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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

UT0522_CVTP_AACU False cover.indd   2UT0522_CVTP_AACU False cover.indd   2 5/12/22   2:28 PM5/12/22   2:28 PM



EXPERT CLINICAL ANALYSIS. PRACTICE ADVICE. POLICY PERSPECTIVES.

Vol. 50 | No. 05 | May 2022 | UrologyTimes.com

PROSTATE CANCER

RP appears more effective against
high-risk prostate cancer

KIDNEY STONES

Lingeman recalls development 
of ESWL for kidney stones

BENIGN PROSTATIC HYPERPL ASIA

Nickel on saw palmetto 
as a treatment for LUTS

BL ADDER CANCER

Advances are ongoing in the periop 
management of bladder cancer

Debate continues 
on best strategy 
for small renal masses

     M
A

Y
  2

0
2

2 |
VO

LU
M

E 5
0  |  ISSU

E 0
5 

 
 

  
 

                       
 

 
 

 
 

 
 

 
 

 
 

 
 

U
rologyTim

es.com

UT0522_000_Cover.indd   All PagesUT0522_000_Cover.indd   All Pages 5/13/22   9:59 AM5/13/22   9:59 AM



11627953 US HCP Journal Ad Tabloid Spread M4FR
Date:
Client:
Product:
Client Code:
WF Issue #
Releasing as:
Final Size:
Finishing:
Gutter:
Colors:

Producer:
AD:
AE:
QC:
Production:
Digital Artist:
FR Spellcheck:

1-25-2022 12:32 PM
BAYERS HEALTHCARE
BAYER DAROLUTAMIDE US
PP-NUB-US-1369-1
10920423
PDFx1A
21 in x 13.5 in
None
None
4C

Savannah Wolfson
Kevin Laskoff
None
None
David Zink
LaRosa, Vincent (NYC-FCB)
None

Job info

Team

Special Instructions

Minion Pro (Regular), Futura Std (Bold, Medi-
um, Book Oblique)

Fonts Images

Inks

PREPARED BY

Additional Information

Additional Comments for Sizing

None

None

None Cyan,  Magenta,  Yellow,  Black

BAYE_A076341_4C.psd (CMYK; 300 ppi; 100%; 
323.7MB), NUBE_RM_3CP_FC_Pos.ai (42.38%; 
914KB), Corp-Logo_BG_Bayer-Cross_Basic_
print_CMYK.ai (14.61%; 1.2MB)

Scale: 1 in = 1 in

Bleed
Trim/Flat
Live/Safety

22.5 in w x 14 in h  22.5 in w x 14 in h
21 in w x 13.5 in h  21 in w x 13.5 in h
20 in w x 12.5 in h  20 in w x 12.5 in h 

Path: PrePress:Bayer:Darolutamide_NUBEQA:11627953:PP-NUB-US-1369-1_US_HCP_JA_Tabloid_Spread_M4FR.indd

PDFX1A _

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

IMPORTANT SAFETY INFORMATION
Embryo-Fetal Toxicity: Safety and efficacy of NUBEQA have not been established in females. NUBEQA can cause fetal harm and loss of pregnancy. Advise 
males with female partners of reproductive potential to use effective contraception during treatment with NUBEQA and for 1 week after the last dose. 

Adverse Reactions
Serious adverse reactions occurred in 25% of patients receiving NUBEQA and in 20% of patients receiving placebo. Serious adverse reactions in 
≥1 % of patients who received NUBEQA were urinary retention, pneumonia, and hematuria. Overall, 3.9% of patients receiving NUBEQA and 3.2% 
of patients receiving placebo died from adverse reactions, which included death (0.4%), cardiac failure (0.3%), cardiac arrest (0.2%), general physical health 
deterioration (0.2%), and pulmonary embolism (0.2%) for NUBEQA.

Adverse reactions occurring more frequently in the NUBEQA arm (≥2% over placebo) were fatigue (16% vs 11%), pain in extremity (6% vs 3%) and rash (3% 
vs 1%). 

Clinically significant adverse reactions occurring in ≥2% of patients treated with NUBEQA included ischemic heart disease (4.0% vs 3.4% on placebo) and heart 
failure (2.1% vs 0.9% on placebo).

Drug Interactions
Effect of Other Drugs on NUBEQA – Combined P-gp and strong or moderate CYP3A4 inducers decrease NUBEQA exposure, which may decrease NUBEQA 
activity. Avoid concomitant use.

Combined P-gp and strong CYP3A4 inhibitors increase NUBEQA exposure, which may increase the risk of NUBEQA adverse reactions. Monitor more 
frequently and modify NUBEQA dose as needed.

Drug Interactions (cont’d)
Effects of NUBEQA on Other Drugs – NUBEQA inhibits breast cancer resistance protein (BCRP) transporter. Concomitant use increases exposure (AUC) and 
maximal concentration of BCRP substrates, which may increase the risk of BCRP substrate-related toxicities. Avoid concomitant use where possible. 
If used together, monitor more frequently for adverse reactions, and consider dose reduction of the BCRP substrate.

NUBEQA inhibits OATP1B1 and OATP1B3 transporters. Concomitant use may increase plasma concentrations of OATP1B1 or OATP1B3 substrates. Monitor more frequently 
for adverse reactions and consider dose reduction of these substrates.

Review the prescribing information of drugs that are BCRP, OATP1B1, and OATP1B3 substrates when used concomitantly with NUBEQA.

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

Metastasis-free survival (MFS) was the primary endpoint, and overall survival (OS) was a key secondary endpoint.1

* Time to pain progression was defi ned as at least a 2-point worsening from baseline of pain score on BPI-SF (a validated health-related quality-of-life 
instrument) or initiation of opioids and reported in 28% of all patients on study.

Study design
The effi cacy and safety of NUBEQA were assessed in a randomized, double-blind, placebo-controlled phase III study (ARAMIS) in nmCRPC 
patients on ADT with a PSA doubling time ≤10 months. 1509 patients were randomized 2:1 to 600 mg NUBEQA twice daily (n=955) or placebo 
(n=554). MFS was defi ned as time from randomization to time of fi rst evidence of BICR-confi rmed distant metastasis or death from any cause ≤33 
weeks after the last evaluable scan, whichever occurred fi rst. Treatment continued until radiographic disease progression, 
as assessed by CT, MRI, 99mTc bone scan by BICR, unacceptable toxicity, or withdrawal.1,2

ADT=androgen deprivation therapy; HR=hazard ratio; CI=confi dence interval; BPI-SF=Brief Pain Inventory Short Form; PSA=prostate-specifi c antigen; 
BICR=blinded independent central review; CT=computed tomography; MRI=magnetic resonance imaging.

PROVIDED THE RELIEF OF AN EXTRA 
15 MONTHS WITHOUT PAIN PROGRESSION1,3*

40.3 months vs 25.4 months for ADT alone
Secondary endpoint: HR: 0.65; 95% CI: 0.53-0.79; P<0.0001.

POSTPONED CYTOTOXIC CHEMOTHERAPY—
MORE TIME WITHOUT CHEMO1,3

42% risk reduction in time to chemo vs ADT alone
Secondary endpoint: HR: 0.58; 95% CI: 0.44-0.76; P<0.0001. Medians not estimable.

MEN LIVED 2X LONGER 
WITHOUT CANCER SPREADING1,2

40.4 months vs 18.4 months for ADT alone
HR: 0.41; 95% CI: 0.34-0.50; P<0.0001 (intent-to-treat).

REDUCED RISK OF DEATH
BY NEARLY A THIRD1,3

31% reduction in the risk of death vs ADT alone
Secondary endpoint: HR: 0.69; 95% CI: 0.53-0.88; P=0.003. Medians not estimable.

For your patient with non-metastatic castration-resistant prostate cancer (nmCRPC)

HELP HIM LIVE FOR WHAT HE LOVES

CHOOSE NUBEQA® 1st FOR EXTENDED SURVIVAL.1-3  NUBEQAHCP.COM
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Although newer studies are providing evidence-based answers, the treatment and management of small
renal masses can differ vastly from one urology practice to the next. In this article, 3 experts discuss the key 
topics associated with management and treatment of small renal masses.

D E PA R TM E N TS

9  Publisher’s Note

10  UroPipeline

C E L E B R A T I N G  5 0  Y E A R S
of expert clinical analysis,  practice advice, and policy perspectives

 James E. Lingeman, MD, discusses the devel-
opment of extracorporeal shock wave lithotripsy 
(ESWL) for the treatment of kidney stones. 

1414 QUESTION & ANSWER

PROSTATE CANCER

From the Co–Editor in Chief

11 The Gleason grading system: aging 
like a fine wine

Journal Article of the Month

12 RP appears more effective against 
high-risk prostate cancer

C A N C E R S  &  D I S E AS E S

BENIGN PROSTATIC HYPERPLASIA

Q&A

16 Nickel on saw palmetto as a treatment 
for LUTS

BLADDER CANCER

Clinical Updates

30 Advances are ongoing in the periop 
management of bladder cancer

CO N T E N TS  CO N T I N U E D  O N  PAGE  9

UT0522_005-006_009_EAB/TOC/Pub Note.indd   6UT0522_005-006_009_EAB/TOC/Pub Note.indd   6 5/12/22   2:18 PM5/12/22   2:18 PM



CAMCEVI, Accord BioPharma, and associated logos are trademarks of Accord BioPharma. All other 
trademarks are property of respective owners. ©2022 Accord BioPharma. All rights reserved. This content is 
intended for U.S. audiences only. PA-CAM-1004 – 3/22-Q

Reference:
1. CAMCEVI. Prescribing information. Accord BioPharma; May 2021.

FOR THE TREATMENT OF 
ADVANCED PROSTATE CANCER IN ADULTS

SIMPLE IS RIGHT AT HAND
CAMCEVITM IS THE FIRST SUB-Q LEUPROLIDE 
THAT COMES PREFILLED WITH NO MIXING1

Learn more at CAMCEVIHCP.COMUNIQUE J CODE J1952

IMPORTANT SAFETY INFORMATION
Do not use CAMCEVI™ in patients with hypersensitivity to GnRH, 
GnRH agonist analogs, or any of the components of CAMCEVI as 
anaphylactic reactions to these drugs have been reported in the 
medical literature.
CAMCEVI, like other GnRH agonists, causes a transient increase 
in serum levels of testosterone during the first week of treatment 
which can cause transient worsening of symptoms. As with 
other GnRH agonists, cases of ureteral obstruction, spinal cord 
compression, have been observed, which may contribute to 
paralysis with or without fatal complications.
Patients with metastatic vertebral lesions and/or with urinary 
tract obstruction should be closely observed during the first few 
weeks of therapy.
Hyperglycemia and an increased risk of developing diabetes have 
been reported in men receiving GnRH agonists. Blood glucose 
levels should be monitored and managed according to current 
clinical practice.
Increased risk of myocardial infarction, sudden cardiac death, and 
stroke has been reported in association with the use of GnRH 
agonists. The risk appears low based on the reported odds ratios 
and should be evaluated carefully along with cardiovascular risk 
factors when determining a treatment for patients with prostate 
cancer. Patients should be monitored for cardiovascular disease 
and according to current clinical practice.

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

INDICATION
CAMCEVI is indicated for the treatment of adult patients 
with advanced prostate cancer.
Please see Brief Summary of Information on
adjacent page.
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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. 
Revised: May 2021
Rx Only
CAMCEVI, Accord BioPharma, and associated logos are trademarks of Accord BioPharma.
All other trademarks are property of respective owners.
©2022 Accord BioPharma. All rights reserved. PA-CAM-1004 – 3/22-Q
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A  s reassuring as it is to have 
the arrival of spring with its 
abundance of colorful � ow-
ers and bright sunshine, it felt 

even better for the American Urological 
Association to return to its traditional 
in-person format after 2 years of hold-
ing virtual meetings. Held in New Orleans, 
Louisiana, the meeting was met with enthu-
siasm in all quarters. As always, Urology 
Times® was onsite for the meeting, and you 
can keep up-to-date on our coverage by 
going to www.urologytimes.com.

Turning to the current issue, our feature 
this month focuses on the myriad debates 
surrounding the management and treat-
ment of small renal masses. Experts William 
C. Huang, MD; Dipen J. Parekh, MD; and 
Alexander Kutikov, MD, all weighed in on 
topics ranging from renal mass biopsy to isch-
emia time.

In Benign Prostatic Hyperplasia, look for an 
interview with J. Curtis Nickel, MD, FRCSC, 
in which he discusses the use of saw palmetto 
as a complementary treatment for lower 
urinary tract symptoms. 

For this month’s 50th Anniversary 
Innovation Celebration spotlight, James 
E. Lingeman, MD, recounts the fascinat-
ing origin story of shock wave lithotripsy for 
kidney stones. “It was a wild and wooly time,” 
Lingeman re� ects in this piece. (A reminder 
that you can access all our video and written 
installments in our Innovation Celebration 
series by going to https://bit.ly/3kf5KWl and 
https://bit.ly/3vKuzid.)

Our columns this issue lead off with Journal 
Article of the Month. In the column, Badar 
M. Mian, MD, analyzes a recent study in the 
Journal of Urology comparing radical prosta-
tectomy with external beam radiation therapy 
combined with androgen deprivation therapy 
in patients with high-risk prostate cancer.1 In 

Diversity in Urology, Ekene A. Enemchukwu, 
MD, MPH, discusses handling microaggres-
sions. Next, in Coding and Reimbursement, 
Jonathan Rubenstein, MD, and Mark 
Painter break down the recent multijurisic-
tional local coverage determination published 
for Multiplex Nucleic Acid Ampli� cation 
Test Panels for Infectious Disease Testing. 
“Regardless of one’s location, the response by 
the [Medicare Administrative Contractors] 
to this issue indicates that billing for PCR 
services has been noted as a potential area for 
abuse,” Rubenstein and Painter write.

In Practice Matters, Robert A. Dowling, 
MD, analyzes publicly available Medicare
Part D prescription claims data to ascer-
tain urologists’ opioid prescription patterns. 
“Urologists prescribe opioids to Part D bene-
� ciaries in smaller quantities and rates than 
most other specialists, including surgical 
specialists,” according to Dowling.

In Money Matters, Jeff Witz, CFP, gives 
an overview of different life insurance options 
and considerations when choosing a policy 
type. “Life insurance can help ensure your 
family’s goals and lifestyle do not have to 
change, even if you are not there to provide,” 
Witz writes.

Also be sure to read this month’s Urologists 
in Cancer Care™ article, in which genetic coun-
selor Rachelle Manookian, MS, LCGC, 
provides an excellent overview of genetic 
discrimination and its effects on health care.

We close the issue with Malpractice 
Consult. In the column, Acacia Brush Perko, 
Esq, discusses a case involving a general prac-
titioner and a urologist who were sued after a 
patient was given a diagnosis of advanced pros-
tate cancer. Thanks for reading. •

AUA’s in-person return
in New Orleans

MIKE HENNESSY JR
Mike Hennessy Jr is president and CEO of 
Urology Times®’ parent company, MJH Life Sciences®.
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UroPipeline     UPDATES ON DRUGS, DEVICES, AND TESTS  by Jason M. Broderick

A ready-to-inject subcutaneous depot formulation of leuprolide mesylate 
(Camcevi 42 mg) is now commercially available in the United States for the 
treatment of patients with advanced prostate cancer.1 The FDA approved 
the subcutaneous formulation in May 20212 based on findings from a phase 
3 trial (NCT03261999) in which the primary efficacy end point was the 
percentage of subjects with suppression of serum testosterone (≤ 50 ng/
dL) by day 28 and from day 28 to day 336.3 These primary end points were 
successfully achieved, because 97% of subjects had a serum testosterone 
level of 50 ng/dL or less by the end of the trial. Further, 95.9% of patients 
reached a serum testosterone level of 20 ng/dL or less.

The open-label, multicenter phase 3 study enrolled 137 patients with 
prostate cancer and an indication for androgen ablation. The patients were 
treated with 2 subcutaneous injections of leuprolide mesylate subcuta-
neous injectable suspension at 50 mg. The injections were administered 
6 months apart and patients were followed for an additional 6 months.

Overall, 15 (10.9%) patients did not finish the study. Five of these patients 
discontinued early because of an adverse event.

A castrate testosterone level was achieved by 98.5% of patients by day 
28. On day 28, the mean testosterone concentration was suppressed below 
castrate levels to 17.6 ng/dL. The investigators also noted that following the 
first injection of leuprolide mesylate subcutaneous injectable suspension 
at 50 mg, prostate-specific antigen (PSA) levels were significantly reduced, 
and this PSA reduction effect continued to occur to the end of the study.

REFERENCES
1. Accord BioPharma announces U.S. launch for CAMCEVI (leuprolide) injection 
emulsion for the treatment of advanced prostate cancer in adults. News release. 
Accord BioPharma. March 31, 2022. Accessed April 1, 2022. 
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of advanced prostate cancer; Accord BioPharma to head the U.S. commercialization. 
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3. Shore N, Mincik I, DeGuenther M, et al. A phase 3, open-label, multicenter study of 
a 6-month pre-mixed depot formulation of leuprolide mesylate in advanced prostate 
cancer patients. World J Urol. 2020;38(1):111-119. doi:10.1007/s00345-019-02741-7

• New subcutaneous formulation of leuprolide mesylate officially launches in US

Two power players in the prostate-specific membrane antigen (PSMA) product 
market, Lantheus and Novartis, have entered a strategic collaboration regarding 
their FDA-approved PSMA products.1 Under the agreement, Lantheus’ PSMA-
PET imaging agent piflufolastat F 18 (Pylarify) will now be used in clinical trials 
exploring Novartis’ PSMA-targeted therapy lutetium Lu 177 vipivotide tetraxetan 
(Pluvicto) in patients with prostate cancer.

The FDA approved the PSMA-PET imaging agent piflufolastat F 18 (also known 
as 18F-DCFPyL and PyL) in 2021 for identifying suspected metastasis or recur-
rence of prostate cancer.2 The approval was supported in large part by findings 
from the phase 3 CONDOR trial (NCT03739684), in which 63.9% of men with 
biochemically recurrent prostate cancer who had no evidence of disease on 
standard-of-care imaging had a change in intended management after their 
18F-DCFPyL–PET/CT scan.3

The FDA approved the targeted radioligand therapy lutetium Lu 177 vipivo-
tide tetraxetan (also known as 177Lu-PSMA-617 and LuPSMA) in 2022 for the 
treatment of patients with PSMA-positive metastatic castration-resistant prostate 

cancer in the postandrogen receptor pathway inhibition, posttaxane-based 
chemotherapy setting.4

REFERENCES
1. Lantheus announces collaboration to support prostate cancer clinical development. 
News release. Lantheus Holdings Inc. March 29, 2022. Accessed April 5, 2022. 
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release. Lantheus Holdings Inc. May 27, 2021. Accessed May 27, 2021. 
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3. Morris MJ, Rowe SP, Gorin MA, et al, CONDOR Study Group. Diagnostic performance 
of 18F-DCFPyL-PET/CT in men with biochemically recurrent prostate cancer: results from 
the CONDOR phase III, multicenter study. Clin Cancer Res. 2021;27(13):3674-3682. 
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• Companies collaborate on FDA-approved prostate-specific membrane antigen products

The FDA has authorized the launch of a phase 1/2 study exploring zalifre-
limab (UGN-301) for the treatment of patients with recurrent non–muscle- 
invasive bladder cancer (NMIBC), according to UroGen, the developer of 
the anti–CTLA-4 immunotherapy.1

The multiarm phase 1 part of the study will assess the safety and tolera-
bility of zalifrelimab and determine the recommended phase 2 dose of the 
immunotherapy. Phase 2 will evaluate zalifrelimab as a single agent and in 
combination with other agents. The initial combination explored will be 
zalifrelimab plus UGN-201, UroGen’s investigational TLR7 agonist.

UGN-201 is also being assessed in a window of opportunity phase 1 
study (NCT05055050)2 enrolling patients with bladder cancer undergoing 
radical cystectomy. The target enrollment of the small open-label trial is 
10 patients and the estimated primary completion date is August 31, 2022.

In addition to zalifrelimab and UGN-201, other investigational agents 
being developed by UroGen include the mitomycin-containing reverse 
thermal gel UGN-102. In the phase 3 ENVISION study (NCT05243550), 
UGN-102 is being explored as primary chemoablative therapy in patients 
with low-grade, intermediate-risk NMIBC.3 In the international, single-arm 

trial, enrolled patients will be administered 6 once-weekly intravesical instil-
lations of UGN-102. The enrollment goal of ENVISION is approximately 
220 patients who will be treated across 90 sites. The primary end point is 
the rate of complete response 3 months after the initial instillation. The key 
secondary end point will be the durability of these complete responses.
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1. UroGen announces FDA clearance of IND application for the investigational immu-
notherapy UGN-301 (zalifrelimab) intravesical solution in recurrent non-muscle inva-
sive bladder cancer. News release. UroGen. March 29, 2022. Accessed April 5, 
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undergoing radical cystectomy protocol #: 2021-0630. ClinicalTrials.gov. Updated 
February 21, 2022. Accessed April 1, 2022. https://clinicaltrials.gov/ct2/show/
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3. UroGen announces start of pivotal single-arm phase 3 trial for UGN-102, an investi-
gational non-surgical treatment for low-grade intermediate-risk non-muscle invasive 
bladder cancer. News release. UroGen. February 3, 2022. Accessed February 2022. 
https://bit.ly/35S209n
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F ew things in science pass the test of time. Among 
urologic cancers, perhaps more than any other type 
of tumor, this is especially true of prostate cancer. In 

terms of prostate cancer, very little can withstand the scrutiny 
under the microscope and the scienti� c challenges over the 
decades. So, as we celebrate 50 years of successes, the Gleason 
grading system deserves recognition. 

Donald Gleason, MD, PhD, devised the “Gleason score” 
during the 1960s when he was employed by the Minneapolis 
VA Health Care System. He � rst published his observations 
in 1966 based on the assessment of the glandular patterns of 
cancer present in prostate tissue.1,2

The grading system was modi� ed by Gleason and the 
Veterans Administration Cooperative Urological Research 
Group and some additional re� nements were made in the 
mid-1970s.3 The grading system is based on the histologic 
pattern of arrangement of carcinoma cells in hematoxylin and 
eosin (H&E) stained sections. The score is presented as the 
sum of the dominant pattern and the largest minority pattern 
present in the sample. Five basic grade patterns are used to 
generate a histologic score, which can range from 2 to 10 with 
the highest pattern/score representing the most poorly differ-
entiated tumors.

We have learned the power of this grading system over the 
years. Increasing Gleason grade is directly related to several 
pathological end points including tumor size, margin status, 
and pathologic stage. Indeed, models have been developed that 
allow for pretreatment prediction of pathologic stage based 
upon needle biopsy Gleason grade, total serum prostate-speci� c 
antigen level, and clinical stage.4 Gleason grade has also been 
linked to several clinical end points including clinical stage, 
progression to metastatic disease, and overall survival. Gleason 
grade is often incorporated into nomograms used to predict 
response to therapy including radiation therapy and surgery.5

Along the way, additional re� nements in Gleason grading 
have been implemented. In 2005, the International Society of 
Urological Pathology recommended against the use of patterns 
1 and 2, resulting in an abbreviated scoring scale of 6 to 10.6

In addition, the consensus recommended that several vari-
ant patterns previously graded as 3 and all cribriform patterns 
be graded as pattern 4. This has resulted in a shift or migra-
tion in grading, with a greater number of cancers designated as 
Gleason score 3+4 and 4+3. This has led to both an improve-
ment in prognostic accuracy and dif� culty when comparing 
historical and contemporary results.

These modi� cations, for the most part, have led to improved 
prognostic accuracy. Yet, because of the complexity of commu-
nicating prognostic results on a grading scale of 6 to 10, a new 
grading schema was proposed that consisted of grade groups 
(GGs).7 This was proposed to communicate biologic aggres-
siveness and to guide clinical management. These prognostic 
grading groups use a scale of 1 to 5, with GG1 consisting of 
Gleason 3+3, GG2 (Gleason 3+4), GG3 (Gleason 4+3), GG4 
(Gleason 4+4), and GG5 (Gleason 4+5, 5+4, and 5+5). This new 
modi� ed Gleason grade group classi� cation has been validated 
to correlate with cancer-speci� c mortality. 

The Gleason grading system and subsequent modi� cations 
have been used globally by interdisciplinary teams for the past 
50 years to assist in the treatment of men with prostate cancer. 
Undoubtedly, the Gleason grading system will continue to be 
re� ned. One debate that has recently resurfaced is a decade-
old argument that a Gleason score 6 tumor (GG1) should not 
be called cancer.8 Admittedly, this is a controversial subject that 
has proponents and detractors, but it reinforces the concept that 
the Gleason grading system remains relevant and that contem-
porizing the nomenclature will only reinforce its value.

So, as we turn to additional tools such as genetic pro� ling, 
molecular staining, biomarkers, and arti� cial intelligence, we 
will � nd more accurate tools to enhance our prognostic abil-
ities. However, I predict that for the foreseeable future there 
will remain a prominent position for the H&E-dependent 
Gleason grading system in the treatment of men with prostate 
cancer. Dr Gleason died in 2009, but his grading system lives 
on and, like a � ne wine, improves with time. Thank you, Dr 
Gleason, for your insightful observations all those years ago. 
The Gleason grading system has helped us treat (and not treat) 
millions of men and will continue to be a prognostic staple in 
our tool chest. •
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Traditionally, radical prostatectomy (RP) for patients 
with high-risk prostate cancer was considered less effec-
tive than external beam radiation therapy (EBRT) 

combined with androgen deprivation therapy. Emerging data 
over the past decade have demonstrated that RP with adjuvant 
or salvage therapy can be as effective as EBRT combined with 
androgen deprivation therapy.

In a study by Chierigo et al,1 the authors evaluated the roles of 
RP and EBRT in terms of the difference in cancer-speci� c
mortality (CSM) for men with high-risk prostate cancer in the 
Surveillance, Epidemiology, and End Results (SEER) data-
base. The authors hypothesized that there is no CSM difference 
between RP and EBRT.

It is important to understand the different de� nitions of high-
risk prostate cancer. The National Comprehensive Cancer 
Network (NCCN) de� nition includes either Gleason scores 
(GS) of 8 to 10 (Grade Group 4-5) or prostate-speci� c antigen 
(PSA) level greater than 20 ng/mL or clinical stage of at least T3. 
They further subdivided the high-risk prostate cancer cohort 
based on the Johns Hopkins classi� cation into Johns Hopkins 
high-risk (JH-HR) groups (cT3a or Grade Group 4 or PSA
> 20 ng/mL) and very high-risk (JH-VHR) groups (cT3b-cT4 
and/or primary Gleason pattern 5 and/or 2-3 HR features and/or
≥ 5 positive biopsy cores with Grade Group 4).

Within the SEER database, CSM was de� ned as deaths 
attributable to prostate cancer as noted on the death certi� cates. 
Conversely, other cause mortality was de� ned as deaths attrib-
utable to causes other than prostate cancer. Within the SEER 
database (2010-2016), the authors identi� ed all RP-treated or 
EBRT-treated patients. The primary outcome measure for 
this analysis was to determine whether any differences in CSM 
existed between RP and EBRT in the entire cohort of NCCN 
high-risk patients, and any survival differences, based on the 
treatment, existed within the JH-HR and JH-VHR subgroups.

Of the 24,407 NCCN patients with high-risk prostate cancer, 
9823 (40%) underwent RP and 14,584 (60%) received EBRT. 
When divided into subgroups, 10,300 (42%) were classi� ed as 
JH-HR and 14,107 (58%) were JH-VHR. 

Of JH-HR patients, 4863 (47%) were treated with RP and 
5437 (53%) with EBRT. Of the JH-VHR patients, 4960 (35%) 
were treated with RP and 9147 (65%) with EBRT. Patients 
receiving brachytherapy, alone or in combination, were excluded.

The authors utilized propensity score matching (PSM) to the 
entire cohort of NCCN high-risk patients to account for varia-
tion in baseline characteristics. PSM resulted in 2 equal groups 
of 7363 RP and 7363 EBRT patients, with no residual signi� cant 

differences in age, PSA, biopsy GS, and clinical T and N stages. 
The median follow-up durations of patients without an event 
were 41 months and 35 months for RP and EBRT, respectively. 
The CSM rates at 5 years of follow-up were 2.3% (95% CI, 
1.9%-2.9%) for RP and 4.1% (95% CI, 3.4%-4.8%) for EBRT 
(P < .01). This resulted in a multivariate competing-risk hazard 
ratio of 0.68 (95% CI, 0.54-0.86; P < .001) in favor of RP. Further, 
the JH-VHR group was an independent predictor for higher 
CSM (hazard ratio, 4.2; P < .001) relative to the JH-HR group. 

After applying PSM to the JH-VHR cohort, 2 equally sized 
groups of 4020 RP and 4020 EBRT were identi� ed, with no 
residual statistically signi� cant differences in age, PSA, biopsy 
GS, or clinical T and N stages. The CSM rates at 5 years were 
3.5% for RP and 6.0% for EBRT (P < .001), for a competing-risk 
multivariate hazard ratio of 0.58 (P < .01) in favor of RP.

Similarly, for the JH-HR cohort, matched groups of 3207 RP 
and 3207 EBRT were identi� ed, without any residual statistically 
signi� cant differences in age, PSA, biopsy GS, and clinical T and 
N stages. The CSM rates at 5 years of follow-up were 0.7% for 
RP and 1.2% for EBRT, with a statistically insigni� cant multi-
variate competing-risk hazard ratio of 0.7 (P = 0.2).

Several important points can be gleaned from this analysis 
of a large, population-based data set of patients with high-
risk prostate cancer, which is further analyzed as JH-HR 
and JH-VHR cohorts. The JH subclassi� cation into HR 
and VHR seems to be a robust prognostic variable for CSM. 
CSM was lower for patients treated with RP, compared with 
EBRT, in the entire NCCN cohort and in the subgroup of 
patients with JH-VHR prostate cancer, but not in the JH-HR 
subgroup. This may be because the event rate (ie, death) was 
quite low in the JH-HR prostate cancer group. It is interest-
ing to note that in the JH-HR group, the 5-year CSM rate was 
only 0.7% for RP and 1.2% for EBRT. It’s very possible that 
the PSA screening-detected high-risk prostate cancer portends 
a more favorable outlook when compared with the pre-PSA 
era, regardless of the type of primary therapy utilized. These 
data can be useful when counseling patients regarding primary 
RP or EBRT and the risk of death following de� nitive treat-
ment of high-risk prostate cancer. •
REFERENCE
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Q. Could you provide an overview of the 
development of ESWL for the treatment of 
patients with stones?
LINGEMAN: The machine was developed 
by the aerospace company Dornier. They 
had a couple of “mad scientists,” if you will, 
working in the basement: an engineer named 
Wolfgang Hepp and a physicist named Bernd 
Forssmann. Dornier noticed patterns of undue 
metal fatigue in some of their jet aircraft. They 
hypothesized that this was due to shock waves 
that were being focused on certain parts of 
the fuselage, causing premature metal fatigue. 
They sought to create a system to reproduce 
the shock waves so that they could study the 
problem. They had contracts with the German 
military to develop some of this. Supposedly, 
as the story goes, the engineers and physicists 
were at a cocktail party discussing this work 
and one of their wives said, “Why don’t you 
use this to treat kidney stones?” So Hepp and 
Forssmann literally started in the basement 
with a grant from the German government to 
study this, and it progressed through until the 
clinical machine was introduced.

The � rst human was treated in Germany 
in 1980 with what was called the HM1. “H” 

was for “human” and “M” was for “machine,” 
so it was Human Machine 1. They had other 
machines before that, but those were for 
animals. HM2 followed, and eventually the 
� rst commercial machine was the HM3. That’s 
the machine that I used to treat the � rst patient 
in the United States in February 1984. That 
was a very famous machine. It truly revolu-
tionized the treatment of patients with kidney 
stones. Prior to that, pretty much everybody 
who had a stone that couldn’t pass had open 
surgery. After that, almost no one did. It was 
one of the more dramatic changes in the surgi-
cal practice of urology that’s ever occurred. A 
lot of urologists in that era did not believe that 
this was possible or that this would work. The 
idea that you could break up a stone and that 
the patient could pass all the pieces sponta-
neously, without any help, was just too radical 
for most [individuals] to get their heads around. 
But it did work…remarkably well. It was a very 
historic device in that regard. It really changed 
[individuals’] attitudes in urology about new 
technology, and for everything that came after-
ward in urology, [individuals] were open to it 
because of the success of the dramatic nature of 
the Dornier lithotripter.
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Q. What makes ESWL an innovation
in urology?
LINGEMAN: The seminal innovation was the 
idea that you could create a focused shock wave 
that could be delivered into the body in a nonin-
vasive way that had suf� cient energy to break up 
a stone but not damage other structures.

Q. How has ESWL improved the treatment 
of patients with stones?
LINGEMAN: In the early 1980s, there were 
a few [individuals], me included, who were 
doing some percutaneous procedures to remove 
stones. We didn’t have ureteroscopes of any 
sort. The � rst ureteroscope was introduced in 
the United States in late 1983/early 1984. With 
the lithotripter, you had this machine that 
could avoid the need for open surgery. This was 
very dramatic. When we had the � rst machine, 
we had patients calling from all over the world 
wanting to come get treated. It was a wild and 
wooly time.

The HM3 was a very large device with a 
large water bath. The patient was immersed 
in a water bath, which provided a very effec-
tive coupling mechanism of the shock wave to 
the body. We humans are mostly water, and 
so the acoustical impedance of the skin, fat, 
tissue, etc, is very similar to that of water. A 
shock wave generated underwater will transmit 
into the body without losing a lot of its energy. 
Right away, other companies recognized the 
innovation and the success of Dornier with this 
device, so they began to build machines. They 
perceived the water bath to be very cumber-
some, and so what they did was, on the shock 
wave generator they just put a cushion, which 
was then coupled to the patient with ultrasound 
gel. That eliminated the water bath. That did 
work, but not as well as the HM3.

If you look at a computer from the 1980s, 
compared with what we have now, things 
have evolved dramatically in a positive way. 
Lithotripsy is a notable exception to that. The 
newer lithotripters do not work as well as the 
original. Generally, because of their design, 
they do not break stones up as well as the origi-
nal HM3. We’ve had a grant from the National 
Institutes of Health for almost 30 years look-
ing at the basic science of lithotripsy. Dornier, 
when they introduced this machine, didn’t 

really understand the basic science of how the 
shock waves broke up stones. They were very 
fortunate in that the system that they designed 
worked incredibly well. But when companies 
decided that they wanted to try to change the 
machine to the next generation, they made 
changes without really understanding how the 
machine worked at the basic science level, and 
so all those decisions were not helpful in terms 
of making the machine work better. With lith-
otripsy, the machines have not improved; they 
work less well than they did 30 years ago.

However, we now have remarkable uretero-
scopic instrumentation. We have the holmium 
laser, which will break up 100% of stones. 
There’s also the thulium laser, which may or 
may not be any better; it’s hard to beat 100%. 
We can, with a � exible ureteroscope and laser, 
now treat any stone up in the kidney that we 
could treat with lithotripsy. We also, of course, 
have the percutaneous operation. Back in 1983-
1984, when I started doing those, it was a messy 
operation. We didn’t have the equipment that 
we have now. But the techniques now are all 
very re� ned and effective. What you see, all 
around the world, is a steady decline in the 
percentage of patients [with stones who] are 
being treated with lithotripsy. In 1984, almost 
100% of them were treated with lithotripsy 
because we didn’t have good alternatives. But as 
these other technologies have developed, and 
as lithotripsy has diminished in its ef� ciency, 
more patients with kidney stones are being 
treated with therapies other than lithotripsy. 
The lithotripter is a big piece of equipment. 
Not every hospital has one. Every hospital can 
afford to have a � exible ureteroscope; they’re 
even disposable now. If a patient comes into the 
emergency [department] in the middle of the 
night, you don’t have to wait 2 weeks for the 
truck to arrive with the lithotripter on it.

It’s a bit of an unusual story of medical tech-
nology. We always expect things to get better. 
But that was not the case with lithotripsy. The 
HM3 was built like a Mercedes; they lasted for 
decades. I think they’re all pretty much gone 
now. [Individuals who] had them held onto 
them for dear life, because they were better 
than everything else. I don’t know why some-
body doesn’t make one again. •

featuring  JAMES E. LINGEMAN, MD

UrologyTimes.com  MAY 2022 | 15

“[The lithotriper] 
was one of the 
more dramatic 
changes in the 

surgical practice 
of urology that’s 
ever occurred. 

A lot of urologists 
in that era did 

not believe that 
this was possible 

or that this 
would work.”

— JAMES E. LINGEMAN, MD

UT0522_014-015_KS 50th anniversary Q&A.indd   15UT0522_014-015_KS 50th anniversary Q&A.indd   15 5/12/22   2:20 PM5/12/22   2:20 PM



16 | MAY 2022 UrologyTimes.com

Serenoa repens, also known as saw palmetto, has been 
used for many years to treat various health issues includ-
ing lower urinary tract symptoms (LUTS) secondary to 
benign prostatic hyperplasia (BPH). However, medical 
professionals still question the effi  cacy and durability of 
this extract.

In this interview, J. Curtis Nickel, MD, FRCSC,
discusses the use of saw palmetto as a complementary 
treatment for LUTS and why clinicians should not over-
look its benefi ts, even though the literature surrounding 
this product is inconsistent. His insights are in response 
to a recent 3-part review published by Stephen B. Strum, 
MD, FACP, on the eff ectiveness of saw palmetto around 
the globe over the past 40 years.1-3

Q. Please provide some background on what exactly 
saw palmetto is and its origins in medical use.
NICKEL: Saw palmetto is an extract from the berry of 
the American dwarf palm tree, typically grown in [south-
ern] Georgia [and northern] Florida. It has been used by 
Indigenous people for hundreds of years for the treatment of 
[LUTS] and other urinary health issues. For decades, this 
herbal medication has been used by older men to try to miti-
gate the effects of prostate disease and the [LUTS] associated 
with it.

Q. Please discuss the background of the development 
of saw palmetto oil extract for LUTS, and does it have 
regulatory approval for medical use?
NICKEL: Saw palmetto has a storied history. There are many 
saw palmetto preparations available for men who are look-
ing to try to improve their prostate health and [LUTS]. The 
unfortunate part is that many of these preparations have been 
produced from the American dwarf palm tree using various 
methodologies, which results in a real quandary of trying to 
decide what medication a man should be on. And the reason 
is [that] different preparations have different percentages, [or] 
sometimes no percentage, of what we believe [are] the active 
steroidal compounds and fatty acids that provide the bene� ts.

Saw palmetto extract is produced by [various] methodolo-
gies. Some of that is just crushing the berries, which we know 
is very ineffective. But unfortunately, a lot of the products out 
there contain crushed berry extracts. The best methodolo-
gies are using either a hexane extraction that’s used in a very 
successful product in Europe, or a carbon dioxide (CO2) or 
ethanol extraction process, which is used in North America 
and elsewhere. But again, the � ngerprints of all the fatty acids 

and steroids in the preparations are different, and that’s why 
we see different effects. Plus, across the board, in places like 
North America, Canada, and the United States, saw palmetto 
extract is thought of as a food additive or herbal therapy 
rather than a prescription drug, which is the way it’s used and 
prescribed in Europe. That is why the literature is confusing 
[for clinicians] trying to � gure out from all the studies avail-
able [whether] saw palmetto actually [works]. And if it works, 
what sort of preparation should we be recommending to our 
patients?

Q. Can you summarize the key takeaways from parts
1 and 2 of Dr Strum’s extensive study of saw palmetto
in LUTS?
NICKEL: Dr Strum has done an excellent job of [accumulat-
ing] the world literature and using a somewhat strict criteria; 
[he] picked out almost 60 studies that looked at saw palmetto. 
[These were] observational studies, some uncontrolled stud-
ies, randomized placebo-controlled trials, and clinical trials that 
compared it with medications we use now. What’s interesting 
in Dr Strum’s analysis of these trials is that he not only looked 
at the English literature, which many of us are familiar with, 
but he looked at the many studies done in countries that were 
published in the non-English literature and never found [their] 
way into any of our analyses. I think this is one of the main 
improvements that he [contributed to,] by looking at the entire 
global literature rather than the restricted literature we’ve been 
using. In his comprehensive discussion, he discusses BPH and 
LUTS, he discusses the medications like α-blockers and 5α-re-
ductase inhibitors we have available, he discusses the various 
preparations of saw palmetto….He further illustrates the differ-
ences in the various studies and the extraction techniques and 
what works and what doesn’t. He [looked] at the background of 
the potential etiology of how saw palmetto might work based 
on studies, he looked at which preparations may be close to 
[United States Pharmacopeia, or] USP, approval and which were 
not, and then he tried to come up with, from his review of the 
global literature, recommendations on the use of saw palmetto 
for BPH LUTS in men.

Q. What were the fi ndings from part 3?
NICKEL: The � ndings that he discusses in part 3, and that 
we’re quite aware of, [demonstrate] a discrepancy between 
North American guidelines on the use of saw palmetto, 
where it’s not recognized as being extremely effective and 
is not really recommended as a treatment option, [and] the 
guidelines in Europe, where saw palmetto extracts are in fact 
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recommended as a treatment for mild to moder-
ate [LUTS] associated with BPH. Why is that? 
Dr Strum and others have looked at that, and 
one of the main reasons is [that] in Europe, 
one of the most important types of supplemen-
tal extraction is a hexane extraction. [There’s a] 
company that produces it [and it has] been stud-
ied in many clinical trials, including randomized 
placebo-controlled trials and comparisons to 
tamsulosin [Flomax] and finasteride [Proscar]. It 
looks extremely good in meta-analyses that look 
just at that one preparation. It was obvious that 
that preparation and its fatty acid fingerprint 
appear to be very effective in improving symp-
toms and flow rates and being extremely safe. 
Other extraction techniques used in Europe 
that have similar active ingredient finger-
prints also showed efficacy and safety. In North 
America, we have done 2 particularly import-
ant clinical trials, one of which I was involved 
with—the [National Institutes of Health– 
sponsored, or] NIH-sponsored CAMUS trial 
[NCT00603304] and the NIH-sponsored 
STEP study [NCT00037154].4,5 Both stud-
ies, which appeared to use a reasonably good 
saw palmetto–extracted product, were negative 
when compared with placebo. And that’s what 
drove both a Cochrane analysis and the guide-
line committee in making a recommendation 
of not recommending it for general use in men 
with [LUTS].

I believe that Dr Strum’s contribution is 
putting the whole story together [by combin-
ing] the Permixon, or hexane-extracted product, 
that’s used in Europe and elsewhere outside 
North America, [and] literature [from all over 
the world], including the non-English litera-
ture, and incorporating those negative studies. 
In fact, of the almost 60 studies that met his 
criteria, there were only 3 negative studies and 
more than 50 positive studies. So, looking at 
the total picture of saw palmetto clinical trials, 
he [concludes] that although there were some 
negative trials—and he explains why he believes 
they may have been negative—the overall 
evidence in the global world literature is that 
saw palmetto can be effective. But [it can] prob-
ably only [be] effective if we see an extraction 
process that leads to a product that is very simi-
lar to the hexane-extracted product, [which is] 
used in Europe and not available in the United 
States at the present time. Also, [he] makes a 
point that it should be a product that meets the 

regulatory approval of the USP levels of fatty 
acid concentrations, which we believe are the 
active ingredients in saw palmetto.

Q. What are the next steps with 
saw palmetto extract research and 
development?
NICKEL: I believe that Dr Strum’s work and 
my own analyses of the world literature would 
lead me to the same conclusion: Saw palmetto 
is extremely safe and should be considered 
even now without any further research because 
we have lots of clinical trial data available, as 
outlined in these 3 comprehensive articles. 
There is enough evidence, I believe, to use 
this and recommend it to our patients who are 
looking [for] an alternative to surgery or other 
pharmaceutical products, such as α-blockers or 
5α-reductase inhibitors, for the treatment of 
[LUTS] secondary to BPH. It’s extremely safe 
[and] does no harm as long as the patients are 
followed in a “watchful waiting, active surveil-
lance” type of way. [If] the patient realizes that 
their symptoms do progress, they’ll have to 
consider the other urologic interventions that 
we have available.

I think we have the evidence right now to 
suggest [saw palmetto] to our patients who 
want an alternative to watchful waiting, or an 
alternative to the other pharmacological inter-
ventions we can recommend. I believe that the 
evidence is there to do that. But at the same 
time, we [must] be careful what we recommend. 
[We need to practice] due diligence in having 
a look at the extraction technology used, and it 
should be a CO2 or ethanol type of extraction 
because in North America we’re not allowed to 
use the hexane-extraction processed product 
that’s used so successfully elsewhere. I believe 
that you should find a product that is very close 
to what USP has as a requirement for an effec-
tive supplemental extract, and if you really want 
to do due diligence, [you should make sure] 
the fingerprint of the product that you recom-
mend [is] as close to the successful Permixon 
hexane-extracted product that’s used and 
prescribed in Europe. I would like to see prod-
ucts that have a lipidosterolic extraction process 
that results in this potentially effective finger-
print of this hexane product available in Europe. 
[The] problem is, who’s going to fund such 
an ambitious study? The field is so diverse in 
companies that are marketing saw palmetto, and 

they’re so successful right now, financially, that I 
think the big problem is deciding who will fund 
this. The issue is that the huge funders, such as 
the National Institutes of Health, have already 
funded 2 studies, both of which were nega-
tive. So, I see huge obstacles in doing what I feel 
should be done, [which are] further trials on this 
very safe, supplemental approach to the treat-
ment of LUTS in BPH in men.

Q. Are there any items related to saw 
palmetto that we have not gone over that 
you would like to discuss?
NICKEL: We shouldn’t outright provide a nega-
tive attitude to our patients who are looking for 
alternatives that [serve as] complementary medi-
cine, [like] herbal or phytotherapeutic agents. 
We know from experience that [if] we provide 
guidance for them and tell them that this stuff 
doesn’t work based on our recommended guide-
lines, the patients will go out and buy it on their 
own because they want an alternative. And 
they’ll use alternative approaches, which unfor-
tunately will lead them to marketing pressures. 
So, the best marketed product will be the one 
they eventually obtain, rather than a potentially 
more effective product that I would personally 
recommend to them. It’s important for urol-
ogists and physicians to have an open mind 
[regarding] complementary approaches to the 
treatment of BPH-related LUTS in men. •
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- Median OS was not reached in the ERLEADA® + ADT arm compared with 
52.2 months in the ADT arm. Median follow-up time was 44.0 months1,2

- TITAN primary analysis results: Median OS: NE vs NE; HR=0.67; 
95% CI: 0.51, 0.89; P=0.0053. Median follow-up time was 22.7 months1,2

HR=0.65; 95% CI: 0.53, 0.79

REDUCTION IN THE 
RISK OF DEATH IN 

MEN WITH mCSPC*

35 %

ERLEADA® +ADT demonstrated SUPERIOR OS
in men with mCSPC vs ADT alone1,2

TITAN dual primary endpoint, final analysis

T
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TO HELP HIM LIVE LONGER.1

HE NEVER THOUGHT HEʼD SEE THE DAY. 
Some of his best moments may not have happened yet. 
ERLEADA® may help him be there to experience them.1

Start early with ERLEADA® to help him live longer.1

ERLEADA® (apalutamide) is an androgen receptor inhibitor indicated for the treatment of patients with mCSPC or nmCRPC.1
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INDICATIONS 
ERLEADA® (apalutamide) is an androgen receptor 
inhibitor indicated for the treatment 
of patients with: 
   •  Metastatic castration-sensitive prostate cancer 

(mCSPC)
   •  Non-metastatic castration-resistant prostate 

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

and 1% of patients treated with placebo. In the TITAN 
study, cerebrovascular events occurred in 1.9% of 
patients treated with ERLEADA® and 2.1% of patients 
treated with placebo. Across the SPARTAN and TITAN 
studies, 3 patients (0.2%) treated with ERLEADA® , and 

2 patients (0.2%) treated with placebo died from 
a cerebrovascular event.
Cerebrovascular and ischemic cardiovascular 
events, including events leading to death, occurred 
in patients receiving ERLEADA®. Monitor for signs 
and symptoms of ischemic heart disease and 
cerebrovascular disorders. Optimize management 
of cardiovascular risk factors, such as hypertension, 
diabetes, or dyslipidemia. Consider discontinuation of 
ERLEADA® for Grade 3 and 4 events.
Fractures — In a randomized study (SPARTAN) of 
patients with nmCRPC, fractures occurred in 12% of 
patients treated with ERLEADA® and in 7% of patients 
treated with placebo. In a randomized study (TITAN) 
of patients with mCSPC, fractures occurred in 9% of 
patients treated with ERLEADA® and in 6% of patients 
treated with placebo. Evaluate patients for fracture 
risk. Monitor and manage patients at risk for fractures 
according to established treatment guidelines and 
consider use of bone-targeted agents. 
Falls — In a randomized study (SPARTAN), falls 
occurred in 16% of patients treated with ERLEADA®

compared with 9% of patients treated with placebo. 
Falls were not associated with loss of consciousness 
or seizure. Falls occurred in patients receiving 
ERLEADA® with increased frequency in the elderly. 
Evaluate patients for fall risk.
Seizure — In two randomized studies (SPARTAN and 
TITAN), 5 patients (0.4%) treated with ERLEADA® and 
1 patient treated with placebo (0.1%) experienced 
a seizure. Permanently discontinue ERLEADA® in 
patients who develop a seizure during treatment. It 
is unknown whether anti-epileptic medications will 
prevent seizures with ERLEADA®. Advise patients 

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

cell decreased ERLEADA® 27% (0.4%), placebo 19% 
(0.6%). In the SPARTAN study: anemia ERLEADA®

70% (0.4%), placebo 64% (0.5%); leukopenia 
ERLEADA® 47% (0.3%), placebo 29% (0%); 
lymphopenia ERLEADA® 41% (1.8%), 
placebo 21% (1.6%) 

   •  Chemistry — In the TITAN study: 
hypertriglyceridemia ERLEADA® 17% (2.5%), 
placebo 12% (2.3%). In the SPARTAN study: 
hypercholesterolemia ERLEADA® 76% (0.1%), 
placebo 46% (0%); hyperglycemia ERLEADA® 70% 

Please see Brief Summary of full Prescribing Information for ERLEADA® on subsequent pages.

(2%), placebo 59% (1.0%); hypertriglyceridemia 
ERLEADA® 67% (1.6%), placebo 49% (0.8%); 
hyperkalemia ERLEADA® 32% (1.9%), 
placebo 22% (0.5%)

Rash — In 2 randomized studies (SPARTAN 
and TITAN), rash was most commonly described as 
macular or maculopapular. Adverse reactions of rash 
were 26% with ERLEADA® vs 8% with placebo. Grade 
3 rashes (defi ned as covering >30% body surface 
area [BSA]) were reported with ERLEADA® treatment 
(6%) vs placebo (0.5%). 
The onset of rash occurred at a median of 83 
days. Rash resolved in 78% of patients within a 
median of 78 days from onset of rash. Rash was 
commonly managed with oral antihistamines, topical 
corticosteroids, and 19% of patients received systemic 
corticosteroids. Dose reduction or dose interruption 
occurred in 14% and 28% of patients, respectively. 
Of the patients who had dose interruption, 59% 
experienced recurrence of rash upon reintroduction 
of ERLEADA®.
Hypothyroidism — In 2 randomized studies 
(SPARTAN and TITAN), hypothyroidism was reported 
for 8% of patients treated with ERLEADA® and 1.5% of 
patients treated with placebo based on assessments 
of thyroid-stimulating hormone (TSH) every 4 months. 
Elevated TSH occurred in 25% of patients treated with 
ERLEADA® and 7% of patients treated with placebo. 
The median onset was at the fi rst scheduled

assessment. There were no Grade 3 or 4 adverse 
reactions. Thyroid replacement therapy, when 
clinically indicated, should be initiated or 
dose-adjusted.

DRUG INTERACTIONS
E� ect of Other Drugs on ERLEADA® — 
Co-administration of a strong CYP2C8 or CYP3A4 
inhibitor is predicted to increase the steady-state 
exposure of the active moieties. No initial dose 
adjustment is necessary; however, reduce the 
ERLEADA® dose based on tolerability [see Dosage and 
Administration (2.2)].
E� ect of ERLEADA® on Other Drugs
CYP3A4, CYP2C9, CYP2C19, and UGT Substrates— 
ERLEADA® is a strong inducer of CYP3A4 and 
CYP2C19, and a weak inducer of CYP2C9 in humans. 
Concomitant use of ERLEADA® with medications that 
are primarily metabolized by CYP3A4, CYP2C19, 
or CYP2C9 can result in lower exposure to these 
medications. Substitution for these medications is 
recommended when possible or evaluate for loss 
of activity if medication is continued. Concomitant 
administration of ERLEADA® with medications that 
are substrates of UDP-glucuronosyl transferase 
(UGT) can result in decreased exposure. Use caution 
if substrates of UGT must be co-administered with 
ERLEADA® and evaluate for loss of activity.

P-gp, BCRP, or OATP1B1 Substrates— Apalutamide 
is a weak inducer of P-glycoprotein (P-gp), breast 
cancer resistance protein (BCRP), and organic anion 
transporting polypeptide 1B1 (OATP1B1) clinically. 
Concomitant use of ERLEADA® with medications that 
are substrates of P-gp, BCRP, or OATP1B1 can result 
in lower exposure of these medications. Use caution 
if substrates of P-gp, BCRP, or OATP1B1 must be 
co-administered with ERLEADA® and evaluate for loss 
of activity if medication is continued.
cp-50507v5
* Study Design: TITAN was a phase 3, multicenter, 
randomized, double-blind, placebo-controlled trial of 
patients with mCSPC (N=1052). Patients had newly 
diagnosed mCSPC or relapsed metastatic disease 
after an initial diagnosis of localized disease. Patients 
with visceral (ie, liver or lung) metastases as the only 
sites of metastases were excluded. Patients were 
randomized 1:1 to receive ERLEADA® 240 mg orally 
once daily or placebo orally once daily. All patients in 
the TITAN trial received a concomitant GnRH analog 
or had a prior bilateral orchiectomy. The dual primary 
endpoints were overall survival and rPFS.1,3
 ADT, androgen deprivation therapy; CI, confi dence interval; GnRH, 
gonadotropin-releasing hormone; HR, hazard ratio; 
mCSPC, metastatic castration-sensitive prostate cancer; NE, not 
estimable; nmCRPC, non-metastatic castration-resistant prostate cancer; 
OS, overall survival; rPFS, radiographic progression-free survival; TITAN, 
Targeted Investigational Treatment Analysis of Novel Anti-androgen.

References: 1. ERLEADA® [Prescribing Information]. Horsham, PA: Janssen Biotech, Inc. 2. Chi KN, Chowdhury S, Bjartell A, et al. Apalutamide in patients with 
metastatic castration-sensitive prostate cancer: fi nal survival analysis of the randomized, double-blind, phase III TITAN study. J Clin Oncol. 2021;39(20):2294-
2303. 3. Chi KN, Agarwal N, Bjartell A, et al. Apalutamide for metastatic, castration-sensitive prostate cancer. Protocol. N Engl J Med. 2019;381(1):13-24. 
Accessed March 15, 2022. https://www.nejm.org/doi/suppl/10.1056/NEJMoa1903307/suppl_fi le/nejmoa1903307_protocol.pdf
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- Median OS was not reached in the ERLEADA® + ADT arm compared with 
52.2 months in the ADT arm. Median follow-up time was 44.0 months1,2

- TITAN primary analysis results: Median OS: NE vs NE; HR=0.67; 
95% CI: 0.51, 0.89; P=0.0053. Median follow-up time was 22.7 months1,2

HR=0.65; 95% CI: 0.53, 0.79

REDUCTION IN THE 
RISK OF DEATH IN 

MEN WITH mCSPC*

35 %

ERLEADA® +ADT demonstrated SUPERIOR OS
in men with mCSPC vs ADT alone1,2

TITAN dual primary endpoint, final analysis
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INDICATIONS 
ERLEADA® (apalutamide) is an androgen receptor 
inhibitor indicated for the treatment 
of patients with: 
   •  Metastatic castration-sensitive prostate cancer 

(mCSPC)
   •  Non-metastatic castration-resistant prostate 

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

and 1% of patients treated with placebo. In the TITAN 
study, cerebrovascular events occurred in 1.9% of 
patients treated with ERLEADA® and 2.1% of patients 
treated with placebo. Across the SPARTAN and TITAN 
studies, 3 patients (0.2%) treated with ERLEADA® , and 

2 patients (0.2%) treated with placebo died from 
a cerebrovascular event.
Cerebrovascular and ischemic cardiovascular 
events, including events leading to death, occurred 
in patients receiving ERLEADA®. Monitor for signs 
and symptoms of ischemic heart disease and 
cerebrovascular disorders. Optimize management 
of cardiovascular risk factors, such as hypertension, 
diabetes, or dyslipidemia. Consider discontinuation of 
ERLEADA® for Grade 3 and 4 events.
Fractures — In a randomized study (SPARTAN) of 
patients with nmCRPC, fractures occurred in 12% of 
patients treated with ERLEADA® and in 7% of patients 
treated with placebo. In a randomized study (TITAN) 
of patients with mCSPC, fractures occurred in 9% of 
patients treated with ERLEADA® and in 6% of patients 
treated with placebo. Evaluate patients for fracture 
risk. Monitor and manage patients at risk for fractures 
according to established treatment guidelines and 
consider use of bone-targeted agents. 
Falls — In a randomized study (SPARTAN), falls 
occurred in 16% of patients treated with ERLEADA®

compared with 9% of patients treated with placebo. 
Falls were not associated with loss of consciousness 
or seizure. Falls occurred in patients receiving 
ERLEADA® with increased frequency in the elderly. 
Evaluate patients for fall risk.
Seizure — In two randomized studies (SPARTAN and 
TITAN), 5 patients (0.4%) treated with ERLEADA® and 
1 patient treated with placebo (0.1%) experienced 
a seizure. Permanently discontinue ERLEADA® in 
patients who develop a seizure during treatment. It 
is unknown whether anti-epileptic medications will 
prevent seizures with ERLEADA®. Advise patients 

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

cell decreased ERLEADA® 27% (0.4%), placebo 19% 
(0.6%). In the SPARTAN study: anemia ERLEADA®

70% (0.4%), placebo 64% (0.5%); leukopenia 
ERLEADA® 47% (0.3%), placebo 29% (0%); 
lymphopenia ERLEADA® 41% (1.8%), 
placebo 21% (1.6%) 

   •  Chemistry — In the TITAN study: 
hypertriglyceridemia ERLEADA® 17% (2.5%), 
placebo 12% (2.3%). In the SPARTAN study: 
hypercholesterolemia ERLEADA® 76% (0.1%), 
placebo 46% (0%); hyperglycemia ERLEADA® 70% 

Please see Brief Summary of full Prescribing Information for ERLEADA® on subsequent pages.

(2%), placebo 59% (1.0%); hypertriglyceridemia 
ERLEADA® 67% (1.6%), placebo 49% (0.8%); 
hyperkalemia ERLEADA® 32% (1.9%), 
placebo 22% (0.5%)

Rash — In 2 randomized studies (SPARTAN 
and TITAN), rash was most commonly described as 
macular or maculopapular. Adverse reactions of rash 
were 26% with ERLEADA® vs 8% with placebo. Grade 
3 rashes (defi ned as covering >30% body surface 
area [BSA]) were reported with ERLEADA® treatment 
(6%) vs placebo (0.5%). 
The onset of rash occurred at a median of 83 
days. Rash resolved in 78% of patients within a 
median of 78 days from onset of rash. Rash was 
commonly managed with oral antihistamines, topical 
corticosteroids, and 19% of patients received systemic 
corticosteroids. Dose reduction or dose interruption 
occurred in 14% and 28% of patients, respectively. 
Of the patients who had dose interruption, 59% 
experienced recurrence of rash upon reintroduction 
of ERLEADA®.
Hypothyroidism — In 2 randomized studies 
(SPARTAN and TITAN), hypothyroidism was reported 
for 8% of patients treated with ERLEADA® and 1.5% of 
patients treated with placebo based on assessments 
of thyroid-stimulating hormone (TSH) every 4 months. 
Elevated TSH occurred in 25% of patients treated with 
ERLEADA® and 7% of patients treated with placebo. 
The median onset was at the fi rst scheduled

assessment. There were no Grade 3 or 4 adverse 
reactions. Thyroid replacement therapy, when 
clinically indicated, should be initiated or 
dose-adjusted.

DRUG INTERACTIONS
E� ect of Other Drugs on ERLEADA® — 
Co-administration of a strong CYP2C8 or CYP3A4 
inhibitor is predicted to increase the steady-state 
exposure of the active moieties. No initial dose 
adjustment is necessary; however, reduce the 
ERLEADA® dose based on tolerability [see Dosage and 
Administration (2.2)].
E� ect of ERLEADA® on Other Drugs
CYP3A4, CYP2C9, CYP2C19, and UGT Substrates— 
ERLEADA® is a strong inducer of CYP3A4 and 
CYP2C19, and a weak inducer of CYP2C9 in humans. 
Concomitant use of ERLEADA® with medications that 
are primarily metabolized by CYP3A4, CYP2C19, 
or CYP2C9 can result in lower exposure to these 
medications. Substitution for these medications is 
recommended when possible or evaluate for loss 
of activity if medication is continued. Concomitant 
administration of ERLEADA® with medications that 
are substrates of UDP-glucuronosyl transferase 
(UGT) can result in decreased exposure. Use caution 
if substrates of UGT must be co-administered with 
ERLEADA® and evaluate for loss of activity.

P-gp, BCRP, or OATP1B1 Substrates— Apalutamide 
is a weak inducer of P-glycoprotein (P-gp), breast 
cancer resistance protein (BCRP), and organic anion 
transporting polypeptide 1B1 (OATP1B1) clinically. 
Concomitant use of ERLEADA® with medications that 
are substrates of P-gp, BCRP, or OATP1B1 can result 
in lower exposure of these medications. Use caution 
if substrates of P-gp, BCRP, or OATP1B1 must be 
co-administered with ERLEADA® and evaluate for loss 
of activity if medication is continued.
cp-50507v5
* Study Design: TITAN was a phase 3, multicenter, 
randomized, double-blind, placebo-controlled trial of 
patients with mCSPC (N=1052). Patients had newly 
diagnosed mCSPC or relapsed metastatic disease 
after an initial diagnosis of localized disease. Patients 
with visceral (ie, liver or lung) metastases as the only 
sites of metastases were excluded. Patients were 
randomized 1:1 to receive ERLEADA® 240 mg orally 
once daily or placebo orally once daily. All patients in 
the TITAN trial received a concomitant GnRH analog 
or had a prior bilateral orchiectomy. The dual primary 
endpoints were overall survival and rPFS.1,3
 ADT, androgen deprivation therapy; CI, confi dence interval; GnRH, 
gonadotropin-releasing hormone; HR, hazard ratio; 
mCSPC, metastatic castration-sensitive prostate cancer; NE, not 
estimable; nmCRPC, non-metastatic castration-resistant prostate cancer; 
OS, overall survival; rPFS, radiographic progression-free survival; TITAN, 
Targeted Investigational Treatment Analysis of Novel Anti-androgen.

References: 1. ERLEADA® [Prescribing Information]. Horsham, PA: Janssen Biotech, Inc. 2. Chi KN, Chowdhury S, Bjartell A, et al. Apalutamide in patients with 
metastatic castration-sensitive prostate cancer: fi nal survival analysis of the randomized, double-blind, phase III TITAN study. J Clin Oncol. 2021;39(20):2294-
2303. 3. Chi KN, Agarwal N, Bjartell A, et al. Apalutamide for metastatic, castration-sensitive prostate cancer. Protocol. N Engl J Med. 2019;381(1):13-24. 
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Brief Summary of Prescribing Information for ERLEADA® (apalutamide)
ERLEADA® (apalutamide) tablets, for oral use
See package insert for Full Prescribing Information
INDICATIONS AND USAGE
ERLEADA is indicated for the treatment of patients with 
• Metastatic castration-sensitive prostate cancer (mCSPC)
• Non-metastatic castration-resistant prostate cancer (nmCRPC)
CONTRAINDICATIONS
None.
WARNINGS AND PRECAUTIONS
Cerebrovascular and Ischemic Cardiovascular Events
Cerebrovascular and ischemic cardiovascular events, including events leading to death, occurred 
in patients receiving ERLEADA. Monitor for signs and symptoms of ischemic heart disease 
and cerebrovascular disorders. Optimize management of cardiovascular risk factors, such as 
hypertension, diabetes, or dyslipidemia. Consider discontinuation of ERLEADA for Grade 3 and 
4 events.
In a randomized study (SPARTAN) of patients with nmCRPC, ischemic cardiovascular events 
occurred in 3.7% of patients treated with ERLEADA and 2% of patients treated with placebo. In a 
randomized study (TITAN) in patients with mCSPC, ischemic cardiovascular events occurred in 
4.4% of patients treated with ERLEADA and 1.5% of patients treated with placebo. Across the 
SPARTAN and TITAN studies, 4 patients (0.3%) treated with ERLEADA, and 2 patients (0.2%) 
treated with placebo died from an ischemic cardiovascular event.
In the SPARTAN study, cerebrovascular events occurred in 2.5% of patients treated with 
ERLEADA and 1% of patients treated with placebo [see Adverse Reactions]. In the TITAN study, 
cerebrovascular events occurred in 1.9% of patients treated with ERLEADA and 2.1% of patients 
treated with placebo. Across the SPARTAN and TITAN studies, 3 patients (0.2%) treated with 
ERLEADA, and 2 patients (0.2%) treated with placebo died from a cerebrovascular event.
Patients with history of unstable angina, myocardial infarction, congestive heart failure, stroke, or 
transient ischemic attack within six months of randomization were excluded from the SPARTAN 
and TITAN studies.
Fractures
Fractures occurred in patients receiving ERLEADA. Evaluate patients for fracture risk. Monitor 
and manage patients at risk for fractures according to established treatment guidelines and 
consider use of bone-targeted agents.
In a randomized study (SPARTAN) of patients with non-metastatic castration-resistant prostate 
cancer, fractures occurred in 12% of patients treated with ERLEADA and in 7% of patients treated 
with placebo. Grade 3-4 fractures occurred in 2.7% of patients treated with ERLEADA and in 0.8% 
of patients treated with placebo. The median time to onset of fracture was 314 days (range: 20 to 
953 days) for patients treated with ERLEADA. Routine bone density assessment and treatment of 
osteoporosis with bone-targeted agents were not performed in the SPARTAN study.
In a randomized study (TITAN) of patients with metastatic castration-sensitive prostate cancer, 
fractures occurred in 9% of patients treated with ERLEADA and in 6% of patients treated with 
placebo. Grade 3-4 fractures were similar in both arms at 1.5%. The median time to onset of 
fracture was 56 days (range: 2 to 111 days) for patients treated with ERLEADA. Routine bone 
density assessment and treatment of osteoporosis with bone-targeted agents were not performed 
in the TITAN study.
Falls
Falls occurred in patients receiving ERLEADA with increased frequency in the elderly [see Use in 
Specific Populations]. Evaluate patients for fall risk.
In a randomized study (SPARTAN), falls occurred in 16% of patients treated with ERLEADA 
compared to 9% of patients treated with placebo. Falls were not associated with loss of 
consciousness or seizure.
Seizure
Seizure occurred in patients receiving ERLEADA. Permanently discontinue ERLEADA in patients 
who develop a seizure during treatment. It is unknown whether anti-epileptic medications will 
prevent seizures with ERLEADA. Advise patients of the risk of developing a seizure while receiving 
ERLEADA and of engaging in any activity where sudden loss of consciousness could cause harm 
to themselves or others.
In two randomized studies (SPARTAN and TITAN), five patients (0.4%) treated with ERLEADA 
and one patient treated with placebo (0.1%) experienced a seizure. Seizure occurred from 159 
to 650 days after initiation of ERLEADA. Patients with a history of seizure, predisposing factors 
for seizure, or receiving drugs known to decrease the seizure threshold or to induce seizure 
were excluded. There is no clinical experience in re-administering ERLEADA to patients who 
experienced a seizure.
Embryo-Fetal Toxicity
The safety and efficacy of ERLEADA have not been established in females. Based on findings 
from animals and its mechanism of action, ERLEADA can cause fetal harm and loss of pregnancy 
when administered to a pregnant female. In an animal reproduction study, oral administration 
of apalutamide to pregnant rats during and after organogenesis resulted in fetal abnormalities 
and embryo-fetal lethality at maternal exposures ≥ 2 times the human clinical exposure (AUC) 
at the recommended dose. Advise males with female partners of reproductive potential to use 
effective contraception during treatment and for 3 months after the last dose of ERLEADA [see 
Use in Specific Populations and Clinical Pharmacology (12.1) in Full Prescribing Information].
ADVERSE REACTIONS
The following are discussed in more detail in other sections of the labeling:
•  Cerebrovascular and Ischemic Cardiovascular Events [see Warnings and Precautions].
• Fractures [see Warnings and Precautions].
• Falls [see Warnings and Precautions].
• Seizure [see Warnings and Precautions].
Clinical Trial Experience
Because clinical trials are conducted under widely varying conditions, adverse reaction rates 
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials of 
another drug and may not reflect the rates observed in practice.
The most common adverse reactions (≥ 10%) that occurred more frequently in the ERLEADA-
treated patients (≥ 2% over placebo) from the randomized placebo-controlled clinical trials 
(TITAN and SPARTAN) were fatigue, arthralgia, rash, decreased appetite, fall, weight decreased, 
hypertension, hot flush, diarrhea, and fracture.
Metastatic Castration-sensitive Prostate Cancer (mCSPC)
TITAN, a randomized (1:1), double-blind, placebo-controlled, multi-center clinical study, enrolled 
patients who had mCSPC. In this study, patients received either ERLEADA at a dose of 240 mg 
daily or placebo. All patients in the TITAN study received a concomitant gonadotropin-releasing 
hormone (GnRH) analog or had prior bilateral orchiectomy. The median duration of exposure was 
20 months (range: 0 to 34 months) in patients who received ERLEADA and 18 months (range: 0.1 to 
34 months) in patients who received placebo.

Ten patients (1.9%) who were treated with ERLEADA died from adverse reactions. The reasons 
for death were ischemic cardiovascular events (n=3), acute kidney injury (n=2), cardio-respiratory 
arrest (n=1), sudden cardiac death (n=1), respiratory failure (n=1), cerebrovascular accident (n=1), 
and large intestinal ulcer perforation (n=1). ERLEADA was discontinued due to adverse reactions 
in 8% of patients, most commonly from rash (2.3%). Adverse reactions leading to dose interruption 
or reduction of ERLEADA occurred in 23% of patients; the most frequent (>1%) were rash, fatigue, 
and hypertension. Serious adverse reactions occurred in 20% of ERLEADA-treated patients and 
20% in patients receiving placebo. 
Table 1 shows adverse reactions occurring in ≥10% on the ERLEADA arm in TITAN that occurred 
with a ≥2% absolute increase in frequency compared to placebo. Table 2 shows laboratory 
abnormalities that occurred in ≥15% of patients, and more frequently (>5%) in the ERLEADA arm 
compared to placebo.
Table 1: Adverse Reactions in TITAN (mCSPC)

System/Organ Class  
Adverse reaction

ERLEADA
N=524

Placebo
N=527

All Grades
%

Grade 3-4
%

All Grades
%

Grade 3-4
%

Musculoskeletal and connective tissue disorders
Arthralgiaa 17 0.4 15 0.9

Skin and subcutaneous tissue disorders
Rashb 28 6 9 0.6
Pruritus 11 0.2 4.6 0.2

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

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

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

Additional adverse reactions of interest occurring in 2%, but less than 10% of patients treated 
with ERLEADA included diarrhea (9% versus 6% on placebo), muscle spasm (3.1% versus 1.9% 
on placebo), dysgeusia (3.2% versus 0.6% on placebo), and hypothyroidism (3.6% versus 0.6% 
on placebo).

Table 2:  Laboratory Abnormalities Occurring in ≥ 15% of ERLEADA-Treated Patients and at a Higher 
Incidence than Placebo (Between Arm Difference > 5% All Grades) in TITAN (mCSPC)

Laboratory Abnormality

ERLEADA
N=524

Placebo
N=527

All Grades
%

Grade 3-4
%

All Grades
%

Grade 3-4
%

Hematology
   White blood cell decreased 27 0.4 19 0.6
Chemistry
   Hypertriglyceridemiaa 17 2.5 12 2.3

a Does not reflect fasting values
Non-metastatic Castration-resistant Prostate Cancer (nmCRPC)
SPARTAN, a randomized (2:1), double-blind, placebo-controlled, multi-center clinical study, enrolled 
patients who had nmCRPC. In this study, patients received either ERLEADA at a dose of 240 mg daily or 
a placebo. All patients in the SPARTAN study received a concomitant gonadotropin-releasing hormone 
(GnRH) analog or had a bilateral orchiectomy. The median duration of exposure was 33 months 
(range: 0.1 to 75 months) in patients who received ERLEADA and 11 months (range: 0.1 to 37 months) 
in patients who received placebo.
Twenty-four patients (3%) who were treated with ERLEADA died from adverse reactions. The reasons 
for death with ≥ 2 patients included infection (n=7), myocardial infarction (n=3), cerebrovascular 
event (n=2), and unknown reason (n=3). ERLEADA was discontinued due to adverse reactions in 
11% of patients, most commonly from rash (3.2%). Adverse reactions leading to dose interruption 
or reduction of ERLEADA occurred in 33% of patients; the most common (>1%) were rash, diarrhea, 
fatigue, nausea, vomiting, hypertension, and hematuria. Serious adverse reactions occurred in 
25% of ERLEADA-treated patients and 23% in patients receiving placebo. The most frequent serious 
adverse reactions (>2%) were fracture (3.4%) in the ERLEADA arm and urinary retention (3.8%) in 
the placebo arm.
Table 3 shows adverse reactions occurring in ≥10% on the ERLEADA arm in SPARTAN that occurred 
with a ≥2% absolute increase in frequency compared to placebo. Table 4 shows laboratory 
abnormalities that occurred in ≥15% of patients, and more frequently (>5%) in the ERLEADA arm 
compared to placebo.
Table 3: Adverse Reactions in SPARTAN (nmCRPC)

System/Organ Class  
Adverse reaction

ERLEADA
N=803

Placebo
N=398

All Grades
%

Grade 3-4
%

All Grades
%

Grade 3-4
%

General disorders and administration site conditions
Fatiguea,b 39 1.4 28 0.3

Musculoskeletal and connective tissue disorders
Arthralgiab 16 0 8 0

Skin and subcutaneous tissue disorders
Rashc 25 5.2 6 0.3

Metabolism and nutrition disorders
Decreased appetited 12 0.1 9 0
Peripheral edemae 11 0 9 0

Injury, poisoning and procedural complications
Fallb 16 1.7 9 0.8
Fracturef 12 2.7 7 0.8

Investigations
Weight decreasedb 16 1.1 6 0.3

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

Gastrointestinal disorders
Diarrhea 20 1.1 15 0.5
Nausea 18 0 16 0

a  Includes fatigue and asthenia
b  Per the Common Terminology Criteria for Adverse Reactions (CTCAE), the highest severity for 

these events is Grade 3
c  Includes rash, rash maculo-papular, rash generalized, urticaria, rash pruritic, rash macular, 

conjunctivitis, erythema multiforme, rash papular, skin exfoliation, genital rash, rash erythematous, 
stomatitis, drug eruption, mouth ulceration, rash pustular, blister, papule, pemphigoid, skin erosion, 
dermatitis, and rash vesicular
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d  Includes appetite disorder, decreased appetite, early satiety, and hypophagia
e  Includes peripheral edema, generalized edema, edema, edema genital, penile edema, peripheral 

swelling, scrotal edema, lymphedema, swelling, and localized edema
f  Includes rib fracture, lumbar vertebral fracture, spinal compression fracture, spinal fracture, foot 

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

Additional clinically significant adverse reactions occurring in 2% or more of patients treated 
with ERLEADA included hypothyroidism (8% versus 2% on placebo), pruritus (6% versus 1.5% on 
placebo), and heart failure (2.2% versus 1% on placebo).
Table 4:  Laboratory Abnormalities Occurring in ≥ 15% of ERLEADA-Treated Patients and at a Higher 

Incidence than Placebo (Between Arm Difference > 5% All Grades) in SPARTAN (nmCRPC)

Laboratory Abnormality

ERLEADA
N=803

Placebo
N=398

All Grades
%

Grade 3-4
%

All Grades
%

Grade 3-4
%

Hematology
   Anemia 70 0.4 64 0.5
   Leukopenia 47 0.3 29 0
   Lymphopenia 41 1.8 21 1.6
Chemistry
   Hypercholesterolemiaa 76 0.1 46 0
   Hyperglycemiaa 70 2 59 1.0
   Hypertriglyceridemiaa 67 1.6 49 0.8
   Hyperkalemia 32 1.9 22 0.5

a Does not reflect fasting values
Rash
In the combined data of two randomized, placebo-controlled clinical studies, SPARTAN and TITAN, 
rash associated with ERLEADA was most commonly described as macular or maculo-papular. 
Adverse reactions of rash were reported for 26% of patients treated with ERLEADA versus 8% of 
patients treated with placebo. Grade 3 rashes (defined as covering > 30% body surface area [BSA]) 
were reported with ERLEADA treatment (6%) versus placebo (0.5%).
The onset of rash occurred at a median of 83 days of ERLEADA treatment. Rash resolved in 78% of 
patients within a median of 78 days from onset of rash. Rash was commonly managed with oral 
antihistamines, topical corticosteroids, and 19% of patients received systemic corticosteroids. Dose 
reduction or dose interruption occurred in 14% and 28% of patients, respectively. Of the patients 
who had dose interruption, 59% experienced recurrence of rash upon reintroduction of ERLEADA. 
Hypothyroidism
In the combined data of two randomized, placebo-controlled clinical studies, SPARTAN and TITAN, 
hypothyroidism was reported for 8% of patients treated with ERLEADA and 1.5% of patients treated 
with placebo based on assessments of thyroid-stimulating hormone (TSH) every 4 months. Elevated 
TSH occurred in 25% of patients treated with ERLEADA and 7% of patients treated with placebo. 
The median onset was at the first scheduled assessment. There were no Grade 3 or 4 adverse 
reactions. Thyroid replacement therapy was initiated in 4.9% of patients treated with ERLEADA. 
Thyroid replacement therapy, when clinically indicated, should be initiated or dose-adjusted [see 
Drug Interactions].
Post-Marketing Experience
The following additional adverse reactions have been identified during post-approval use of ERLEADA. 
Because these reactions are reported voluntarily from a population of uncertain size, it is not always 
possible to reliably estimate the frequency or establish a causal relationship to drug exposure.
Respiratory, Thoracic and Mediastinal Disorders: interstitial lung disease
Skin and Subcutaneous Tissue Disorders: Stevens-Johnson syndrome/toxic epidermal necrolysis
DRUG INTERACTIONS
Effect of Other Drugs on ERLEADA
Strong CYP2C8 or CYP3A4 Inhibitors 
Co-administration of a strong CYP2C8 or CYP3A4 inhibitor is predicted to increase the steady-state 
exposure of the active moieties (sum of unbound apalutamide plus the potency-adjusted unbound 
N-desmethyl-apalutamide). No initial dose adjustment is necessary however, reduce the ERLEADA 
dose based on tolerability [see Dosage and Administration (2.2) in Full Prescribing Information]. Mild 
or moderate inhibitors of CYP2C8 or CYP3A4 are not expected to affect the exposure of apalutamide.
Effect of ERLEADA on Other Drugs
CYP3A4, CYP2C9, CYP2C19 and UGT Substrates
ERLEADA is a strong inducer of CYP3A4 and CYP2C19, and a weak inducer of CYP2C9 in humans. 
Concomitant use of ERLEADA with medications that are primarily metabolized by CYP3A4, CYP2C19, 
or CYP2C9 can result in lower exposure to these medications. Substitution for these medications 
is recommended when possible or evaluate for loss of activity if medication is continued. 
Concomitant administration of ERLEADA with medications that are substrates of UDP-glucuronosyl 
transferase (UGT) can result in decreased exposure. Use caution if substrates of UGT must be co-
administered with ERLEADA and evaluate for loss of activity [see Clinical Pharmacology (12.3) in Full 
Prescribing Information].
P-gp, BCRP or OATP1B1 Substrates
Apalutamide was shown to be a weak inducer of P-glycoprotein (P-gp), breast cancer resistance 
protein (BCRP), and organic anion transporting polypeptide 1B1 (OATP1B1) clinically. At steady-state, 
apalutamide reduced the plasma exposure to fexofenadine (a P-gp substrate) and rosuvastatin 
(a BCRP/OATP1B1 substrate). Concomitant use of ERLEADA with medications that are substrates of 
P-gp, BCRP, or OATP1B1 can result in lower exposure of these medications. Use caution if substrates 
of P-gp, BCRP or OATP1B1 must be co-administered with ERLEADA and evaluate for loss of activity 
if medication is continued [see Clinical Pharmacology (12.3) in Full Prescribing Information].
USE IN SPECIFIC POPULATIONS
Pregnancy
Risk Summary
The safety and efficacy of ERLEADA have not been established in females. Based on findings from 
animals and its mechanism of action, ERLEADA can cause fetal harm and loss of pregnancy when 
administered to a pregnant female [see Clinical Pharmacology (12.1) in Full Prescribing Information]. 
There are no available data on ERLEADA use in pregnant women to inform a drug-associated risk. In 
an animal reproduction study, oral administration of apalutamide to pregnant rats during and after 
organogenesis resulted in fetal abnormalities and embryo-fetal lethality at maternal exposures ≥ 2 
times the human clinical exposure (AUC) at the recommended dose (see Data).

Data
Animal Data
In a pilot embryo-fetal developmental toxicity study in rats, apalutamide caused developmental 
toxicity when administered at oral doses of 25, 50 or 100 mg/kg/day throughout and after the period 
of organogenesis (gestational days 6-20). Findings included embryo-fetal lethality (resorptions) at 
doses ≥50 mg/kg/day, decreased fetal anogenital distance, misshapen pituitary gland, and skeletal 
variations (unossified phalanges, supernumerary short thoracolumbar rib(s), and small, incomplete 
ossification, and/or misshapen hyoid bone) at ≥25 mg/kg/day. A dose of 100 mg/kg/day caused 
maternal toxicity. The doses tested in rats resulted in systemic exposures (AUC) approximately  
2, 4 and 6 times, respectively, the AUC in patients.
Lactation
Risk Summary
The safety and efficacy of ERLEADA have not been established in females. There are no data on the 
presence of apalutamide or its metabolites in human milk, the effect on the breastfed child, or the 
effect on milk production.
Females and Males of Reproductive Potential
Contraception
Males
Based on the mechanism of action and findings in an animal reproduction study, advise male 
patients with female partners of reproductive potential to use effective contraception during 
treatment and for 3 months after the last dose of ERLEADA. [see Use in Specific Populations].
Infertility
Males
Based on animal studies, ERLEADA may impair fertility in males of reproductive potential [see 
Nonclinical Toxicology (13.1) in Full Prescribing Information].
Pediatric Use
Safety and effectiveness of ERLEADA in pediatric patients have not been established.
Geriatric Use
Of the 1327 patients who received ERLEADA in clinical studies, 19% of patients were less than 
65 years, 41% of patients were 65 years to 74 years, and 40% were 75 years and over.
No overall differences in effectiveness were observed between older and younger patients.
Of patients treated with ERLEADA (n=1073), Grade 3-4 adverse reactions occurred in 39% of patients 
younger than 65 years, 41% of patients 65-74 years, and 49% of patients 75 years or older. Falls 
in patients receiving ERLEADA with androgen deprivation therapy was elevated in the elderly, 
occurring in 8% of patients younger than 65 years, 10% of patients 65-74 years, and 19% of patients 
75 years or older.
OVERDOSAGE
There is no known specific antidote for apalutamide overdose. In the event of an overdose, stop 
ERLEADA, undertake general supportive measures until clinical toxicity has been diminished 
or resolved.
PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Patient Information).
Cerebrovascular and Ischemic Cardiovascular Events
•  Inform patients that ERLEADA has been associated with cerebrovascular and ischemic 

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

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

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

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

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

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

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

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

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

•  Instruct patients who have difficulty swallowing tablets whole to mix the recommended dose of 
ERLEADA tablets with applesauce. Do not crush tablets [see Dosage and Administration (2.3) in 
Full Prescribing Information].

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

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

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

and for 3 months following the last dose of ERLEADA [see Use in Specific Populations].
Manufactured by: Manufactured for:
Janssen Ortho LLC Janssen Products, LP
Gurabo, PR 00778 Horsham, PA 19044
© 2019 Janssen Pharmaceutical Companies cp-50510v7
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DEBATE CONTINUES 
ON BEST STRATEGY
 for small renal masses

Surgical approach and ischemia time are among key topics
by Lisette Hilton, Urology Times® Contributor
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U rologists continue to debate how best 
to manage and treat small renal masses. 
Many disagree about whether or when 

to biopsy renal masses 4 cm or smaller, or 
whether to use active surveillance or surgi-
cally remove them. Which approach to use for 
surgery and whether ischemia time matters are 
also a matter of contention. Although newer 
studies are providing evidence-based answers, 
the treatment and management of small 
renal masses can differ vastly from one urol-
ogy practice to the next. With widespread use 
of diagnostic imaging, incidental small renal 
masses account for roughly 70% of all newly 
diagnosed kidney tumors, according to William 
C. Huang, MD, professor and vice chair for 
clinical affairs in the Department of Urology 
at NYU Grossman School of Medicine in New 
York, New York.1

IS BIOPSY IN, OUT, OR SOMEWHERE 
IN BETWEEN?
Some urology practices biopsy before all interven-
tions for small renal masses, whereas others hardly 
use renal mass biopsy, according to Huang. 

“The typical indications for a renal biopsy 
are when the actual outcome of the biopsy can 
lead to a change in management. This means 
you are getting an actionable outcome from the 
biopsy,” said Dipen J. Parekh, MD, chair and 
founding director of The Desai Sethi Urology 
Institute at The University of Miami Miller 
School of Medicine in Miami, Florida.

Renal mass biopsy is a useful clinical tool 
but in many patients it does not alter clinical 
management, according to Alexander Kutikov, 
MD, chief of the Division of Urology and 
Urologic Oncology and Roberta R. Scheller 
Chair in Urologic Oncology at Fox Chase 
Cancer Center in Philadelphia, Pennsylvania.2

Parekh said he recommends a renal mass 
biopsy if the mass appears in� ltrative or patients 
decide on treatment options such as radiofre-
quency ablation or cryoablation. Parekh also 
recommends renal mass biopsy for patients 
choosing active surveillance.

“Some great examples of where renal mass 
biopsy would not help: I just saw a patient who 
is 86 years old and has a 3-cm renal mass. He’s 
in a wheelchair and he had a stroke, so there is 
no value in me doing a biopsy because we’re still 
not going to do anything even if it is malignant,” 
Huang said. “Then you have the other end of the 

extreme, where you have a 35-year-old [patient] 
with a suspicious 3-cm renal mass. Unless you 
are really trying to avoid doing something about 
it for whatever reason, most 35-year-old [indi-
viduals] will not want to walk about with a 
suspicious small renal mass.”

In that situation, according to Huang, most 
patients likely would go straight to treatment—
if it is benign, all is well, but if it is malignant 
then the necessary steps have been taken. A new 
nuclear medicine test called the sestamibi scan 
is being investigated to potentially replace the 
biopsy, but more information is needed, accord-
ing to Kutikov. “When a sestamibi scan is ‘hot,’ it 
is highly indicative of an oncocytoma or a chro-
mophobe renal cancer, which is a very indolent 
kidney tumor. If the tumor is ‘cold,’ then one 
goes toward treatment,” Kutikov said. 

ACTIVE SURVEILLANCE OR SURGERY? 
In kidney cancer, there is the problem of treatment 
disconnect, according to Kutikov.3 “We’re � nd-
ing more tumors and diagnosing them earlier, yet 
the mortality rate from kidney cancer continues to 
rise. How do you reconcile this? One explanation is 
that we are diagnosing tumors that may never need 
to be treated. That’s why the strategy of active 
surveillance is so important, especially in older, 
comorbid patients with a limited life expectancy. 
There are volumes of literature now that empower 
urologists to forgo treatment,” Kutikov said. 

Still, active surveillance for small renal masses is 
greatly underutilized in real-world practice, accord-
ing to Huang.4 “There’s no doubt that a lot of renal 
masses are being overtreated,” Huang said. 

The underutilization of active surveillance 
is like what happened with Gleason 6, group 
1 prostate cancer prior to the past decade, 

according to Huang. “Now, the preferred treat-
ment is active surveillance for prostate cancer 
that is low risk. But for renal masses, particularly 
very small masses less than 2 cm, observation has 
all these quali� ers like after extensive discussion 
and assessment of the patient’s comorbidities….
But when you look at the data, a small renal mass 
is likely no more dangerous than a low-risk pros-
tate cancer. A lot of this has to do with physician 
preference in addition to patient education and 
understanding,” Huang said. 

OPEN, LAPAROSCOPIC, OR ROBOTIC: 
IS THERE A BEST APPROACH? 
Most renal masses of 4 cm or less should be 
removed with a partial nephrectomy, according 
to Kutikov. These experts agree that most urolo-
gists who have access to and are skilled in robotic 
surgery will do a partial nephrectomy using 
robotics. This is not because of better oncologic 
outcomes, but for the potential bene� ts of faster 
recovery, shorter hospital stays, and less need for 
pain medication.

“[Robotic surgery] is a less invasive option. 
You get very good oncologic outcomes. Patients 
go home, for the most part, the next day or the 
day after. And the results are very good. So, my 
preferred option is the robotic partial nephrec-
tomy,” Parekh said.

Still, choosing the right approach can be 
complex. “The preferred treatment option varies 
depending on patient and surgeon factors. For 
example, a patient can have a 3-cm renal mass but 
has had multiple abdominal surgeries, has a solitary 
kidney, and is on multiple blood thinners. All those 
factors could alter the surgeon’s decision-making
about which technique or approach to choose,” 
Huang said. 

“When a sestamibi scan is ‘hot,’ it 
is highly indicative of an oncocytoma 
or a chromophobe renal cancer, 
which is a very indolent kidney tumor. 
If the tumor is ‘cold,’ then one goes 
toward treatment.”
ALEXANDER KUTIKOV, MD
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ISCHEMIA TIME: DOES IT MATTER 
AS MUCH AS WE THINK? 
Huang, who routinely uses clamps during partial 
nephrectomy, said optimal clamp time varies 
widely by patient and how healthy the kidneys 
are prior to treatment. A clamp time of
25 minutes on a kidney only working at 50% 
function may have a signi� cantly different 
impact than a clamp time of 25 minutes on a 
healthy kidney, he said. Recent studies including 
one by Parekh et al clearly show that although 
renal ischemia time is important, it is not as 
signi� cant as previously thought, Parekh said.5

“The key goal of doing a partial nephrectomy is 
to make sure you have the best cancer-
related outcomes. And that means doing this in a 
relatively bloodless � eld, so you have good visu-
alization when excising the tumor and do a good 
reconstruction without adversely impacting renal 
function,” Parekh said. “We do clamp the artery. 
In most patients, the clamp times range between 
10 and 20 minutes. In less than 10% of patients, 
the clamp time goes beyond 20 minutes. But stud-
ies have shown that baseline quality and remnant 
quantity of renal parenchyma are more important 
than ischemia time in predicting renal function.”

A NOTE ABOUT COLD VS WARM ISCHEMIA 
There is no high-level evidence favoring cold vs 
warm ischemia, according to Parekh. But warm 
ischemia is more likely preferred because most 
partial nephrectomies done laparoscopically 
or robotically do not lend themselves easily to 
cold ischemia, Parekh said. Huang said he only 
utilizes cold ischemia with open partial nephrec-
tomy and would only do such a procedure if 
certain situations demanded it, such as operating 
on a poorly functioning solitary kidney. 

POSTOPERATIVE FOLLOW-UP
These experts said they manage patients with 
small renal masses after treatment based on 
patient pathology. About 20% of small renal 
masses will be benign and for those there is no 
strict follow-up, according to Huang.6

For small renal pathologic stage IA tumors, 
Huang said, he usually images patients every
6 months for about 3 years, then annually. 
Parekh will typically follow patients with 
high-grade invasive small renal masses more 
aggressively for 5 years.

“You have to really think about why you’re 
imaging patients. The rate of local recurrence 
for a completely resected small renal mass is less 
than 2% [and less than 5% for distant recur-
rence], so most of these patients are almost 

universally completely cured after you remove 
the mass,” Huang said. “That goes back to the 
controversy of to treat or not to treat, because 
many of these patients, even if you never did 
anything, are never going to have any issues with 
a small renal mass.”7

Management of patients with small renal 
masses is an area ripe for disruption, according 
to Kutikov. “The resources that are spent follow-
ing patients [after] kidney surgery are enormous. 
So many scans, ultrasounds, and chest x-rays are 
done to pick up the minority of patients [who] 
are destined to recur. There is a big hope that 
there will be better risk strati� cation, probably 
molecular/genetic risk strati� cation down the 
road, where we can really tailor follow-up based 
on patients’ individualized risk of recurrence,” 
Kutikov said. •
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“[Robotic surgery] is a less 
invasive option. You get
very good oncologic 
outcomes. Patients go home, 
for the most part, the next day 
or the day after. And the 
results are very good. So, my 
preferred option is the robotic 
partial nephrectomy.”

DIPEN J. PAREKH, MD

“You have to really think about why you’re 
imaging patients. The rate of local recurrence 
for a completely resected small renal mass is 
less than 2% [and less than 5% for distant 
recurrence], so most of these patients are 
almost universally completely cured after you 
remove the mass.”
WILLIAM C. HUANG, MD
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Bladder Cancer     CLINICAL UPDATES

JANELLE HART
Urology Times® Contributor

The perioperative management of blad-
der cancer has undergone many shifts in 
recent years, particularly with the emer-

gence of immunotherapy. Chemotherapy has 
been the standard perioperative treatment for 
these patients. For example, in the preopera-
tive neoadjuvant setting, chemotherapy is used 
to address the challenge of clinical upstag-
ing that commonly occurs when patients with 
bladder cancer go straight from diagnosis to 
surgery, explained Jean Hoffman-Censits, MD, 
during her presentation at the 15th Annual
Interdisciplinary Prostate Cancer Congress® and 
Other Genitourinary Malignancies (NY GU).1

“I think the work� ow in the United States 
is for eligible patients to be referred to medical 
oncology to have a discussion about neoadju-
vant chemotherapy. The reason for that is that 
study after study has shown that preoperative 
cisplatin-based chemotherapy improves overall 
survival in eligible patients,” said Hoffman-
Censits, coleader of the Women’s Bladder Cancer 
Program in the Greenberg Bladder Cancer 
Institute at the Johns Hopkins University School 
of Medicine in Balitmore, Maryland.

A key recent chemotherapy trial in the periop-
erative management of bladder cancer was the 
phase 3 VESPER trial (NCT01812369),2 which 
assessed the ef� cacy of dose-dense methotrexate, 
vinblastine sulfate, doxorubicin hydrochlo-
ride (Adriamycin), and cisplatin (dd-MVAC) vs 
gemcitabine plus cisplatin (GC) for either the 
neoadjuvant or adjuvant treatment of patients 
with muscle-invasive bladder cancer (MIBC). 
Complete dosing of dd-MVAC was 6 cycles and 
complete dosing of GC was 4 cycles.

Among patients receiving neoadjuvant treat-
ment, 60% of the dd-MVAC arm received all 
6 cycles and 84% of the GC arm received all 
4 cycles. The percentages were 40% and 60%, 
respectively, among patients receiving adjuvant 
therapy. Further, in the neoadjuvant group, 91% 
of the dd-MVAC arm and 90% of the GC arm 
went on to receive surgery.

“One thing that strikes us…is that most 
patients were able to complete chemotherapy 
and go on to surgery, which reinforces what we 
see in the clinic. The second [thing] is that if 
you look at the completion rates of chemother-
apy in the neoadjuvant setting compared [with] 
the adjuvant setting, it again reinforces what we 
see in the clinic—that adjuvant therapy just does 
not seem to be as well tolerated,” said Hoffman-
Censits, adding that survival data from the trial 
are not yet mature.

NEOADJUVANT IMMUNOTHERAPY
Although VESPER offers some fresh insight 
on chemotherapy, it was clear from Hoffman-
Censits’ discussion that immunotherapy is 
pivotal to the future perioperative treatment 
paradigm in bladder cancer. “There have been 
many clinical trials looking at immunotherapy 
in the neoadjuvant population, either in plati-
num-eligible or cisplatin-ineligible patients…and 
I think what’s kind of striking is that no matter 
what the study or what the regimen, the patho-
logical complete response rate across the board is 
similar; so I think we’re seeing a common theme 
in terms of pathological outcomes to that preop-
erative treatment,” said Hoffman-Censits.

One of the focal areas in the neoadjuvant 
setting is the bladder-sparing paradigm, said 
Hoffman-Censits. As an example, she high-
lighted the phase 2 HCRN GU16-257 trial 
(NCT03558087), which explored the use of 

nivolumab plus gemcitabine and cisplatin in the 
neoadjuvant MIBC setting as an approach to 
avoiding cystectomy and salvaging the bladder.3

The study enrolled 76 patients with cisplatin-
eligible cT2 to T4aN0M0 clinically localized 
bladder cancer. Patients initially received 4 cycles 
of gemcitabine plus cisplatin plus nivolumab. 
Following these 4 cycles, all patients underwent 
clinical restaging, including MRI/CT of the 
bladder (unless otherwise contraindicated), urine 
cytology, and cystoscopy with bladder/pros-
tatic urethral biopsies. Patients with a clinical 
CR could then opt to proceed with cystec-
tomy or proceed without cystectomy and instead 
receive an additional 4 months of single-agent 
nivolumab. For patients without a clinical CR, a 
cystectomy was recommended.

At the time of the data cutoff, 64 patients had 
completed clinical restaging. Of these patients, 
31 (48%) achieved a clinical CR. Thirty of 
these patients chose not to undergo cystectomy 
and instead received an additional 4 months of 
nivolumab monotherapy. Only 1 patient opted 
for immediate cystectomy.

“There are several ongoing clinical trials in 
this bladder-sparing paradigm. Some of them 
are doing selection based on DNA damage and 
repair mechanisms; others are unselected, but 
I think there is more to come, with a change in 
paradigm,” said Hoffman-Censits.

Looking ahead, Hoffman-Censits said 
there are several noteworthy ongoing phase 3 

Advances are ongoing in the periop 
management of bladder cancer

“There are several ongoing clinical 
trials in this bladder-sparing 
paradigm. Some of them are doing 
selection based on DNA damage and 
repair mechanisms; others are 
unselected, but I think there is more 
to come, with a change in paradigm.”
JEAN HOFFMAN-CENSITS, MD
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neoadjuvant immunotherapy studies in blad-
der cancer, including the KEYNOTE-B15 
trial (NCT04700124) of perioperative 
enfortumab vedotin (Padcev) plus pembroli-
zumab (Keytruda), the NIAGARA trial of 
durvalumab (Im� nzi) plus gemcitabine/cispla-
tin (NCT03732677), the KEYNOTE-866 trial 
of perioperative pembrolizumab plus neoadju-
vant chemotherapy (NCT03924856), and a trial 
of perioperative nivolumab plus bempegaldesleu-
kin (NCT04209114).

ADJUVANT TREATMENT FOR MIBC
In her presentation, Hoffman-Censits also high-
lighted research speci� cally focused on adjuvant 
immunotherapy. She discussed the CheckMate 
274 study (NCT02632409),4 which supported the 
2021 FDA approval of adjuvant nivolumab for 
the treatment of patients with urothelial carci-
noma who are at high risk of recurrence after 
undergoing radical resection, regardless of prior 
neoadjuvant chemotherapy, nodal involvement, 
or PD-L1 status.

The study randomized a total of 709 patients 
with high-risk MIBC who had undergone radi-
cal surgery. Of these patients, 353 received 
nivolumab and 356 received placebo. The 
median disease-free survival (DFS) was 20.8 
months vs 10.8 months, respectively.

“What we saw in the intent-to-treat popu-
lation was that nivolumab provided an 
improvement in [DFS] at 6 and 12 months that 
was statistically signi� cant over placebo,” said 

Hoffman-Censits. “And then, if you looked 
based on PD-L1 expression, that difference 
between treatment and placebo was even more 
striking. So, based on this intent-to-treat anal-
ysis, adjuvant nivolumab for selected high-risk 
patients who meet these criteria has now been 
guideline endorsed.”

Hoffman-Censits also discussed the open-
label phase 3 IMvigor010 study (NCT02450331),5

which evaluated adjuvant atezolizumab 
(Tecentriq) in the same high-risk MIBC popula-
tion. This study included 809 patients, of whom 
406 were randomized to atezolizumab and
403 were randomized to observation. At a 
median follow-up of 21.9 months, the median 
DFS was 19.4 months with atezolizumab vs 16.6 
months with observation. The difference was not 
statistically signi� cant (HR, 0.89; P = .24).

“This was a negative study, but very inter-
esting was that in patients who had circulating 
tumor DNA and received adjuvant atezoli-
zumab, those patients did have a bene� t over 
those patients who were just observed alone,” 
said Hoffman-Censits. “So, based on this 
observation, a next clinical trial is ongoing 
[IMvigor011; NCT04660344] which is looking 
at atezolizumab vs placebo in high-risk MIBC 
patients with positive circulating tumor DNA 
after cystectomy.” In another ongoing adju-
vant immunotherapy trial, pembrolizumab 
is being explored in patients with MIBC and 
locally advanced bladder cancer in the phase 3 
AMBASSADOR study (NCT03244384). •
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18F=radioisotope fluorine-18; NCCN=National Comprehensive Cancer Network; PET=positron emission tomography; PSA=prostate-specific antigen; 
PSMA=prostate-specific membrane antigen.
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U rology Times®’ Virtual Tumor Board 
series convenes expert panels to discuss 
current topics and cases related to 

genitourinary cancers. In this installment, 
moderator Neal Shore, MD, FACS; Steven 
Finkelstein, MD, DABR, FACRO; Michael 
A. Gorin, MD; and Lawrence Saperstein, 
MD, discuss advances in prostate cancer 
imaging and how they inform providers and 
in� uence patient care decision-making while 
reviewing several patient pro� les. What follows 
is an excerpt of their discussion. It has been 
edited for length and clarity.

SHORE: Dr Saperstein, what exactly is 
PSMA [prostate-speci� c membrane antigen], 
and how does it differ from PSA [prostate-
speci� c antigen]?

SAPERSTEIN: To summarize it brie� y, we’re 
targeting the cancer cell. PSMA is a trans-
membrane protein on the surface of prostate 
cancer cells, which is helpful in imaging live 
cells. The majority of the protein resides 
outside the cell, and it’s markedly overex-
pressed in prostate cancer cells [compared 
with] normal cells. That’s the key. For a 
number of reasons, it’s an attractive target for 
imaging and therapeutics, and there are differ-
ent ways of labeling the compound.

SHORE: Yes, it has dual purposes, doesn’t 
it? It’s to enhance our imaging capability, the 
overall accuracy for imaging, yet at the same 

time it brings in a thera-
peutic option, or what we 
now call theranostics. This 
is an important area for our 
colleagues to recognize. This 
is going to add a sixth novel 
mechanism of action to the 5 
categories we have for patients 

with advanced prostate cancer. Exploiting the 
fact that this is a transmembrane protein is the 
key to the theranostic leverage. To go from 
extra- to intracellular has real advantages. Dr 

Saperstein, maybe you can further walk us 
through this as it relates to adoption within 
the United States. There are several PET 
radiotracers , but maybe you want to � rst 
comment on gallium-68 and 18F-DCFPyl.

SAPERSTEIN: Without going into too much 
of the physics, it’s important to recognize some 
of the differences with these positron-emit-
ting agents. gallium-68 is a positron emitter, as 
is F-18. It’s probably important for this audience 
to understand that the energy level of the posi-
tron that’s emitted with gallium-68 is higher 
than that of � uorine-18. What that means is 
there’s a potential for lower-resolution images 
using gallium-68. There are no large-scale stud-
ies comparing the 2, but that’s something to 
think about in terms of image resolution and 
lesion detection. The half-lives are different—
gallium, 68 minutes; � uorine, 110 minutes—so 
that introduces some challenges with respect 
to distribution. F-18 is produced in a cyclotron, 
and gallium-68 is produced in a generator. In 
terms of the half-life and the generating capabil-
ities, there may be some challenges with agents. 
But it depends on geographic location, the size 
of the institution, and the volume of cases that 
need to be performed. 

SHORE: Dr Saperstein, I’d like for both you 
and Dr Finkelstein to weigh in on the impor-
tance of the multidisciplinary approach. I know 
Dr Gorin and I are urologic oncologists, and 
we appreciate how important diagnostic imag-
ing is for our colleagues in urology and medical 
oncology, and PSMA imaging has opened up a 
new era for nuclear medicine radiology. Clearly, 
radiation oncology has been front and center 
in terms of the advances in radiation, but how 
we’re going to integrate [it] with theranostics.

SAPERSTEIN: Thanks. That’s a good point, 
and we’ve always been multidisciplinary, but 
this has brought it to the forefront for us as 
nuclear radiologists. We feel privileged to be 
at the table to have these discussions and to be 
involved with these decisions. Certainly, we 
have multidisciplinary tumor boards, urology, 
radiation-oncology, and us, nuclear medicine, 
or radiology. That’s exciting, and as you said, I 
don’t want to get too far ahead of myself with 
theranostics, but it’s a new world for nuclear 
medicine, where we’ll be actively treating these 
patients where we never did before. And hope-
fully, we’ll be involved with the decisions and 
the care of these patients on some level. Again, 
it seems to be a win-win for us and the patients, 
so we’re excited to be here.

FINKELSTEIN: As we look at a multidis-
ciplinary approach, speaking as a radiation 
oncologist, we embraced FDG [� uorodeoxyglu-
cose]-PET very early in the process in tumors 
such as lung cancer and [gynecologic] cancer. 
And we were dying to have the right imag-
ing in prostate cancer. The problem is we never 
really did, and some of the early imaging that 
was alluded to earlier in this talk showed the 
fact that we could target lesions, whether it be 
in the primary setting, in the recurrent setting, 
or even the oligometastatic setting. We’re all 
desiring the ability to have really high-qual-
ity next-generation imaging that is available 
not just at academic centers but in the commu-
nity setting. When we talk about access to 

Prostate-speci� c membrane antigen
and the OSPREY trial

PROSTATE CANCER     Virtual Tumor Board

“PSMA is a transmembrane 
protein on the surface of 
prostate cancer cells, which 
is helpful in imaging live 
cells. The majority of the 
protein resides outside the 
cell, and it’s markedly 
overexpressed in prostate 
cancer cells [compared with] 
normal cells. That’s 
the key.”
LAWRENCE SAPERSTEIN, MD
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PSMA PET, right now, it’s more limited than 
we would like in the community setting. If you 
ask the why of that, there are some people who 
just have not quite embraced the fact that these 
are not just available, but they’re also reimburs-
able. And as it goes through this process, we’re 
going to see in the next year that the availabil-
ity of this increases dramatically. 

In a multidisciplinary way, the best-quality 
care is given when you have urologic oncol-
ogists working with radiation oncologists, 
working with nuclear medicine physicians. 
That team approach gives the ability to have 
anatomy as destiny, where you can � nd the 
problem on a picture, use techniques, whether 
it be what I do as a radiation oncologist to treat 
it with radiation, or if it’s surgery, to be able to 
do it with surgical techniques. But if anatomy 
is destiny, you need speci� c technologies to be 
able to identify where the lesions are.

SHORE: Dr Gorin, please discuss the 
OSPREY trial [NCT02981368].

GORIN: The OSPREY trial had 2 arms to 
it: cohort A and cohort B. Cohort A included 
men who had high-risk prostate cancer and 
were planned to undergo radical prostatec-
tomy with pelvic lymph node dissection. These 
patients were imaged with PSMA-targeted 
18F-DCFPyL PET/CT prior to surgery. The 
surgeons and the patients did not learn the 
results of the scan and they proceeded with 
surgery as planned. Because the prostate came 
out along with the lymph nodes, this allowed 
for calculations of both sensitivity and speci� c-
ity of the imaging test. Based on conventional 

imaging, nearly all the patients’ [disease]  in 
this study was felt to be clinically N0 prior to 
surgery. However, the presumption was that a 
fair percentage of patients, somewhere around 
20% to 30%, would on pathologic analysis 
ultimately be found to have lymph node metas-
tases under the microscope. And, the question 
was whether 18F-DCFPyL afforded the needed 
sensitivity to pick up these metastases with a 
low rate of false-positive � ndings. 

Then there was cohort B, which included 
patients with locally recurrent or metastatic 
disease on conventional imaging. The goal
was to evaluate the sensitivity of the radio-
tracer for sites of disease seen on conventional 
imaging and to con� rm whether sites of radio-
tracer uptake did indeed represent areas of 
prostate cancer. To achieve this, patients in 
cohort B were imaged with 18F-DCFPyL PET/
CT and then underwent a biopsy of sites of 
radiotracer uptake.

SHORE: Any thoughts about the baseline 
characteristics? You did a great job of summa-
rizing the differences in the 2 cohorts.

GORIN: In cohort A, virtually all the patients 
were NCCN [National Comprehensive Cancer 
Network] high risk on the basis of standard-
of-care imaging. Only 3% of patients were 
preoperatively felt to have lymph node metas-
tases. In cohort B, all patients had radiological 
evidence of local recurrence or metastatic 
disease on conventional imaging. 

SHORE: Yes. It’s a great study. It had to be 
quite gratifying to analyze these � ndings.

GORIN: Yes, in cohort A the speci� city was 
exactly as hoped for at least 95% across 3 sepa-
rate readers. The sensitivity, however, was a 
bit lower than the primary end point was set to 
at the initial design of the study. In total, the 
average sensitivity across readers was approxi-
mately 40%, which at face value seems a bit low. 
However, this is still clinically signi� cant, as all 
those patients were thought to have N0 disease 
prior to surgery. And now—as a result of the 
test—approximately 40% of patients with 
pathologic nodal involvement were correctly 
staged. For those patients, this information can 
have important treatment rami� cations.

In a secondary analysis, the authors evaluated 

the sensitivity of the imaging test for posi-
tive lymph nodes that were greater than half a 
centimeter in diameter. This was likely a more 
fair analysis of the radiotracer because it is a bit 
unreasonable to think that a PET scan would 
ever be able to pick up positive lymph nodes 
with only a handful of cancerous cells. As a 
result of this subanalysis, the sensitivity of the 
imaging test improved to 60%.

In terms of cohort B, the sensitivity of 
18F-DCFPyL was excellent for sites of disease 
seen on conventional imaging, with a median 
value of 96%. Using pathology as the truth 
standard, false positives ranged from 12% 
to 19%. Considering that nondiagnostic and 
incorrectly localized biopsies counted as false 
positives, this rate is exceptionally high. •
ABOUT THE PANELISTS
Shore is US chief medical offi  cer, Urology/Surgery and 
Oncology, for GenesisCare USA, and the medical direc-
tor for Carolina Urologic Research Center in Myrtle 
Beach, South Carolina.

Finkelstein is a radiation oncologist with US Oncology 
and Florida Cancer Affi  liates in Panama City.

Gorin is a urologist with Urology Associates and UPMC 
Western Maryland in Cumberland.

Saperstein is a nuclear radiologist at Yale School of 
Medicine in New Haven, Connecticut.
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“In a multidisciplinary way, 
the best-quality care is given 
when you have urologic 
oncologists working with 
radiation oncologists, 
working with nuclear 
medicine physicians.”
STEVEN FINKELSTEIN, MD, DABR, 
FACRO

medicine physicians.”

“In terms of Cohort B, the 
sensitivity of 18F-DCFPyL 
was excellent for sites 
of disease seen on 
conventional imaging, 
with a median value 
of 96%.”
MICHAEL A. GORIN, MD

To watch the complete video 
series, including discussion of 
several patient profiles,
scan the QR code or visit 
https://bit.ly/3Fmqwgw
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GENOMICS CORNER

RACHELLE MANOOKIAN, MS, LCGC, 
is a board-certified genetic counselor, specializing in 
cancer genetics. She has an MS in genetic counseling 
from the Icahn School of Medicine at Mount Sinai and a 
BS in biological sciences, with a focus in neurobiology, 
from the University of California, Irvine, as well as minors 
in Spanish literature and cognitive psychology.

I ndividuals who are referred for genetic test-
ing for hereditary cancer or other medical 
conditions may have concerns about the risks 

of testing, especially if a mutation is discov-
ered, and how this information might be used by 
others. Genetic discrimination refers to a differ-
ence in treatment for an individual based on 
their genetic information (ie, hereditary predis-
position to a disease). For example, an individual 
may wonder whether their health insurance 
will be affected if they are found to carry a gene 
mutation that places them at high risk to develop 
cancer in their lifetime. This individual may 
also be concerned about losing their job if their 
employer discovers they have high risk for a 
disease. In both scenarios, the person is express-
ing a concern for genetic discrimination. 

Genetic discrimination is an extremely import-
ant topic, as it may affect an individual’s decision 
to pursue genetic testing, which ultimately may 
impact their health care. If an unaffected indi-
vidual with a significant family history of cancer 
is found to carry a gene mutation that increases 
their risk for breast cancer, they may be candi-
dates for early and increased screening or surgery 
to prevent or detect cancer early when it is highly 
treatable. However, these measures would not be 
taken if the individual chose not to pursue genetic 
testing for fear of genetic discrimination. 

The Genetic Information Nondiscrimination 
Act (GINA) of 2008 is a US federal law that 
provides individuals protection from genetic 
discrimination for health insurance (Title I)  
and employment (Title II). GINA defines 
genetic information as information related to an 
individual’s genetic test results, family members’ 
genetic test results, and family history of a 
disease or disorder.

GINA prohibits health insurers from discrim-
inating against enrollees based on their genetic 
information. Health insurers are not able to use 
genetic information to make eligibility decisions, 
determine coverage or premiums, or for under-
writing. Additionally, health insurers may not 
require an individual or their family member to 
undergo genetic testing or require them to provide 
genetic information. As stated above, this includes 
information about family history of disease. 
GINA’s health insurance protections apply to 
private health insurers (group or individual), 
Medicare, Medicaid, Federal Employees Health 
Benefits, and the Veterans Health Administration. 
GINA does not apply to life, disability, or long-
term care insurance policies. It is important to 
note that some individual states may have added 
protections for these types of insurance that are 
not protected by the federal law.

Regarding employment, GINA prohibits the 
use of genetic information for decisions such as 
hiring, firing, pay, and promotions. Furthermore, 
with a few exceptions, employers are prohibited 
from requiring or requesting genetic information 
from an employer. GINA’s employment protec-
tions do not apply to the United States military or 
employers with fewer than 15 employees.

The Americans with Disabilities Act (ADA) 
prohibits discrimination against disabled individu-
als in several areas, including employment. GINA 
protects employers from discriminating against 
an individual based on their genetic information, 
such as their increased risk to develop cancer, as in 
the example above. In contrast, the ADA protects 
individuals who are symptomatic, meaning they 
are already presenting with the disease (in this 
case, cancer), from discrimination as it relates to 
their current employment, including job seeking. 
Furthermore, the ADA also protects employees 
from discrimination based on perceived disability. 
For example, if an individual has a family history 
of a disease, they may be perceived to be at higher 
risk for this disease based on their family history. 
This is an example of perceived disability, and the 

employee would be protected from this type of 
discrimination by the ADA. 

In summary, the protections provided by GINA 
have made a significant difference for individuals 
who are concerned about genetic discrimina-
tion. As clinicians, we are able to provide our 
patients with a level of reassurance, and as such, 
they can pursue the necessary genetic test-
ing that may affect their health care. With that 
said, it is important for clinicians to keep in mind 
the limitations of GINA described in this arti-
cle. These limitations also illustrate that there is 
still work to be done in fully protecting individu-
als from genetic discrimination. To help patients 
and individuals further, clinicians can provide the 
resources listed in the Table for those with further 
questions or concerns. •
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What is genetic discrimination, 
and why does it matter?
Fear of discrimination has downstream effects on health care

 � National Human Genome Research Institute 

https://www.genome.gov/

 � Cancer Legal Resource Center 

https://thedrlc.org/cancer/

 � University of Minnesota LawSeq 

https://lawseq.umn.edu/

 � Genetic Alliance 

https://geneticalliance.org/ 

 � GINAHelp 

http://www.ginahelp.org/ 
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Diversity in Urology

Microaggressions are subtle discriminatory actions 
or statements made toward another individual or 
group. Correcting them has always been dif� cult 

because the aggressors often do not know that what they are 
doing is wrong.

The medical � eld is no stranger to microaggressions. 
Because they occur so frequently, it is important to continue 
educating trainees and physicians on identifying and handling 
them and what their long-term effects can be on an individu-
al’s psyche. 

Ekene A. Enemchukwu, MD, MPH, dove into this 
topic further in a recent presentation given at the Society 
of Urodynamics, Female Pelvic Medicine & Urogenital 
Reconstruction 2022 Winter Meeting.1 In this interview, she 
discusses her presentation and offers advice to physicians on 
accepting and addressing their own biases.

Q. Please summarize the main points of your 
presentation.
ENEMCHUKWU: This session was really meant to give 
individuals experiencing microaggressions some tools for 
mitigating the impact and negative effects. My take-home 
points were the following:

• Microaggressions are pervasive. Be prepared and be 
empowered.

• You must protect yourself psychologically.
• You must persevere. Do not allow them to damage you 

psychologically.
The “micro” in microaggressions is a misnomer because 

they can have a signi� cant impact on the individual and ulti-
mately on your institution and on society, because we all 
make up part of that team. There are data that show that 
these microaggressions—actions or words that display bias 
or insensitivity toward a marginalized group—can cause real 
psychological damage. Although they can be subtle and unin-
tentional in some cases, they ultimately impact the entire 
team.

Individuals experiencing a microaggression must feel 
empowered. That means, at the moment of the aggres-
sion, pausing to take inventory of your feelings to determine 
whether you are feeling triggered. If you’re feeling triggered 
at that point, it may not be a good time to respond to what 
just happened. There is a term for this: the “90-second rule.” 
During this time, there is a � ght-or-� ight response, a biolog-
ical instinct that � oods us with adrenaline. It typically lasts 
about 90 seconds. As it pertains to microaggressions, these 

90 seconds are not a good time to respond. You really want 
to stop, pause, and collect yourself to see whether it is a good 
time to respond.

The goal is to protect yourself psychologically. Do not 
internalize what has been said and recognize your own value. 
You also want to decide, based on the relationship with the 
individual or the issue, whether you want to address it now, 
later, or never. But, again, you want to feel empowered and at 
peace with your decision, regardless of what it was.

It is important to seek support from trusted peers and loved 
ones. These are the individuals who will reinforce your value 
and help preserve your con� dence. Allies are certainly import-
ant but may not always be present, so you need to have a 
contingency plan. On the other hand, if you’re witnessing a 
microaggression, it’s important to speak up and say something 
on behalf of that individual experiencing it.

Depending on how egregious the incident was, or whether 
there is a repeat offender ignoring your feedback, then the 
microaggressions could be intentional. In that case, you may 
want to keep a contemporaneous log of these incidents and 
potentially ask for assistance from human resources, from your 
supervisor, your program director, or your chair.

When microaggressions occur, we often freeze, and that is 
natural. It is great to anticipate these events and think about 
how you want to respond ahead of time so that you’re prepared 
when they happen.

How you respond to microaggressions can vary based on 
the individual or the situation. There are different ways to 
respond. You can ask a clarifying question, you can acknowl-
edge that the intent was not meant to be harmful but the 
impact was harmful, or you can be direct and really state your 
discomfort. Some individuals like to use humor, but the goal 
here is to protect yourself psychologically in that moment.

My last point was making sure that we are recognizing 
our own biases as well. Anyone can commit a microaggres-
sion. We have all been socialized by television, movies, social 
media, and society to have biases and stereotypes. It is just like 
Pavlov’s dogs. We see something, we hear something, we have 

When handling microaggressions, 
be aware of your own biases

EKENE A. 
ENEMCHUKWU, MD, 

MPH

Enemchukwu is a pelvic 
reconstruction surgeon 

at Stanford Health Care, 
and an assistant professor 

of urology and, by 
courtesy, of obstetrics 

and gynecology 
(urogynecology) at 
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“We can mitigate bias and the effects 
of microaggressions by being open 
to continuously learning.”
– EKENE A. ENEMCHUKWU, MD, MPH
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this automatic reaction, and we make assumptions. We need to avoid being 
part of the problem and to make sure we speak up for others. It takes prac-
tice, but we cannot give up.

Q. Can you describe a time when you personally experienced a 
microaggression? How did you react, and how did it make you feel?
ENEMCHUKWU: Microaggressions are so pervasive and, worst of all, 
they are often invisible to the individual committing them. For me, it is 
important to remember that anyone can commit microaggressions. They 
can come from friends, family, colleagues, supervisors, subordinates, indi-
viduals of your same gender, race, ethnicity, and social class, and many of 
us have experienced them due to some element of our identity. But they 
are dangerous because, most of the time, they are subtle and uninten-
tional. Their impact is significant on our well-being, our confidence, our 
performance, and our integration into teams. Studies have shown that 
they can cause anxiety, depression, isolation, and posttraumatic stress 
disorder. My personal response to microaggressions is dependent on the 
individual, my relationship with them, and the situation.

Having witnessed and experienced microaggressions, I have learned that 
they are one of the largest barriers to building inclusive teams and envi-
ronments. They damage that sense of belonging. Imagine that one of the 
largest barriers to achieving greatness is something invisible to most indi-
viduals. That is really challenging. But it can be addressed by creating 
environments where we can learn from each other, so we can avoid the 
same subtle, often unintentional but harmful, destructive behaviors. We 
can achieve this by not being defensive, by being open to learning, and by 
checking our own biases. Also, [it is important to recognize] that threats to 
inclusion may not come directly from your own internal team or depart-
ment. They may come from outside. Having these discussions frequently 
can help us recognize where these threats are coming from and help us 
address them. Without inclusive teams and environments, we all miss out 
on the unique talents of the individuals on our teams. 

Lastly, in medicine, we are often seeking to create inclusive envi-
ronments, not only for our colleagues but we must create inclusive 
environments with strong senses of belonging for our trainees, our medi-
cal students, and other learners who may not be in a position to speak up for 
themselves due to the power dynamics.

Q. What advice would you give to fellow urologists or physicians 
on accepting and addressing their biases?
ENEMCHUKWU: We can mitigate bias and the effects of microag-
gressions by being open to continuously learning. I have learned through 
leading our department’s diversity, equity, and inclusion (DEI) efforts 
that one of the best ways to learn is by sharing our experiences. It helps 
us to identify our blind spots. Someone may hear something that they 
have said or done or something that they have witnessed in the past but 
may not have known that it was offensive. Creating environments where 
we feel comfortable being vulnerable, and sharing those experiences, and 
where other individuals are open to learning is important.

Q. How has the world of medicine evolved in terms of DEI? What 
work remains?
ENEMCHUKWU: Most of all, I am very happy to see individuals take 

a genuine interest in improving DEI. I think there are still segments of 
society who think it is only about increasing numbers and representa-
tion of women, minorities, and other marginalized groups. Improving 
representation is a very important part of the mission, but DEI is also 
about creating systems where everyone here and those coming thrive and 
can contribute in a meaningful way by making new discoveries, making 
things better, and making things more efficient and productive for every-
one’s benefit. Microaggressions, gaslighting, downplaying someone 
else’s experience, or treating individuals differently based on their iden-
tity really works against this common goal. In urology and medicine as 
a whole we are all striving to build that championship-caliber team, and 
we are looking at recruiting diverse talent, but if we do not take the time 
to create the environments where all the team members can feel that they 
belong and can reach their full potential, then we as a whole may never 
reach our full potential in medicine. •
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Although Medicare is a federal program, the 50 states, 
along with the District of Columbia and Puerto 
Rico, are divided into 12 jurisdictions. Medicare 

then contracts with private companies to administer the 
program for those jurisdictions. These private contractors 
are called Medicare Administrative Contractors (MACs) or 
Carriers. Each MAC has � exibility in policy development 
for payment protocols if the policies do not violate national 
Medicare directives. Each MAC is also charged with 
responsibly guarding the bene� ciaries within the Medicare 
program. The Centers for Medicare & Medicaid Services 
has an interactive Medicare Jurisdiction Map noting state 
and MAC with contact information on the Medicare 
website: https://go.cms.gov/3xXOyg6.

Over the years, Medicare has encouraged the MACs to 
develop policies based on location with input from physi-
cians in the state working in conjunction with state medical 
organizations. The system has evolved. It is our understand-
ing that MACs are encouraged to communicate with one 
another to provide some consistency across jurisdictions as 
they develop payment policies; however, they are not required 
to mimic payment policies developed for other jurisdictions. 
Medicare requires all MACs to adhere to updated processes 
for developing and releasing payment policy and to partici-
pate in supporting a centralized policy location tool; Medicare 
centrally continues to develop national policies when deemed 
appropriate.

Under current Medicare protocol, carriers are allowed 
to develop local coverage determinations (LCDs) based on 
current medical practice and necessity to provide general 
coverage guidance for services provided to Medicare bene� -
ciaries. Each LCD must be developed with active stakeholder 
input and after being issued as a proposed policy with 
comment period before it is � nalized and adopted. The MAC 
is required to respond to all comments submitted during 
the designated review period. After consideration of the 
comments, the MAC can revise and publish the policy.

Coding/billing instructions associated with an LCD are 
communicated in local coverage articles (LCAs) because the 
LCD is intended to outlast any possible coding changes that 
may occur each year. A MAC may issue an LCA without a 
corresponding LCD to provide coding direction for services 
that may not require a full LCD. LCDs and LCAs can be found 
on the Medicare Coverage Database and on MAC websites.

On April 17, 2022, a multijurisdictional LCD for Multiplex 
Nucleic Acid Ampli� cation Test (NAAT) Panels for Infectious 
Disease Testing was published. This was not adopted for all 
jurisdictions but rather for the following MACs: Wisconsin 
Physician Services Insurance Corporation; CGS Administrators, 
LLC; Noridian Healthcare Services, LLC; and Palmetto GBA.

The LCD followed Medicare protocol, with several national 
meetings with participation from stakeholders in 48 states and 
Puerto Rico. Comments on the LCD originally released in 2021 
resulted in an amended LCD based on comments from stake-
holders participating in meetings and submitted separately 
during the designated comment period.

Each MAC has also issued an associated LCA with coding 
instructions and limitations on coverage. All states affected by 
the LCD and LCA participate in the MolDX program adminis-
tered by Palmetto GBA. The LCA includes coverage and coding 
instructions for the use of these greater than 5 tests per specimen 
(often referred to as PCR testing) for urinary tract infections 
(UTIs) and sexually transmitted infections.

In summary, each laboratory within these jurisdictions that 
performs NAAT panels for infectious diseases will need to apply 
for a Z code through the MolDX program. More speci� cally, 
each lab will need to apply for a unique Z code for each panel of 
tests being ordered/performed. 

For example, if a urology group has 3 separate test panels 
for UTIs, the group will be required to obtain its own unique 
Z code for each test panel. For those groups using a reference 
lab for such panels, the lab will need to apply for a Z code and 
request sharing. If a group has multiple lab locations and each 
lab is performing the same test, only 1 application is required 
for the entity to which the Clinical Laboratory Improvement 
Amendments are assigned.
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LCD addresses NAAT panels
for infectious disease testing
Labs will need to apply for unique Z code for each panel of tests ordered

It is our understanding that MACs 
are encouraged to communicate 
with one another to provide some 
consistency across jurisdictions as 
they develop payment policies; 
however, they are not required.
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Once the application is submitted, MolDX 
will perform a technical assessment prior to 
issuing the Z code. After the technical assess-
ment is completed and the Z code is issued, the 
lab will receive notification, Z code, and bill-
ing instructions. Billing for a panel test is usually 
cross-walked to a CPT type code and not 
reported with the Z code issued. The following 
link will provide additional information on the 
process: https://bit.ly/3rVAf7U. 

It should be noted that within the LCAs for 
each of the MACs there is a reference—either 
in the article that became effective April 17, 
2022, or in the comments in response to requests 
from those within the MAC—that there are 
no FDA-approved UTI panels. Billing for UTI 
NAAT (PCR) tests will not be allowed until the 
technical assessment is complete and the Z code 
is issued, nor will the system allow for retroactive 
billing of these tests.

The remaining MACs (First Coast Service 
Options, National Government Services, and 
Novitas Solutions) do not participate in the 
MolDX program, and Z codes are therefore 
not required. However, these MACs can imple-
ment these LCDs or similar ones if they choose 
to pursue this in the future. Instead of Z codes 

for these states, panel tests will likely be reported 
under Proprietary Laboratory Analyses (PLA) 
Current Procedural Terminology (CPT) codes. 
PLA codes can be obtained from CPT and are 
alphanumeric. Obtaining a PLA code is not as 
time-consuming as standard CPT code appli-
cations. PLA codes are issued quarterly by the 
American Medical Association. PLA codes were 
designed to allow specific lab test protocols/
panels to be assigned a grouped service code for 
accurate reporting and adjudication. If you prac-
tice in a jurisdiction served by one of the MACs 
that does not participate in the MolDX program 
and has not issued an LCD, you will not be 
required to change your current billing practices.

Regardless of one’s location, the response by 
the MACs to this issue indicates that billing 

for PCR services has been noted as a poten-
tial area for abuse. We have spoken with many 
practices considering and/or implementing 
this tool for diagnosis and subsequent treat-
ment of UTIs and other urologic problems. 
Most groups understand well the requirement, 
regardless of published billing protocols, that 
all claims submitted for payment must be medi-
cally reasonable and necessary. Number of tests 
ordered/performed and presenting complaint/
condition of the patient must be accurately noted 
in the medical record. Many practices have also 
developed clinical guidelines for the appro-
priate use of PCR testing. As more published 
peer-reviewed articles address these tests, we 
would expect Medicare and other payers to adapt 
payment policy and coding guidance to any new 
clinical findings. •
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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.

Regardless of one’s location, 
the response by the MACs to 
this issue indicates that 
billing for PCR services has 
been noted as a potential 
area for abuse.

Second Opinion: 
Good experts in malpractice cases 
In this conversation, attorneys Acacia Brush Perko, Esq, and Kenton 

H. Steele, Esq, discuss the qualities that distinguish a good expert 

witness from a bad witness.

To watch the video, scan the QR code  
or visit https://bit.ly/3wnlxb4
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T he COVID-19 pandemic has taught us 
it’s possible for the health care system to 
transform care delivery—and quickly. 

We saw vaccines come to market in record 
time, heightened cross-industry collabora-
tion to track vaccine statuses, and virtual care 
use surge. Similarly, the pandemic demon-
strated that value-based care delivery models, 
where payment is based on outcomes versus 
the number of services provided, are critical to 
improving patient outcomes and lowering costs.

However, there is still work ahead to increase 
adoption of value-based care across the health care 
continuum. To understand where value-based 
care is heading, it is crucial to understand the 
forces advancing value-based care delivery models:

States are forging ahead with focus on data 
standardization. Despite the Biden administra-
tion pushing back timelines for implementing 
key value-based reimbursement models, some 
states are moving ahead. California, New 
York, Oregon, and Texas are advancing their 
own versions of “value-based payments 2.0” 
programs and resetting initiatives that are lead-
ing the way in delivery system reform. These 
state-based initiatives are designed to improve 
outcomes through a focus on standardizing data 
and investing in automated data reporting and 
exchange channels. For example, the Council for 
Affordable Quality Healthcare has been work-
ing to improve transaction processing so that it 
includes value-based care content that supports 
providers at the point of care.

Investors are placing big bets on value-
based care because of market consolidation 
and anticipated policy changes. The surge 
in enrollment and the economics of Medicare 
Advantage and Managed Medicaid will continue 
to drive growth for startups, as well as accelerate 
market consolidation with many payers buying 

and merging with Medicare Advantage plans. 
All signs point to the venture capital market 
continuing to build on this strategy by investing 
in both business plan and technology solutions 
that enable the integration of provider deliv-
ery systems, including value-based care, with 
payer organizations. On the technology side of 
the health care market, we can expect contin-
ued consolidation as companies with narrow 
focuses merge to create more comprehen-
sive end-to-end products that provide solutions 
to business problems rather than just software 
tools. Fueling this speculation, the Centers for 
Medicare & Medicaid Services is expected to roll 
out support for new and renewed Medicaid waiv-
ers to advance value-based care initiatives at the 
state level.

Consumers expect more from the health 
care system and will demand value-based 
care models. With penalties increasing in 2022 
for hospitals noncompliant with price transpar-
ency rules, and younger health care consumers 
growing increasingly dissatisfied with existing 
models of care delivery, there will be nowhere for 
providers to turn except value-based care. This 
version of value-based care, however, will have a 
strong focus on actual outcomes, not just achiev-
ing an acceptable ratio of quality-to-cost based 

on numerators and denominators.
Younger consumers expect that increased 

data sharing ultimately will lead to better access 
to more personalized, high-quality care. Given 
their comfort with sharing health informa-
tion and data, the dollars they are spending on 
well-being and the expectation for work-life 
balance, a clash of values will quickly emerge 
when it comes to the structure of our care deliv-
ery system. Their heightened expectations, 
combined with new technology and government 
mandates, will push value-based care forward 
more than has any previous generation.

Health IT companies are enhancing their  
risk adjustment capabilities to further value-
based care. Emerging risk adjustment 
technology and software enable better control 
over the data capture process and the evaluation 
and interpretation of that data. Data validation 
capabilities that code procedures and diagno-
ses accurately and represent delivered care do 
exist—and are now powered by technology 
that greatly improves what had been a highly 
manual process prone to mistakes and inaccu-
racy. Technologies such as natural language 
processing, machine learning, and artificial intel-
ligence are being applied in real time to enhance 
the richness of any data being captured to enable 
value-based payment models.

Value-based care is steadily gaining ground 
across the health care industry. With payers, 
providers, investors, patients, and technology 
companies joining in the effort, there are no 
signs that value-based care adoption will slow 
down. Government and commercial payers are 
projecting increased investment in the transi-
tion to value-based health care, and providers 
are embracing the reality that value-based care 
represents the future of health care. •

What is driving the transition 
to value-based care?
States, investors, and consumers are leading the way

With penalties increasing in 
2022 for hospitals 
noncompliant with price 
transparency rules, and 
younger health care consumers 
growing increasingly 
dissatisfied with existing 
models of care delivery, there 
will be nowhere for providers to 
turn except value-based care.
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Business     PRACTICE MATTERS

One year ago, I wrote an article1 focusing on the urol-
ogist’s role as a responsible prescriber of opioids in 
the context of an ongoing crisis of opioid overuse, 

abuse, and deaths in this country. I noted that urologists—
relative to other specialties—collectively prescribed opioids 
in 2018 in numbers and rates lower than the national average. 
This information comes from publicly available Medicare Part 
D prescription claims data, which include detailed prescriber 
information. In this, the � rst in a series of articles based on 
this data set, I will provide an update on the Part D prescrib-
ing habits/norms/benchmarks of urologists, beginning with 
an update on opioids.

WHY INFORMATION IS MORE AVAILABLE
Several developments have led to the widespread availability 
of your prescribing activity. First, of course, is the wide-
spread adoption of electronic prescribing. Large networks 

(ie, Surescripts) connecting electronic health record (EHR) 
systems, pharmacy bene� t managers, retail and specialty phar-
macies, and health plans generate big data based on your 
prescriptions. Second, legislative and regulatory activity at 
the state and federal levels now generally mandate electronic 
prescribing—increasing the completeness and value of these 
data sets. Third, all 50 states now have requirements to consult 
a statewide registry (prescription drug monitoring program) 
when prescribing controlled substances. 

Finally, in recent years, the Centers for Medicare & Medicaid 
Services (CMS) has made Medicare and Medicaid spending data 
available at the provider level—including prescription claims. 
Large, multinational companies (eg, IQVIA) have aggregated 
your prescribing data and commercialized it to help pharmaceu-
tical companies deploy their marketing and sales forces, guide 
research efforts, and develop strategic plans. These companies 
may know a lot more about your habits than you do. 

How often are urologists 
prescribing opioids?

ROBERT A. 
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Medicare Part D data reveal how urology compares with other specialties

TA B L E  1 . UROLOGY PRESCRIBING OF OPIOIDS 2019 PART D: TOP DRUGS

Drug (generic) Providers Patients Claims 30-day fi lls % of all fi lls Cost/fi ll # Manufacturers/
brands

Hydrocodone/acetaminophen 3699 139,656 164,360 164,384 48.0% $6.03 1

Oxycodone HCl/acetaminophen 2029 59,209 74,315 74,325 21.7% $8.01 3

Tramadol HCl 1533 39,922 48,761 48,824 14.3% $3.06 2

Acetaminophen with codeine 691 22,563 26,327 26,327 7.7% $4.83 1

Oxycodone HCl 678 15,514 21,540 21,545 6.3% $25.66 3

Tramadol HCl/acetaminophen 93 2950 3390 3390 1.0% $7.44 1

Morphine sulfate 16 144 1171 1171 0.3% $48.37 2

Hydromorphone HCl 57 646 1044 1045 0.3% $5.76 1

Methadone HCl 6 69 504 506 0.1% $14.03 1

Fentanyl 16 31 421 421 0.1% $99.17 1

Oxymorphone HCl 2 49 329 329 0.1% $406.53 1

Topiramate 4 0 149 163 0.0% $14.20 1

Adapted from Centers for Medicare & Medicaid Services data by Robert A. Dowling, MD
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Data on your Medicare Part D prescriptions 
are also available to you for free. Another good 
source of your prescribing data is your EHR—
most have basic reporting on provider and drug. 
But your EHR cannot benchmark your habits 
to urologists outside your own practice. That is 
where you need a public data source.

CMS recently updated its information on 
prescription claims for Medicare beneficiaries 
enrolled in Part D (prescription drug coverage) 
aggregated by provider and drug to include 2019 
data.2 (Approximately two-thirds of Medicare 
beneficiaries are enrolled in Part D drug plans.) 
A related data set includes summary informa-
tion on opioid and antibiotic prescribing rates. 
These data sets suppress information on  
providers or drugs with 10 or fewer claims 
because of the small chance of identifying a 
patient but contain enough information to serve 
as good benchmarks.

A total of 1.5 billion Part D claims involving 
1.24 million Medicare providers were submit-
ted in 2019, including 65 million opioid claims 
(down almost 6% from 2018). The opioid 
prescribing rate is measured as the number of 
opioid claims/all Part D claims (expressed as a 
percentage), and averages 4.3% for all special-
ties. The specialties with the highest opioid 
prescribing rates are pain management (57%), 
anesthesia (53%), hand surgery (48%), physical 
medicine and rehabilitation (40%), and orthope-
dic surgery (36%). Urology ranks 82nd among 
specialties in overall opioid prescribing rate at 
2.8% of claims. Collectively, urologists were 
identified with 390,982 opioid claims in 2019, 
down 6.4% from the previous year. The aver-
age number of Part D opioid claims/urology 
provider was 57, about the same as in 2018. 

How do your habits compare with those 
of other urologists? In 2019, 6182 urolo-
gists prescribed 18 types of opioids (Table 1). 
The most common drugs were hydrocodone/
acetaminophen (48%), oxycodone HCl/acet-
aminophen (22%), and tramadol HCl (14%). 
Most urologists (93%) prescribed only 1 or 2 
opioid drug types (Table 2). To view your data, 
go to https://bit.ly/3tS5L86 and search for your 
National Provider Identifier or name, and scroll 
to the column marked [Opioid_Tot_Clms]. 
Compare your number of opioid claims with the 
benchmarks in Table 3. For example, if you are 
associated with 65 opioid claims, you prescribed 
more opioids than 70% of your peers in this 

data set. You can also compare your opioid 
prescribing rate with the urology benchmarks; 
a rate of 10% means your prescribing rate is 
more than 90% of urologists. Keep in mind 
that although Medicare beneficiaries typically 
account for a significant fraction of a urology 
practice, your prescribing habits reflected here 
may not be generalizable to all patients.

How do opioids contribute to the cost of 
prescription medicines in the Part D program? 
Opioids are relatively inexpensive drugs, which 
may contribute to the potential for abuse. The 
total cost for opioid claims in 2019 was 
$2.8 billion, a fraction of total Part D spending. 
Urology opioid claims totaled only $3.2 million. 
There is considerable variation in cost among 
the class, all of which are readily available as 
generic drugs (Table 1).

THE BOTTOM LINE AND WHY IT MATTERS
Urologists prescribe opioids to Part D benefi-
ciaries in smaller quantities and rates than most 
other specialists, including surgical specialists. 
It has been estimated that 6% to 9% of urologic 
surgery patients show evidence of persistent 
opioid use 3 months after their surgery,3 and it 
is encouraging from a public health perspec-
tive that fewer opioid claims were filed in 2019 
than 2018. Urologists should be aware of the 
small but significant risk of opioid prescrip-
tion leading to persistent use or even abuse and 
follow specialty guidelines for counseling and 
prescribing.4,5 Medicare Part D data on each 
individual prescriber are readily available to 
urologists, patients, and the public and can be 
used to compare your prescribing habits against 
national and specialty benchmarks. •
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PRACTICE MATTERS     Business

TA B L E  2 .  UROLOGY PRESCRIBERS BY 
NUMBER OF OPIOID TYPES PRESCRIBED 2019

Unique opioids  
prescribed # Providers % of  

providers 

 Total 6182 100.0% 

1 4020 65.0% 

2 1738 28.1% 

3 380 6.1% 

4 33 0.5% 

5 6 0.1% 

6 2 0.0% 

7 3 0.0%

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

TA B L E  3 .  PERCENTILE RANK OF UROLOGY 
CLAIMS AND OPIOID RATES (2019)

Percentile of 
urologists

# Opioid 
claims

Opioid 
prescribing rate

 Total 6182 100.0% 

10% 15 1.1

20% 21 1.6

30% 28 2.2

40% 35 2.8

50% 43 3.4

60% 53 4.2

70% 65 5.2

80% 82 6.8

90% 113 10.8

95% 142 18.4

99% 228 40.7

Adapted from Centers for Medicare & Medicaid Services data by 
Robert A. Dowling, MD
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Business     MONEY MATTERS

If you have a mortgage or children, there is a good chance 
that life insurance is a necessary piece of your overall � nan-
cial plan. If you were to die prematurely, would your family 

still be able to afford your mortgage on a single income? Would 
your spouse have to change jobs or return to work to pay the 
bills and attempt to maintain the family’s standard of living? 
With potentially only 1 parent, would someone need to be 
brought in to help raise your children? How would that be paid 
for? Would your children’s college educations still be paid for? 
Life insurance can help ensure your family’s goals and lifestyle 
do not have to change, even if you are not there to provide. 

Depending on your goals and what you are trying to pay for 
with life insurance, there are different types of policies that may 
be a good � t. Let’s look at some of the more common types of life 
insurance and their advantages and disadvantages.

TERM LIFE INSURANCE 
Often, the goals you are trying to protect with life insurance are 
temporary. If covering the balance of a mortgage, protection is 
only needed for the duration of the loan, which is typically 15, 
20, or 30 years. If covering a child’s college education, coverage is 
only needed until the child has completed that education. Term 
insurance has no cash value or savings component attached to it. 
If you do not use it, you will not get any of your premiums back. 
However, because of this and the shorter coverage period, these 
policies tend to be signi� cantly less expensive than whole life or 
variable products. You pay your premium, and if you die during 
that policy year, the death bene� t is paid to your bene� ciary. 

WHOLE LIFE INSURANCE 
Just as it sounds, whole life insurance is intended to cover you for 
your entire life. This type of coverage is commonly used to give 
an inheritance, make a charitable donation, or pay estate taxes. 
Unlike term insurance, whole life insurance has an internal cash 
value account. When each premium payment is made, a portion 
of that premium goes into a savings account within the policy. 
This cash value account is guaranteed a modest return, so the 
money continues to grow. The money in the cash value account 
can be withdrawn, you can take a loan against it, or you can even-
tually use it to pay your premiums. Any portion of the money 
you contributed to the cash value account comes out tax free, but 

any investment growth must be included in your income for tax 
purposes. Because of the dual nature of the premium payments, 
where a portion pays for the life insurance and the remainder 
goes into the cash value account, the cost of a whole life policy 
is often signi� cantly higher than a term life insurance policy.

UNIVERSAL LIFE INSURANCE 
This type of coverage works similarly to whole life insurance 
except it provides some added � exibility. Universal life allows 
you to adjust your premiums or death bene� t if needed. If the 
cash value of your account can cover the costs, you may have 
the ability to lower or stop paying your premiums on a univer-
sal life policy for a certain amount of time. However, there can 
be negative consequences. Your coverage may end if you use up 
the account’s cash value to pay for premiums. Indexed univer-
sal life policies also allow you to invest the money in the cash 
value account; however, there are often caps on how much you 
can earn in those investments. The death bene� t can also be 
adjusted up or down to � t your evolving needs.

VARIABLE LIFE INSURANCE 
This type of coverage has a much greater investment focus. In 
a variable policy, you can choose much more speci� c invest-
ments like an S&P 500 fund, an emerging markets fund, or 
domestic bond fund. These options typically allow you to 
tailor the investment strategy so it aligns with other elements 
of your � nancial plan, like your retirement account. The 
investment growth is also tax deferred.

The downside to variable policies is often the cost. The 
individual investments carry their own expense ratios, and the 
policy itself tends to have some higher fees than other types of 
life insurance. This type of coverage is typically used once all 
other tax-deferred retirement vehicles have been maxed out. 
However, the costs compared to investing in taxable accounts 
should be examined.

Depending on your goals and what you would like to cover, 
there are different options available. Careful consideration 
should be given to the type of policy suitable for each goal 
you want insured. We highly encourage you to work with 
an insurance professional to navigate which type of policy is 
right for you. •

Life insurance is a key piece
of the � nancial puzzle

The information in this 
column is designed to 
be authoritative. The 
publisher is not 
engaged in rendering 
legal, investment, or 
tax advice. If you 
would like assistance 
with your individual 
investment strategy, 
please email witz@
mediqus.com.

Which option you select depends on your goals and what you want to cover

JEFF WITZ, CFP

Witz is educational 
program director 

at MEDIQUS Asset 
Advisors, Inc in Chicago, 

Illinois. He welcomes 
readers’ questions 

and can be reached at 
800-883-8555 or witz@

mediqus.com.

The material has been prepared or distributed solely for information purposes and is not a solicitation or an offer to buy any security or instrument or to participate in any trading strategy.  Investing involves risk, including risk of loss. Before investing, you 
should consider the investment objectives, risks, charges, and expenses associated investment products. Investment decisions should be based on an individual’s own goals, time horizon and tolerance for risk. Past performance is no guarantee of future 
results. Diversification and asset allocation do not ensure a profit or guarantee against loss. Consult your financial professional before making any investments.
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CAREERS     Classifi eds

Associated Medical Professional of New York is seeking BC/BE General  
and Subspecialized Urologists for Private Equity physician partnership 

opportunities located in Central New York. New physicians will enjoy partnership 
with 30 physicians in multiple stages of their career, offering great mentorship. AMP 
provides quality healthcare at 9 convenient locations and 9 hospitals around CNY. 
Brand new surgery center, multiple ancillary profit centers, and group call options 

provide work life balance for physicians. For fellowship trained physicians, there are 
opportunities to create a niche practice. Qualified candidates will receive a sign on 
bonus, robust benefits package, competitive salary, transition payment, student 

loan assistance and moving expenses. 

JOIN ONE OF THE FASTEST GROWING GROUPS IN THE COUNTRY!

Central New York is a fantastic place to raise a family and  
offers all the warmth and charm you can find in the region. 

Site visits are being scheduled!  

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

HIRING
BC/BE UROLOGISTS

UROLOGIST  
FULL-TIME OPPORTUNITY WITH ABINGTON-JEFFERSON HEALTH

Abington - Jefferson Health seeks a General Urologist to join our established Urology 
practice covering two hospitals in the northern suburbs of Philadelphia. 

Buxmont Urology group, part of Abington-Jefferson Health, provides patients with 
the highest quality of care with compassion, confidentiality and respect. Our physi-
cians and staff are dedicated to providing patients with superior service in advanced 
urological care. 

Responsibilities will include:
• General urologic patient care in the hospital
• Outpatient and consultation settings
• Limited call
• Robot available but experience in robotics not required.

Qualified candidates will be MD/DO and Board Certified and licensed to practice 
medicine in the state of Pennsylvania.  Jefferson offers a competitive salary and 
comprehensive benefits package, including generous paid time off for Physicians.  
Interested candidates may send CV to Wendy.Gable@jefferson.edu. 

Jefferson values diversity and encourages applications from individuals of diverse 
backgrounds, including but not limited to women, members of minority groups, 
LGBTQ individuals, individuals with disabilities, and veterans.

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 is a progressive medical 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 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.

Plattsburgh is located on the shores of Lake Champlain, near the Adirondack Mountains, 
Olympic-Lake Placid region, Montreal and Burlington, VT.

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

CLINICAL PRACTICE PHYSICIAN
DIVISON OF UROLOGY

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.

Build the team you need

Contact me today to place your ad.
Joanna Shippoli | (440) 891-2615

jshippoli@mjhlifesciences.com

CENTRAL NEW YORK

PENNSYLVANIA

NEW YORK
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The plaintiff, age 55 years and an operator of heavy 
equipment, underwent a regular physical examina-
tion as required by his employer and was told that his 

prostate-speci� c antigen (PSA) level was abnormal. He was 
told to see his regular physician, the defendant general prac-
titioner (GP). 

The defendant GP tested the plaintiff and came up with 
abnormal results. The defendant GP assured the plaintiff that 
he did not have cancer and referred him to the defendant urol-
ogist for further testing. The defendant urologist came up 
with abnormal results but assured the plaintiff that he did not 
have cancer. The defendant urologist did not order follow-up 
biopsy testing but referred the plaintiff back to the defendant 
GP for further care and monitoring.

The defendant GP continued to monitor the plaintiff’s PSA 
level through testing for the next 2 years. During this time, 
the plaintiff’s PSA results continued to rise. At the plaintiff’s 
next employment physical, his results were higher than his 
prior screenings. The plaintiff was again referred to the defen-
dant GP, who referred the plaintiff to a different urologist 
because the defendant urologist was no longer on the plain-
tiff’s insurance plan.

The new urologist ordered a PSA test, which showed results 
that were signi� cantly abnormal. He immediately scheduled the 
plaintiff for a prostatectomy but, before the surgery could take 
place, it was determined that the plaintiff’s cancer had metas-
tasized throughout his body and was now inoperable. The 
plaintiff was given 4 to 10 years to live rather than the
21 additional years he contended he could have expected had the 
cancerous prostate gland been removed before it metastasized.

The plaintiff contended that the defendant GP’s conduct 
was below the standard of care when he failed to again refer 
the plaintiff back to the defendant urologist when the plain-
tiff’s PSA test results continued to rise during the following
2 years.

The plaintiff alleged the defendant urologist failed to 
perform standard biopsy testing upon learning that the plain-
tiff’s PSA test results were abnormal. He alleged that biopsy 
would have revealed the plaintiff’s prostate cancer in time to 
have performed prostate removal, thereby curing the plaintiff 
of his cancer. The plaintiff alleged this conduct was below the 
standard of care for physicians specializing in urology.

The defendant GP claimed that he had a right to rely on the 
report of the defendant urologist and had no duty to inform 

the defendant urologist of the plaintiff’s rising PSA test results 
nor to refer the plaintiff back to the defendant urologist. The 
defendant urologist claimed that PSA testing, biopsies, and 
other testing procedures are unreliable predictors of prostate 
cancer and that even prostatectomy is not a foolproof cure for 
prostate cancer.

The plaintiff’s claimed injury was 3 years of undetected 
prostate cancer, which spread and metastasized throughout his 
body, reducing his life expectancy. As a result of the delayed 
diagnosis, the plaintiff had to undergo radiation and hormonal 
therapy treatments to slow the progress of the cancer. As a 
result of the diagnosis, the plaintiff was unable to return to 
work and would be on pain medications for the remainder of 
his life. The plaintiff claimed $141,000 in past medical costs, 
$370,000 in future medical costs, $30,000 in past lost earn-
ings, and $330,000 in future lost earnings. The plaintiff’s 
wife sued for loss of consortium, claiming $250,000 for past 
pain and suffering, $250,000 in future pain and suffering, and 
$250,000 for a future wrongful death claim.

The parties engaged in pretrial settlement negotiations. 
The plaintiff � rst demanded $1.6 million. The defendant GP 
refused to make an offer. The defendant urologist refused to 
make an offer without a contribution by the GP. Negotiations 
continued. Although the defendant GP never consented to 
settlement, the parties eventually settled for $1,004,500. The 
defendant GP’s insurance company contributed $29,000, 
the maximum amount allowed under the policy without the 
insured’s consent, and the defendant urologist’s insurance 
company contributed the remaining $975,500. •

Man sues after delayed diagnosis 
of prostate cancer
Insurance company contributed to settlement without insured’s consent

Try our 
e-newsletter 

on for size!

Using your 
smartphone 

camera, hover over 
the QR code to scan.
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Malpractice Consult

ACACIA BRUSH 
PERKO, ESQ

Perko is an attorney 
in the Pittsburgh, 

Pennsylvania, offi  ce 
of Reminger Co, LPA, 
where she specializes 

in medical malpractice 
defense litigation and 

transactional matters. She 
welcomes your feedback 

on this column at 
APerko@reminger.com.

LEGAL PERSPECTIVE

Under most types of liability insurance, the insurance 
company has the contractual right to settle or defend 
the case as it sees fit. The insured normally will have an 
opportunity to provide input, but the insurance compa-
ny typically has no obligation to get the insured’s con-
sent or approval. A common exception to this involves 
professional liability policies, such as medical malprac-
tice or architects’ errors and omissions coverage, under 
which consent of the insured usually is required for any 
settlement. In this case, the policy had an exception, 
which allowed the insurance company to settle up to a 
certain amount without the insured’s consent. 
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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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