent. There have 
been no head-to-head published studies between 
the gallium-68 and � uorine-18 agents, thus 
there are no conclusive data suggesting that 1 is 
superior to the other in terms of sensitivity or 
positive predictive value. I think there are some 
theoretical advantages to the � uorine-18 mole-
cule, due to physics. Fluorine-18 has a higher 
positron yield than gallium-68. That means you 
get more positrons per dose that you’re admin-
istering to the patient. More positrons gives 
us more signal to background noise, so you 
can theoretically see a higher signal-to-noise 
on � uorine-18 PSMA studies compared with 
gallium-68. The other theoretical advantage 
comes from positron energy. Fluorine-18 has a 
lower positron energy than gallium-68. That 

means the positrons travel a shorter distance 
in tissue before they hit an electron and create 
photons, which are then detected by the PET 
camera. The shorter travel distances provide 
us with a slightly better resolution from a � uo-
rine-18 scan compared with gallium-68. So 
theoretically, � uorine-18 agents have advantages 
over gallium-68 agents. Does this translate into 
a true clinical bene� t? There are no head-to-
head studies to tell.

ALBALA: That’s a great summary. That really 
puts it in perspective. Dr Andriole, please 
discuss whether PSMA PET is more accurate 
than conventional imaging and how you incor-
porate it in your practice.

ANDRIOLE: There are a fair number of 
treatment alteration trials using PSMA PET 
scans after conventional imaging in the cate-
gory of patients with biochemical recurrence. 
Knowledge of the PSMA PET scan � nd-
ings results in major treatment changes in 
up to two-thirds of patients. These are major 
changes—going from palliative systemic therapy 

to targeted, potentially curable 
therapy, to the reverse. A posi-
tive PSMA PET scan is more 
informative than a negative 
PSMA PET scan or a PSMA 
PET scan that doesn’t show 
anything. But depending upon 
the clinical context, I think it 

has really substantially changed the [treatment] 
of the biochemically recurrent patient.

I’ll put an asterisk on that. We don’t know if 
this is gowing to translate into overall improved 
survival. It sounds like it should, but that’s yet to 
be proven. I do think it reduces, for many men, 
the morbidity or the adverse effects; for example, 
of salvage radiation therapy where it’s targeted in 
the case of a patient who had a PET scan vs whole 
pelvic or otherwise in a man who had negative 
conventional imaging but a lot of adverse � ndings 
on his radical prostatectomy.

Experts discuss their use of PSMA-
targeting agents in prostate cancer

ROSS

ALBALA

ANDRIOLE
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ULANER: I’ll throw out a case in which you’re 
looking at biochemical recurrence in a patient 
post prostatectomy who would get pelvic salvage 

radiation as next line, and the 
PSMA PET demonstrates 
a solitary sternal metastasis. 
You’ve now entirely changed 
where the patient is going to get 
treated; they get the effective 
radiation to the site of disease 
and save the potential adverse 

effects in the pelvis. Those are the type of exam-
ples where, in a case of biochemical recurrence, 
a single PSMA PET scan entirely changes the 
patient’s treatment plan, ef� cacy of treatment, 
and adverse effects.

ALBALA: It’s really a game changer in that 
scenario, too, quite honestly. It prevents the 
morbidity of treatment in 1 particular area for 
appropriate treatment in the area where the 
metastasis is. Dr Ross and Dr Andriole, can you 
tell us how you sequence PSMA testing?

ROSS: I’m lucky in that most of the payer 
groups in my area have looked closely at the 
Society of Nuclear Medicine and Molecular 
Imaging and the National Comprehensive 
Cancer Network guidelines and have allowed 
for us to utilize this technology in its appropri-
ate indications where it provides more accurate 
staging of disease. This includes use for initial 
staging of prostate cancer that has metastatic 
potential and in cases of biochemical recurrence 
after local therapies. Further, the guidelines 
state that because PET PSMA imaging is more 
reliable and accurate than conventional imag-
ing, getting imaging such as a bone scan and 
CT should not be a prerequisite to getting a 
PET PSMA scan. Thus, in regards to where I 
sequence PSMA testing, I tend to reach for it at 
any time I suspect a chance of metastatic disease 
and wish to stage a patient. As such, when a man 
has been diagnosed with unfavorable intermedi-
ate or higher-risk prostate cancer I am ruling out 
metastatic disease by utilizing a PET PSMA as 
the � rst imaging modality of choice. On occa-
sion, if there are questions that arise from the 
PET PSMA imaging I may get a bone scan or 
other axial imaging to help inform me.

ANDRIOLE: I agree completely with Dr 
Ross. The NCCN, for example, has stated 

unambiguously in the treatment guidelines that the 
enhanced sensitivity of PSMA PET scans is such 
that it should not be a requirement to have negative 
or ambiguous conventional imaging to go forward 
with a PSMA PET scan. Now having said that, I 
last week had to do a peer to peer. It was a urologist, 
and he was very apologetic. He said: “I under-
stand what you’re saying. But the Medicare policy 
that this particular patient had, notwithstanding 
NCCN and everything that we’ve just been talking 
about, requires negative or ambiguous conventional 
imaging.” So we’re in the process of putting this 
patient through the second-best form of imaging 
for prostate cancer staging.

ULANER: I won’t speak for all of the West 
Coast, but in our area, we go directly to PSMA 
PET. There is no need to get the CT and bone 
scan prior to a PSMA PET. That is commented 
on in the NCCN guidelines. I think our urol-
ogists have greatly appreciated the ability to go 
directly to PSMA PET.•
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PSMA=prostate-specific
membrane antigen.

Not actual patients.

When assessing patients with suspected prostate cancer 
metastasis who are candidates for initial definitive
therapy or suspected recurrence based on elevated PSA,

PYLARIFY® REVEALS

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.

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
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).

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.

IMPORTANT SAFETY INFORMATION

PET IMAGING:
FOR ACCURACY4

PSMA TARGETING:
FOR PRECISION5-7

18F RADIOISOTOPE: 
FOR CLARITY3

ARTIFICIAL INTELLIGENCE: 
FOR CONSISTENCY10

Trademarks, registered or otherwise, are the property of their respective owner(s).
©2022 Progenics Pharmaceuticals, Inc., a  Lantheus company. All rights reserved. PM-US-PY-0240 April 2022

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.

NCCN 
Piflufolastat F 18 Injection (PYLARIFY®)

RECOMMENDED13

Category 2A‡ SEE THE CLEARER PICTURE

VISIT PYLARIFY.COM

References: 1. PYLARIFY® [package insert]. North Billerica, MA: Progenics Pharmaceuticals, Inc., a Lantheus company. 2. Mena E, et al. J Nucl Med. 2020;61(6):881-889. 3. Werner RA,
et al. Theranostics. 2020;10(1):1-16. 4. Alipour R, et al. Ther Adv Med Oncol. 2019;11:1-14. 5. Petersen LJ, et al. Cancer Imaging. 2020;20(1):1-8. 6. Tan N, et al. Radiology. 2020;296:44-55.
7. Ceci F, et al. Clin Transl Imaging. 2019;7:377-379. 8. Dietlein M, et al. Mol Imaging Biol. 2015;17(4):575-584. 9. Szabo Z, et al. Mol Imaging Biol. 2015;17(4):565-574. 10. FDA clearance
letter for aPROMISE. Food and Drug Administration. July 27, 2021. 11. Pienta KJ, et al. J Urol. 2021;206(1):52-61. 12. Morris MJ, et al. Clin Cancer Res. 2021;27(13):3674-3682.
13. 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 guidelines, go online to NCCN.org.

THE CLEARER PICTURE.1-9

UT1222_034-035_Plarify-Latheus.indd   34UT1222_034-035_Plarify-Latheus.indd   34 11/30/22   10:46 AM11/30/22   10:46 AM



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 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.

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] .

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.

The safety of PYLARIFY was evaluated in 593 patients, each receiving 
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Business     PRACTICE MATTERS

Patient access to health care information continues to 
evolve and change the shape of patients’ relationships 
with physicians, hospitals, testing facilities, and insur-

ers. The issue has the focused attention of the Of� ce for Civil 
Rights (OCR) at the US Department of Health and Human 
Services (HHS), as demonstrated in recent enforcement 
actions of the Health Insurance Portability and Accountability 
Act (HIPAA) Right of Access.1 Most of the settlements or 
actions arising from OCR enforcement involve allegations that 
patients were not granted access (their right under HIPAA) 
to their medical records and typically are resolved for tens of 
thousands of dollars—most paid by dentists and physicians.

In 2020, the Of� ce of the National Coordinator for Health 
Information Technology (ONC) issued a � nal rule implement-
ing Section 4004 of the 21st Century Cures Act. Among other 
things, this rule implements interoperability requirements, 
de� nes information blocking, and seeks to give patients “more 
power in their health care.” Slowly but surely, the standard for 
personal access to health care information is evolving to become 
instant and electronic—just as individuals now expect from 
banks, airlines, local government, and other important third 
parties in their everyday lives. The transition is not without chal-
lenges and some resistance from the health care system. 

What exactly constitutes the information that patients have 
rights to access? The key terms are electronic protected health 
information (ePHI), designated record set (DRS), and infor-
mation blocking. Here’s how they work together. ePHI is “any 
information, including genetic information, whether oral or 
recorded in any form or medium, that is created or received 
by a health care provider, health plan, public health author-
ity, employer, life insurer, school or university, or health care 
clearinghouse; and relates to the past, present, or future physi-
cal or mental health or condition of an individual; the provision 
of health care to an individual; or the past, present, or future 
payment for the provision of health care to an individual” and
is “transmitted or maintained in electronic media or transmit-
ted or maintained in any other form or medium” and would be 
included in a DRS. When the Cures Act was implemented, a 
DRS was limited to a subset of health information until October 
6, 2022. After that date, a DRS is simply de� ned as “a group of 
records maintained by or for a covered entity that is the medi-
cal records and billing records about individuals maintained 
by or for a covered health care provider or used, in whole or in 
part, by or for the covered entity to make decisions about indi-
viduals.”2-4 HIPAA and the Cures Act grant patients the rights 
to that access, and information blocking de� nes those practices 

that would interfere with that access, including but not limited 
to delaying the release of progress notes, laboratory results, or 
pathology results in order to permit clinician review.5

Why is patients’ access to their information controversial? 
Instant and electronic access by patients to the electronic health 
record upends some long-established, physician-centric tradi-
tions of medical practice and documentation and raises some 
concerns. First, physicians may no longer have the � rst pass 
at test results nor control over how and when those results are 
interpreted. Physicians who previously scheduled of� ce visits 
solely to disclose and review results—especially if they are 
normal—may � nd patients challenging the need for that service, 
the timeliness, or the propriety of “paying for their results.”

One area of particular concern is pathology results and a new 
cancer diagnosis. In a recent article, Gabrielson et al highlighted 
these concerns in the context of prostate biopsy results and 
presented several ideas for addressing communication, includ-
ing making pathology reports more patient friendly.6 Second, 
the primary audience for medical record documentation has 
grown and now includes anyone who might at any point access 
the record: physicians in the practice, consultants outside the 
practice, support staff, hospitals, insurance companies, patient 
assistance organizations, attorneys, and patients. It is challenging 
to create and maintain a record that optimally serves all of these 
interests, but at a minimum, physician authors should document 
with the full expectation that the patient can and will access 
their record or possibly challenge its veracity. One example that 
could be problematic is a lengthy informed consent paragraph—
documentation that was designed for an attorney audience, 
but a discussion remembered very differently by the patient. 
Another example might be a long review of systems—perhaps 
copied forward—where the patient “denied” symptoms but 
doesn’t recall being asked or in fact does have those symptoms. 
Finally, remember that regulations de� ne the designated record 
set as information that is used to make decisions about patients. 
Contemporary systems include features such as alerts, sticky 
notes, messages, telephone notes, and appointment notes. If you 
are using these features to store or communicate information 
used to make decisions about patients, then, according to regula-
tory de� nitions, patients have the right to access those notes.

What are the penalties for interfering with patients’ access 
to their health information? The OCR has brought HIPAA 
enforcement actions in at least 41 cases that have resulted in 
monetary penalties and/or corrective action plans primar-
ily involving medical and dental practices.1 The ONC receives 
and processes claims of possible information blocking from the 
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public. As of September 30, 2022, ONC had received 511 such complaints, 
which included 391 concerning providers, 73 involving heatlh information 
technology (HIT) developers; most originated from patients.7 ONC triages 
and forwards complaints it determines to be possible information blocking to 
the Of� ce of the Inspector General (OIG) for HHS, who is responsible for 
formally investigating and, in the case of HIT developers or health informa-
tion exchanges, assessing any penalty. (ONC has dual authority to investigate 
complaints against HIT developers.) 

In a proposed rule dated April 2020, the OIG noted that its civil monetary 
policy authority “does not extend to health care providers. If OIG determines 
that a health care provider has committed information blocking, it shall refer 
such health care provider to the appropriate agency for appropriate disincen-
tives. The appropriate agency and appropriate disincentives will be established 
by the Secretary in future notice and comment rulemaking.”8 This rule had not 
been � nalized as of October 2022. So at this time, it is unclear who will enforce 
information blocking by providers and what the “disincentives” look like.

THE BOTTOM LINE AND WHY IT MATTERS
The traditional information asymmetry in medicine is changing. Patients are 
empowered by federal laws and regulations to have timely and unrestricted 
access to their health information, including but not limited to almost every-
thing in the electronic health record. There may be physician concerns about 
and unintended consequences of such access and transparency, but they can be 
mitigated by a new paradigm: the shared record. Take a moment to imagine 
how this can help you and your patients. Encouraging patients to review your/
their notes may reinforce the short discussions you had in the exam room or 
uncover important omissions in the history. Reminding patients to review their 
test results can create shared responsibility and be a risk-management strat-
egy. Setting advanced expectations about patients’ access to pathology reports, 
and your typical time and place to review, can prevent misunderstandings and 
improve communications. Portal access can eliminate time-consuming phone 
calls and letters to patients. These are just a few examples outlining how the 
new information paradigm anchored in patients’ access to their information can 
be leveraged to improve, not complicate, the physician-patient relationship.•
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O n November 2, 2022, the Centers for Medicare & 
Medicaid Services (CMS) released the calendar 
year 2023 Medicare Physician Fee Schedule Final 

Rule. This � nal rule outlines the updates for payment and 
policies for providing care to Medicare bene� ciaries start-
ing January 1, 2023. Most of the rules that were included in 
the proposed rule from July 2022 were adopted, with a few 
exceptions. Here are some of the most notable rules that 
affect those who practice urology.

Conversion factor. The conversion factor for 2023 is set 
to decrease by approximately 4.5%, from $34.6026 to $33.06. 
The decrease is mainly due to the expiration of a 1-year 3% 
increase that was enacted at the end of 2021 as part of the 
Protecting Medicare and American Farmers from Sequester 
Cuts Act, coupled with a mandated 0% increase and a reduc-
tion due to budget neutrality.

We remain hopeful that Congress will once again step in 
to mitigate this decrease between now and the end of 2022. If 
that is to happen, it will likely be near the end of December. 
This cut affects not just urology, but all of organized medi-
cine. Stay tuned.

Clinical labor update. With minor revisions from the 
proposal, CMS is changing the update process for clini-
cal labor included in the calculation of the practice expense 
component within the Medicare Physician Fee Schedule. 
We are in the second year of this change. Medicare has indi-
cated that it will continue to examine the process it uses to 
increase the transparency and consistency of this update. 
Additionally, Medicare is updating the malpractice compo-
nent of the fee schedule as well. Urology is projected to face 
a 1% decrease overall in Medicare relative value unit (RVU) 
changes related in large part to these changes, the impact 
is slightly greater in the of� ce-based payments. The impact 
to group practices and individual physicians, however, 
varies based on practice type, mix of patients, and services 
provided to those patients. Note: The impact of RVU changes is 
independent of the conversion factor change noted above. 

Evaluation and management (E/M) services: revi-
sions for outpatient consultation and hospital inpatient 
and observation services, eff ective January 1, 2023. As 
proposed, CMS will adopt nearly all the updates and revi-
sions for Current Procedural Terminology (CPT) codes 
used to report E/M visits. For urologists, this includes 
outpatient consultation services and hospital-based inpatient 
and observation services. The changes include revisions to 
the documentation guidelines and to the descriptors, which 
will mirror the revisions previously made to the Of� ce or 

Other Outpatient E/M services in 2021.
As noted in our article about the proposed rule,1 these 

updated E/M codes will now follow the same basic structure 
as the updated 2021 Of� ce or Other Outpatient E/M code 
guidelines. These updates include requiring the history and 
physical examination to be medically appropriate but are not 
used to determine code level. Ultimately, the E/M code level 
should be chosen based on either minimum total time or by 
medical decision-making. If choosing a coding level based 
upon medical decision-making, the updated chart is used.

Additionally, hospital E/M coding is changing as inpatient 
E/M codes and observation E/M codes have been combined 
into 1 code set, maintaining the same codes that had previ-
ously been used to report inpatient services, whereas the 
outpatient codes will be eliminated. Therefore, there will be 
just 1 code set to report consultation services, initial services, 
subsequent services, discharge, and same-day admit/discharge 
services. This made sense as the work and payment were 
already similar between these 2 code sets, but having 2 sepa-
rate code sets led to code choice confusion.

CMS appears to have deviated from the guidelines and 
coding in the 2023 E/M guidelines in only a few areas:

1. CMS � nalized its proposed 1-year delay (until 2024) of 
the updated split/shared services policy where the billing 
provider is determined by which quali� ed health profes-
sional spends the most time with the patient on the date 
of service.

2.  CMS has elected to keep the current rules requiring that 
a physician who bills an Initial Inpatient code include all 
E/M services provided on that date. (New for CPT 2023: 
CPT guidelines allow for reporting more than 1 E/M 
service on the same date as an Initial Inpatient code.)
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3.  As with Office or Other Outpatient services, 
CMS will require the use of a Healthcare 
Common Procedure Coding System code 
(G0316 definition below) in place of the CPT 
prolonged service code created for the new 
Inpatient codes 99418 (prolonged inpatient 
or observation evaluation and manage-
ment service[s] time with or without direct 
patient contact beyond the required time of 
the primary service when the primary service 
level has been selected using total time, each 
15 minutes of total time). [List separately in 
addition to the code of the inpatient and obser-
vation E/M service.]

a. HCPCS Code G0316 (prolonged 
hospital inpatient or observation 
care evaluation and management 
service[s] beyond the total time 
for the primary service [when the 
primary service has been selected 
using time on the date of the 
primary service]; each additional 15 
minutes by the physician or quali-
fied health care professional, with or 
without direct patient contact [list 
separately in addition to CPT codes 
99223, 99233, and 99236 for hospital 
inpatient or observation care eval-
uation and management services]. 
[Do not report G0316 on the same 
date of service as other prolonged 
services for evaluation and manage-
ment 99358, 99359, 99415, 99416, 
99418]. [Do not report G0316 for 
any time unit less than 15 minutes].

Based on the definitional changes for Inpatient 
E/M codes, CMS revalued the code series.

Other RVU changes. The final rule resulted 
in slight changes from the work RVU impact in 
the proposed rule. Table 2 includes the codes in 
urology with changes greater than a 5% increase 
or decrease in work RVU.

New and updated urology CPT codes: 
CPT codes 50080 and 50081 are undergoing 
a description change that has resulted in the 
changes shown in the Table. Code 55867 is a 
new CPT code for laparoscopic simple pros-
tatectomy, which has affected the value of the 
other prostatectomy codes listed in the Table.

Telehealth. Medicare has finalized its 
planned compliance with the Consolidated 
Appropriations Act (CAA), CMS originally 
announced that it would comply with the act in 

March 2022. This final rule codifies is approach 
to compliance with the act. The CAA directs 
CMS to extend the public health emergency 
(PHE) rules allowing telehealth and telephone 
services be provided to Medicare patients 
regardless of patient location for 151 days after 
the COVID-19 PHE expires. As of the writ-
ing of this article, the Senate has yet to address 
the House bill intended to extend PHE rule for 
telehealth through 2024; we will continue to 
watch this proposed law and others. Based on 
the success of telehealth from the perspective of 
patients and physicians, it would appear there is 
support for long-term continuation and expan-
sion of telehealth for Medicare. 

Requiring manufacturers of certain single-
dose container or single-use package 
drugs to provide refunds with respect to 
discarded amounts: Medicare has published 

its list of 25 drugs that will be subject to the 
proposed policy requiring manufacturers to 
provide a refund to CMS for certain discarded 
amounts from a single-dose container or single-
use package drug. The refund amount is the 
amount of discarded drug that exceeds an appli-
cable percentage, which is required to be at 
least 10% of total allowed charges for the drug 
in a given calendar quarter. As reviewed, it 
appears that 1 drug on this list that urologists 
use with regularity is collagenase clostridium 
histolyticum (Xiaflex). CMS has indicated that 
other drugs will likely be added to the list in 
the future.  

In the proposed rule, CMS considered whether 
to use the authority granted by Congress to raise 
the applicable percentage of waste that triggers 
a refund for drugs with unique circumstances. 
Specifically, the agency considered drugs that must 
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TA B L E .  CODES IN UROLOGY WITH CHANGES GREATER THAN A 5% INCREASE OR DECREASE IN TOTAL 
RVU

Facility-hospital/ambulatory physician payment changes

Code (Modifier) Description 2022 work 
RVU

2023 work 
RVU % change

50080 Percutaneous nephrolithotomy; up to 2-cm single stone in 
kidney or renal pelvis 15.74 12.41 –21%

50081 Percutaneous nephrolithotomy; complex (larger than 2 cm, 
branching, multiple stones, ureter, complicated anatomy) 23.5 20.91 –11%

55821 Prostatectomy, suprapubic subtotal (open) 15.76 15.18 –4%

55831 Prostatectomy, retropubic subtotal (open) 17.19 15.60 –9%

55866 radical prostatectomy, laparoscopic 26.8 22.46 –16%

55867 Simple subtotal prostatectomy, laparoscopic  19.53 NA

Facility office-based physician payments

Code (Modifier) Description 2022 facility 
total

2023 facili-
ty total

%  
difference

50010 renal exploration 20.63 22.34 8%

51784 (26) emG 20.63 22.16 7%

Nonfacility office-based physician payments

Code (Modifier) Description
2022 

nonfacility 
total 

2023 
nonfacility 

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%

RVU, relative value unit; EMG, electromyography; CMG, cystometrogram
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be reconstituted with hydrogel, noting that a substantial amount adheres to the 
vial wall during preparation. The agency speculated 35% may be appropriate 
to account for the portion of the drug that adheres to the vial. The American 
Urological Association commented that CMS should use its authority and 
finalize policy that raises the applicable percentage to 35% for wastage associ-
ated with drugs reconstituted with hydrogel. With this rule, CMS has finalized 
its proposal to allow for a special dispensation for 35% wastage for drugs of this 
type, this special dispensation will apply to only 1 drug : mitomycin for pyeloc-
alyceal solution (Jelmyto).

This rule does not change reimbursements or change reporting require-
ments for physicians.

FINAL RULE FOR OUTPATIENT PERSPECTIVE  PAYMENT SYSTEM  
(OPPS) CHANGES
iTind. The final CMS calendar year 2023 OPPS rule increases payment 
rates for code C9769 covering the iTind procedure in hospital outpatient 
department (HOPD) and ambulatory surgical center (ASC) facilities. The 
rule changes are as follows. In the HOPD: CMS reclassified the urology 
ambulatory payment from a level 5 to a level 6 and finalized a national 
average payment rate of $8221.74 per procedure in OPPS payments. In 
the ASC: CMS finalized a national average payment rate of $7274.78 per 
procedure in ASC payments.

High-intensity focused ultrasound (HIFU). For a hospital performing 
a HIFU prostate ablation on an outpatient basis, the final rule increases 
the reimbursement level to an ambulatory payment classification level 6, 
compared with APC level 5 currently. This will increase reimbursement 
to a hospital performing a HIFU procedure on a Medicare patient to 
$8557.53 per procedure in the HOPD and $4280.98 in the ASC.

ONE ADDITIONAL CONSIDERATION
The final rule is not the only federal budget action that is slated to impact 
physician payment. The act referred to as the Pay As You Go rule (also 
known as PAYGO) has been triggered due to US Department of Health & 
Human Services spending beyond its targeted budget for multiple years.

In a widely oversimplified explanation, the PAYGO Act mandates that 
a 4% budget adjustment be applied to all CMS expenditures. This adjust-
ment, unless Congress once again delays its implementation, will result in 
second sequestration type rebate of 4% for all services paid for by CMS, 
including Part A, Part B, Part C, and Part D Medicare. The 4% deduction 
will applied to drugs, physician services, facility payments to hospitals and 
ASCs, and prescription drug reimbursements.

CONCLUSION
Although the general changes in the physician fee schedule outside the 
budget-mandated decreases are of minimal impact, we are once again at the 
mercy of Congress to help avert what in total amounts to a –9.5% cut to 
Medicare payments to urologists for professional services and an additional 
4% reduction in reimbursement for buy and bill drugs. Given today’s infla-
tion, staff shortages, and other overhead expense increases, the outlook is 
not a happy one.

We are slightly encouraged by the strength of the lobbying efforts for 
physicians to avoid the conversion factor cut, and we welcome the hospi-
tals and insurance company lobbying efforts to avoid the PAYGO budget 

adjustment impact. We remain hopeful that we will once again cheer a mini-
mal change in overall Medicare payments for 2023 but encourage all to help 
in these lobbying efforts.

We once again note that even success in the efforts to avoid any payment 
decreases will be a failure in the long run as overhead continues to rise against 
flat reimbursement. In the face of physician burnout, the Medicare formula 
is slowly squeezing urology practice net revenue to $0. The model is not 
sustainable. We encourage all of you to work smarter and lobby harder. •
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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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2022 has been a challenging year for many. A linger-
ing pandemic, high in� ation, and struggling stock and 
bond markets have forced many investors to dip into 

emergency funds or adjust their approach to saving, spend-
ing, retirement plan distributions, and charitable gifting. 
When disruptions such as these occur, the end of the year 
presents a good opportunity to regroup, close out in the 
strongest position possible, and ready yourself for 2023. Here 
is a list of year-end items everyone should review. 

Is your emergency fund fully funded? If you tapped into 
your emergency fund for any reason this year, it is import-
ant to make sure the account is replenished. It is always a 
good idea to review your budget and determine whether 
your necessary spending has increased or decreased and then 
review your emergency fund to ensure it is properly funded. 
As a reminder, the general rule of thumb for an emergency 
fund is 3 months’ worth of necessary expenses saved in cash 
if you are a dual-income household.

Have you maxed out your retirement accounts or 
are they on track to max out by year end? 401(k) and 
403(b) contributions must be made by December 31, 2022. 
The 2022 contribution limit for employee contributions is 
$20,500 ($27,000 if you are 50 years or older). Individual 
retirement account (IRA) contributions can be made up until 
the tax � ling deadline in April 2023. The 2022 contribution 
limit for IRAs is $6000 ($7000 if you are 50 years or older).

Have you used all the money remaining in your depen-
dent care or health care fl exible spending accounts? Most 
� exible spending accounts (FSAs) are use-it-or-lose-it accounts, 
meaning money left over in the account at the end of the year 
is forfeited back to the plan, not back to you. Some employers 
offer a grace period into next spring or a $500 carryover to the 
next year for health care FSAs, but most do not. 

Have you made contributions to your children’s 529 
savings plan accounts? As the cost of college continues to 
rise, it is important to start saving as soon as possible. 529s 
offer excellent tax advantages if saving for college or other 
post–high school educational opportunities. Many states 
offer a state income tax deduction for contributing to a 529 
account. Sometimes these tax savings can be substantial. 

Contributions must be made before December 31, 2022, to 
receive a 2022 tax deduction.

Have you designated all the gi� s you planned to give 
this year? For 2022, the annual gift tax exclusion amount 
is $16,000 per person or $32,000 for a married couple. This 
means you can give cash or assets (such as investments) 
valued up to these amounts to an unlimited number of indi-
viduals without having to worry about gift taxes. Making 
gifts can be a great way to remove assets from an estate if 
future estate taxes are a concern. Gifts must be made before 
December 31, 2022.

Have you made your charitable donations for the year? 
Giving to charity can be a very powerful tax-savings tool. 
Check if you have any appreciated investment assets you 
could donate instead of cash. Donating appreciated invest-
ments allows you to avoid paying capital gains taxes when you 
sell the investments, and you get to claim a deduction for the 
full value of the donated asset. The charity can then sell the 
investment and not have to pay capital gains taxes. However, 
be aware that with the increased standard deduction under 
current tax law, you may need to donate a substantial amount 
to see any tax bene� t. Donations must be made by December 
31, 2022, to count toward your 2022 taxes.

Have any of your investments lost money this year? 
The stock market has struggled in 2022 and many invest-
ments have had signi� cant declines in value. If any 
investments in your taxable accounts are in the red, you 
could consider selling those investments to harvest the loss. 
Tax loss harvesting can be used to offset gains elsewhere or 
potentially lower your 2022 tax bill. If your captured losses 
exceed your realized gains, you will have a net capital loss. 
Up to $3000 ($1500 if you are married and � le separately) of 
net capital losses can be deducted against ordinary income, 
including salary, self-employment income, and interest 
income. Any excess loss above these amounts can be carried 
forward to future years to cancel out gains or deduct against 
income. Sales to capture losses must occur before year end to 
count toward 2022. •

For more end-of-year advice, go to bit.ly/3ViHEee

As 2022 ends, it’s time top off your 
emergency fund and max out IRAs 
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The nation’s COVID-19 public health 
emergency will continue for now—and 
so will political sparring over the next 

steps to address pandemic conditions.
Federal of� cials have pledged at least 60 days’ 

notice before ending the US Department of 
Health and Human Services’ (HHS) declara-
tion of the COVID-19 public health emergency 
(PHE). HHS Secretary Xavier Becerra renewed 
the PHE in October to last another 3 months, 
and it appears it will continue for months in 
2023 after a number of news outlets reported 
that the 60-day notice deadline came and went 
on November 11 with no of� cial pronounce-
ment or warning about ending it.

HHS’ PHE determination is based on the 
Public Health Service Act. The president’s 
declaration of the COVID-19 national emer-
gency is governed by another law, the National 
Emergencies Act, and on November 15, the 
Senate voted 62-36 to end the COVID-19 
national state of emergency � rst declared by 
President Donald J. Trump in March 2020.

That resolution is sponsored by Sen. Roger 
“Doc” Marshall, MD, R-Kansas, who cited 
President Joe Biden’s comments that the 
pandemic was over.

Biden spoke September 18 on the CBS News 
show “60 Minutes,” prompting national debate 
among public health experts and commentators, 
and the president acknowledged criticism about 
his statement. He clari� ed that the pandemic 
“basically is not where it was.”

The national emergency declaration has been 
used to justify lockdowns of small businesses 
and schools, mask and vaccine mandates, and a 
“spending binge” of more than $9 trillion since 
February 2021, Marshall said in a statement after 
the Senate vote.1

“Congress must take the responsible action of 
[reining] in this massive expansion of govern-
ment and restore Americans’ fundamental right 
by terminating the COVID-19 national emer-
gency declaration,” said Marshall, who made his 
career as an obstetrician-gynecologist before 
serving in public of� ce.

The White House Of� ce of Management 
and Budget published a statement that Biden 
would veto the legislation if approved by 
Congress.2 It was unclear if or when the House 
of Representatives would have a vote on a simi-
lar measure.

The authorities granted under the national 
emergency are critical to respond to COVID-19, 
the virus’ omicron variant, and emerging vari-
ants, according to the White House.

“Additionally, easing further strain on our 
health care workforce and health care system 
and the ability to deliver care to COVID-19 
patients will also enable treatment of people 
suffering from other illnesses who are also put 
at risk when hospital systems are overwhelmed,” 
the administration’s statement said. “Preserving 
our ability to respond is more important than 
ever as we head into the winter, when respi-
ratory illnesses such as COVID-19 typically 
spread more easily.”

In November, Biden sent a new spending 
request to Congress, asking for $10 billion on 
COVID-19 relief and $37.7 billion for various 
aid and defense proposals relating to the Russian 
invasion of Ukraine. •
REFERENCES
1. Senator Marshall’s resolution to end COVID national 
emergency declaration overwhelmingly passes Senate. 
News release. marshall.senate.gov. November 16, 
2022. Accessed November 17, 2022. https://bit.
ly/3iIyYz6
2. Statement of administration policy: S.J. Res. 63 – 
A joint resolution relating to a national emergency 
declared by the President on March 13, 2020. Offi  ce 
of Management and Budget. November 15, 2022. 
Accessed November 17, 2022. http://bit.ly/3gLiOEM

Debate continues over
ending COVID-19 public 
health emergency

FROM THE PAGES OF:

Inside the Practice:
Inside the EDGe BRCA+ 
Men’s Clinic
In this video, providers from 
Northwestern University’s EDGe BRCA+ 
Men’s Clinic discuss the program and 
how it provides coordinated 
multidisciplinary care for men 40 years 
and older with mutations in the BRCA1 or 
BRCA2 gene.

+ To watch the video, go to bit.ly/3UgZw7E

Deep Dive:
Decision-making for 
prostate cancer screening
In this video, Hanan Goldberg, MD, 
MSc, shares notable fi ndings from a 
study presented at the 74th annual 
meeting of the Northeastern Section of 
the American Urological Association.

+ To watch the video, go to bit.ly/3u8kmvG
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Build the team you need

Contact me today to place your ad.
Joanna Shippoli | (440) 570-4625

jshippoli@mjhlifesciences.com

Associated Medical Professionals 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. 

Site visits are being scheduled!  

Contact Audrey Barker,Vice President Physician Recruitment 
(740) 607-5924 (cell) | abarker@us-uro.com 

HIRING
BC/BE UROLOGISTS

CENTRAL NEW YORK

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 Falls, Idaho bit.ly/3tYsj62

• UnityPoint Health in Peoria, Illinois  bit.ly/3qNEGkG

• UnityPoint Health in Rock Island, IL/Bettendorf, IA  bit.ly/3itwQv2

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.

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

NATIONAL

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. 

GENERAL UROLOGIST SURGEON

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.

NEW YORK

Urology Times® is proud to partner with multiple Strategic Alliance Partners 
across the country. Our partnerships can increase exposure to leading 
treatment options designed to improve patient outcomes and provide 
further support.

POWERFUL TOGETHER 

Scan the QR code with your mobile device to visit UrologyTimes.com and view our Strategic 
Alliance Partnerships.
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Can federal regulations on hospital-
acquired conditions create liability?
Plaintiff ’s attorneys are substituting regulations for standard of care

KENTON H.
STEELE, ESQ

Steele is an attorney in 
the Columbus, Ohio, 

offi  ce of Reminger Co, 
LPA. He specializes in 

malpractice defense 
and insurance litigation. 

Please contact him at 
KSteele@reminger.com 

with any feedback or 
comments on 

this column.

For more 
Malpractice 

Consult, scan the 
code or go to
bit.ly/3XIJk1V

+

Standard of care is a concept used in determining 
whether an individual was negligent and potentially 
liable for an injury. Although the standard of care may 

vary in speci� city, it often revolves around the concept of 
what a reasonable individual would have done under simi-
lar circumstances. If an individual breaches the standard that 
applies and their actions cause harm to another individual, 
they will be liable for negligence.

This concept is carried over to the medical � eld. However, 
medical professionals are not asked to meet the standard of a 
reasonable individual; instead, the medical standard of care 
refers to the type of care that a reasonably skilled and compe-
tent medical provider would have provided to a patient under 
the same treatment circumstances. These standards are set 
by medical professionals and are based on scienti� c evidence. 
When medical professionals breach the applicable standard 
and their actions cause harm to a patient, they may be liable 
for medical malpractice.

HOW FEDERAL REGULATIONS COULD AFFECT 
THE STANDARD OF CARE
The establishment of a set standard of care is a topic of great 
debate in the medical community. As technology and medi-
cal science evolves, so do the standards to which physicians 
are held. One recognized standard may suggest that a doctor 
do X, whereas another may state they should do Y. As you can 
imagine, a plaintiff’s lawyer will always argue for the standard 
that imposes liability on the doctor. However, in recent years, 
a new technique has emerged: substituting federal regulations 
or guidelines for the standard of care. The most common way 
this is done is by citing federal regulations regarding never 
events and hospital-acquired conditions.

The meanings of never event and hospital-acquired conditions 
are derived from federal sources. Hospital-acquired condi-
tions are the subject of federal law enacted in October 2008, 
which, in order to provide an incentive for hospitals to reduce 
hospital-acquired conditions, provides for a reduction in the 
amount of governmental medical bene� ts payable for inpatient 
hospital services related to such conditions. The term never 
event comes from proposed guidelines issued by the Centers 
for Medicare & Medicaid Services regarding the payment of 
bene� ts. However, the “never event” language was eventu-
ally omitted from the rule and the term is no longer used for 
purposes of Medicare and Medicaid payment policies. 

This issue was considered by an Ohio court in a case 
involving a patient who underwent surgery for recurrence 
of renal cell carcinoma. The patient remained at the hospi-
tal in the days following the surgery and he developed at least 
1 pressure ulcer in the area of his buttocks and coccyx. The 
patient alleged that, as a result of malpractice, he required 
additional treatment for years after the surgery. The patient 
alleged that the development and delayed healing of his 
ulcers was attributable at least in part to a sponge that was 
left inside his body and caused a chronic infection. In his 
complaint against the hospital and urologist, the patient 
alleged that the occurrence of a never event and/or hospi-
tal-acquired condition constituted proof that the standard of 
care was breached.

In this case, the Ohio court ultimately held that nothing 
in the statutes or the regulations suggests an intent to estab-
lish a new standard of care applicable to private lawsuits. 
Generally, the occurrence of a never event or a hospital-ac-
quired condition standing alone should not satisfy a medical 
negligence plaintiff’s obligation to demonstrate the applica-
ble standard of care or a breach of that standard.

However, it is worth noting that this a rapidly developing 
area of the law. Regulatory rules are often used as evidence 
in other areas of law. As such, it is reasonable to anticipate 
more plaintiffs’ lawyers in the years to come will attempt 
this bait-and-switch to convince a jury that because a federal 
regulation was violated, the hospital/physicians must have 
breached the standard of care. •

Generally, the occurrence of a 
never event or a hospital-
acquired condition standing 
alone should not satisfy a medical 
negligence plaintiff’s obligation 
to demonstrate the applicable 
standard of care or a breach of 
that standard.
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CAMCEVI® (leuprolide) injectable emulsion, for subcutaneous use
Initial U.S. Approval: 2021

BRIEF SUMMARY OF PRESCRIBING INFORMATION
The following is a brief summary. Please see the package insert for full Prescribing Information.

INDICATIONS AND USAGE 
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 
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.

Embryo-Fetal Toxicity 
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. 

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

Vascular disorders Musculoskeletal and connective tissue disorders 

Hot flusha Musculoskeletal painf 
Hypertensionb Pain in extremity 
General disorders and administration site conditions Arthralgia 
Injection site reactionsc Renal and urinary disorders 
Fatigued Micturition urgencyg

Infections and infestations Nocturia 
Upper respiratory tract infectione Nervous system disorders 

Dizzinessh

 

 
 
 
 
 
 
 
 
 
 
 
 

a 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.

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.

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

Geriatric Use 
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.  

NONCLINICAL TOXICOLOGY 
Carcinogenesis, Mutagenesis, Impairment of Fertility
Two-year carcinogenicity studies were conducted with leuprolide in rats and mice. In rats, a dose-
related 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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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.

Unique J Code J1952 

Scan to learn more 
about efficacy

Mean (95% CI) Percentage Change From Baseline 
in Serum Testosterone Concentration Over Time1 (N=137)

EFFECTIVE SUPPRESSION OF TESTOSTERONE
TO THE CASTRATION LEVEL1

In an open-label study, 137 
patients with advanced 
prostate cancer were dosed 
with 42 mg of CAMCEVI®

at Day 0 and Week 24. 
The primary endpoint was 
achieving medical castration 
(≤50 ng/dL) Weeks 4-48. 

97%
OF PATIENTS 
WEEK 4-48 Consistent suppression of testosterone 

to castrate levels, after initial dose, 
from Week 4 to Week 481
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