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Dear AACU Members: 

More than 50 years ago, the AACU became the first national organization 
solely dedicated to advocacy on behalf of clinical urologists’ interests. At the 
time, Medicare was a new program and the federal government’s role in 
healthcare quickly grew by leaps and bounds. Today, the AACU continues 
to steadfastly advance health policies that protect our patients, practices,
and profession through initiatives such as UROPAC, the AACU State 
Advocacy Network, and our recent partnership with Urology Times. 

This strategic alliance gives us the opportunity to share news of our work, 
and the work of AACU members, on a national stage, including showcasing 
members in Urology Times publications and on the website at
www.urologytimes.com/sap-partner/aacu.

In addition to opportunities to publish, the partnership brings AACU 
members access to case-based roundtable sessions and discounted 
educational programs. We are pleased to be able to provide these valuable 
resources and hope that you and your colleagues find them informative. If 
you would like additional copies of this publication sent to your office, 
please email info@aacuweb.org. 
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Damara L. Kaplan, PhD, MD
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American Association of Clinical Urologists
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In AFFIRM, the placebo-controlled study of metastatic CRPC (mCRPC) patients who previously 
received docetaxel, Grade 3 and higher ARs were reported among 47% of XTANDI-treated patients. 
Discontinuations due to adverse events (AEs) were reported for 16% of XTANDI-treated patients. 
In PREVAIL, the placebo-controlled study of chemotherapy-naive mCRPC patients, Grade 3-4 ARs 
were reported in 44% of XTANDI patients and 37% of placebo patients. Discontinuations due to AEs 
were reported for 6% of XTANDI-treated patients. In TERRAIN, the bicalutamide-controlled study of 
chemotherapy-naive mCRPC patients, Grade 3-4 ARs were reported in 39% of XTANDI patients and 
38% of bicalutamide patients. Discontinuations with an AE as the primary reason were reported for 
8% of XTANDI patients and 6% of bicalutamide patients. 
In PROSPER, the placebo-controlled study of non-metastatic CRPC (nmCRPC) patients, Grade 3 or higher 
ARs were reported in 31% of XTANDI patients and 23% of placebo patients. Discontinuations with an AE 
as the primary reason were reported for 9% of XTANDI patients and 6% of placebo patients.
In ARCHES, the placebo-controlled study of metastatic CSPC (mCSPC) patients, Grade 3 or higher AEs 
were reported in 24% of XTANDI-treated patients. Permanent discontinuation due to AEs as the primary 
reason was reported in 5% of XTANDI patients and 4% of placebo patients. 
Lab Abnormalities: Lab abnormalities that occurred in ! 5% of patients, and more frequently 
(> 2%) in the XTANDI arm compared to placebo in the pooled, randomized, placebo-controlled studies 
are neutrophil count decreased, white blood cell decreased, hyperglycemia, hypermagnesemia, 
hyponatremia, and hypercalcemia.
Hypertension: In the combined data from four randomized placebo-controlled clinical trials, 
hypertension was reported in 12% of XTANDI patients and 5% of placebo patients. Hypertension led 
to study discontinuation in < 1% of patients in each arm.

Drug Interactions
Effect of Other Drugs on XTANDI"Avoid coadministration with strong CYP2C8 inhibitors. If 
coadministration cannot be avoided, reduce the dosage of XTANDI.
Avoid coadministration with strong CYP3A4 inducers. If coadministration cannot be avoided, increase
the dosage of XTANDI.

Effect of XTANDI on Other Drugs Avoid coadministration with certain CYP3A4, CYP2C9, and CYP2C19 
substrates for which minimal decrease in concentration may lead to therapeutic failure of the substrate. 
If coadministration cannot be avoided, increase the dosage of these substrates in accordance with their 
Prescribing Information. In cases where active metabolites are formed, there may be increased exposure 
to the active metabolites.
Please see adjacent pages for Brief Summary of Full Prescribing Information.
References: 1. XTANDI [package insert]. Northbrook, IL: Astellas Pharma US, Inc. 2. Armstrong AJ, Szmulewitz RZ, Petrylak DP, 
et al. ARCHES: a randomized, phase III study of androgen deprivation therapy with enzalutamide or placebo in men with 
metastatic hormone-sensitive prostate cancer. J Clin Oncol 2019;37(32):2974-86. 3. Protocol for: Armstrong AJ, Szmulewitz RZ, 
Petrylak DP, et al. ARCHES: a randomized, phase III study of androgen deprivation therapy with enzalutamide or placebo in 
men with metastatic hormone-sensitive prostate cancer. J Clin Oncol 2019;37(32):2974-86. 4. Armstrong AJ, Azad AA, Iguchi T, 
et al. Improved survival with enzalutamide in patients with metastatic hormone-sensitive prostate cancer. J Clin Oncol 
2022;40(15):1616-22.

Harness the power of XTANDI + LHRH therapy* for your appropriate patients with mCSPC 
to signifi cantly delay progression and extend overall survival vs LHRH therapy*†1

CI, confi dence interval; ECOG, Eastern Cooperative Oncology Group; HR, hazard ratio; LHRH, luteinizing hormone-releasing 
hormone; NR, not reached.
*Or after bilateral orchiectomy.1

†In ARCHES, after unblinding, 184 patients (31.9%) randomly assigned to placebo + LHRH therapy* remained progression-free 
and consented to crossover, 180 (31.3%) of whom received treatment with XTANDI + LHRH therapy*. The median time 
to crossover was 21.5 months.4

‡ Defi ned as metastases involving the viscera or, in the absence of visceral lesions, ! 4 bone lesions, 
! 1 of which must be in a bony structure beyond the vertebral column and pelvic bone.1

Important Safety Information
Warnings and Precautions
Seizure occurred in 0.5% of patients receiving XTANDI in seven randomized clinical trials. In a study 
of patients with predisposing factors for seizure, 2.2% of XTANDI-treated patients experienced a 
seizure. It is unknown whether anti-epileptic medications will prevent seizures with XTANDI. Patients 
in the study had one or more of the following predisposing factors: use of medications that may lower 
the seizure threshold, history of traumatic brain or head injury, history of cerebrovascular accident 
or transient ischemic attack, and Alzheimer’s disease, meningioma, or leptomeningeal disease from 
prostate cancer, unexplained loss of consciousness within the last 12 months, history of seizure, 
presence of a space occupying lesion of the brain, history of arteriovenous malformation, or history of 
brain infection.  Advise patients of the risk of developing a seizure while taking XTANDI and of engaging 
in any activity where sudden loss of consciousness could cause serious harm to themselves or others. 
Permanently discontinue XTANDI in patients who develop a seizure during treatment. 
Posterior Reversible Encephalopathy Syndrome (PRES) There have been reports of PRES in 
patients receiving XTANDI. PRES is a neurological disorder that can present with rapidly evolving 
symptoms including seizure, headache, lethargy, confusion, blindness, and other visual and 
neurological disturbances, with or without associated hypertension. A diagnosis of PRES requires 
confi rmation by brain imaging, preferably MRI. Discontinue XTANDI in patients who develop PRES. 
Hypersensitivity reactions, including edema of the face (0.5%), tongue (0.1%), or lip (0.1%) 
have been observed with XTANDI in seven randomized clinical trials. Pharyngeal edema has 

been reported in post-marketing cases. Advise patients who experience any symptoms of 
hypersensitivity to temporarily discontinue XTANDI and promptly seek medical care. Permanently 
discontinue XTANDI for serious hypersensitivity reactions. 
Ischemic Heart Disease In the combined data of four randomized, placebo-controlled clinical 
studies, ischemic heart disease occurred more commonly in patients on the XTANDI arm compared 
to patients on the placebo arm (2.9% vs 1.3%). Grade 3-4 ischemic events occurred in 1.4% of 
patients on XTANDI versus 0.7% on placebo. Ischemic events led to death in 0.4% of patients
on XTANDI compared to 0.1% on placebo. Monitor for signs and symptoms of ischemic heart 
disease. Optimize management of cardiovascular risk factors, such as hypertension, diabetes, 
or dyslipidemia. Discontinue XTANDI for Grade 3-4 ischemic heart disease.  
Falls and Fractures occurred in patients receiving XTANDI. Evaluate patients for fracture and fall risk. 
Monitor and manage patients at risk for fractures according to established treatment guidelines and 
consider use of bone-targeted agents. In the combined data of four randomized, placebo-controlled 
clinical studies, falls occurred in 11% of patients treated with XTANDI compared to 4% of patients 
treated with placebo. Fractures occurred in 10% of patients treated with XTANDI and in 4% of patients 
treated with placebo. 
Embryo-Fetal Toxicity The safety and effi cacy of XTANDI have not been established in females. 
XTANDI can cause fetal harm and loss of pregnancy when administered to a pregnant female.  
Advise males with female partners of reproductive potential to use effective contraception during 
treatment with XTANDI and for 3 months after the last dose of XTANDI. 

Adverse Reactions (ARs)
In the data from the four randomized placebo-controlled trials, the most common ARs (! 10%) that 
occurred more frequently (! 2% over placebo) in XTANDI-treated patients were asthenia/fatigue, 
back pain, hot fl ush, constipation, arthralgia, decreased appetite, diarrhea, and hypertension. In the 
bicalutamide-controlled study, the most common ARs (! 10%) reported in XTANDI-treated patients 
were asthenia/fatigue, back pain, musculoskeletal pain, hot fl ush, hypertension, nausea, constipation, 
diarrhea, upper respiratory tract infection, and weight loss.
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XTANDI is indicated for the treatment of patients with metastatic castration-sensitive 
prostate cancer (mCSPC) or castration-resistant prostate cancer (CRPC).1

THE WARNINGS AND PRECAUTIONS FOR XTANDI INCLUDE SEIZURE, POSTERIOR REVERSIBLE ENCEPHALOPATHY 
SYNDROME (PRES), HYPERSENSITIVITY, ISCHEMIC HEART DISEASE, FALLS AND FRACTURES, AND EMBRYO-FETAL 
TOXICITY.1 ADDITIONAL INFORMATION CAN BE FOUND UNDER IMPORTANT SAFETY INFORMATION

reduction in the risk of death  
with XTANDI + LHRH therapy* vs placebo + LHRH therapy*†

(HR = 0.66 [95% CI, 0.53-0.81]; P < 0.0001) (key secondary endpoint)134%

OVERALL SURVIVAL

Median overall survival: NR (95% CI, NR-NR) with XTANDI + LHRH therapy* vs NR (95% CI, 49.7-NR) with placebo + LHRH therapy*1

reduction in the risk of radiographic disease progression or death
with XTANDI + LHRH therapy* vs placebo + LHRH therapy* 
(HR = 0.39 [95% CI, 0.30-0.50]; P < 0.0001) (primary endpoint)161%

PROGRESSION-FREE SURVIVAL

Median radiographic progression-free survival: NR (95% CI, NR-NR) with XTANDI + LHRH therapy* vs 19.4 months (95% CI, 16.6-NR) with 
placebo + LHRH therapy*1

ARCHES was a multinational, randomized, double-blind, placebo-controlled trial of XTANDI + LHRH therapy* vs placebo + LHRH therapy* 
in 1150 patients with mCSPC1,2

Baseline patient characteristics included a Gleason score of ! 8, patients received concomitant bone-targeted agents, and an ECOG Performance Status of 0-1.1

Eligibility criteria included mCSPC, ECOG Performance Status of 0-1.2

Stratifi cation factors included volume of disease (low vs high‡) and prior docetaxel therapy for prostate cancer (none, 1 to 5, or 6 cycles).1

Exclusion criteria included predisposing factors for seizure and clinically signifi cant cardiovascular disease.3
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In AFFIRM, the placebo-controlled study of metastatic CRPC (mCRPC) patients who previously 
received docetaxel, Grade 3 and higher ARs were reported among 47% of XTANDI-treated patients. 
Discontinuations due to adverse events (AEs) were reported for 16% of XTANDI-treated patients. 
In PREVAIL, the placebo-controlled study of chemotherapy-naive mCRPC patients, Grade 3-4 ARs 
were reported in 44% of XTANDI patients and 37% of placebo patients. Discontinuations due to AEs 
were reported for 6% of XTANDI-treated patients. In TERRAIN, the bicalutamide-controlled study of 
chemotherapy-naive mCRPC patients, Grade 3-4 ARs were reported in 39% of XTANDI patients and 
38% of bicalutamide patients. Discontinuations with an AE as the primary reason were reported for 
8% of XTANDI patients and 6% of bicalutamide patients. 
In PROSPER, the placebo-controlled study of non-metastatic CRPC (nmCRPC) patients, Grade 3 or higher 
ARs were reported in 31% of XTANDI patients and 23% of placebo patients. Discontinuations with an AE 
as the primary reason were reported for 9% of XTANDI patients and 6% of placebo patients.
In ARCHES, the placebo-controlled study of metastatic CSPC (mCSPC) patients, Grade 3 or higher AEs 
were reported in 24% of XTANDI-treated patients. Permanent discontinuation due to AEs as the primary 
reason was reported in 5% of XTANDI patients and 4% of placebo patients. 
Lab Abnormalities: Lab abnormalities that occurred in ! 5% of patients, and more frequently 
(> 2%) in the XTANDI arm compared to placebo in the pooled, randomized, placebo-controlled studies 
are neutrophil count decreased, white blood cell decreased, hyperglycemia, hypermagnesemia, 
hyponatremia, and hypercalcemia.
Hypertension: In the combined data from four randomized placebo-controlled clinical trials, 
hypertension was reported in 12% of XTANDI patients and 5% of placebo patients. Hypertension led 
to study discontinuation in < 1% of patients in each arm.

Drug Interactions
Effect of Other Drugs on XTANDI"Avoid coadministration with strong CYP2C8 inhibitors. If 
coadministration cannot be avoided, reduce the dosage of XTANDI.
Avoid coadministration with strong CYP3A4 inducers. If coadministration cannot be avoided, increase
the dosage of XTANDI.

Effect of XTANDI on Other Drugs Avoid coadministration with certain CYP3A4, CYP2C9, and CYP2C19 
substrates for which minimal decrease in concentration may lead to therapeutic failure of the substrate. 
If coadministration cannot be avoided, increase the dosage of these substrates in accordance with their 
Prescribing Information. In cases where active metabolites are formed, there may be increased exposure 
to the active metabolites.
Please see adjacent pages for Brief Summary of Full Prescribing Information.
References: 1. XTANDI [package insert]. Northbrook, IL: Astellas Pharma US, Inc. 2. Armstrong AJ, Szmulewitz RZ, Petrylak DP, 
et al. ARCHES: a randomized, phase III study of androgen deprivation therapy with enzalutamide or placebo in men with 
metastatic hormone-sensitive prostate cancer. J Clin Oncol 2019;37(32):2974-86. 3. Protocol for: Armstrong AJ, Szmulewitz RZ, 
Petrylak DP, et al. ARCHES: a randomized, phase III study of androgen deprivation therapy with enzalutamide or placebo in 
men with metastatic hormone-sensitive prostate cancer. J Clin Oncol 2019;37(32):2974-86. 4. Armstrong AJ, Azad AA, Iguchi T, 
et al. Improved survival with enzalutamide in patients with metastatic hormone-sensitive prostate cancer. J Clin Oncol 
2022;40(15):1616-22.

Harness the power of XTANDI + LHRH therapy* for your appropriate patients with mCSPC 
to signifi cantly delay progression and extend overall survival vs LHRH therapy*†1

CI, confi dence interval; ECOG, Eastern Cooperative Oncology Group; HR, hazard ratio; LHRH, luteinizing hormone-releasing 
hormone; NR, not reached.
*Or after bilateral orchiectomy.1

†In ARCHES, after unblinding, 184 patients (31.9%) randomly assigned to placebo + LHRH therapy* remained progression-free 
and consented to crossover, 180 (31.3%) of whom received treatment with XTANDI + LHRH therapy*. The median time 
to crossover was 21.5 months.4

‡ Defi ned as metastases involving the viscera or, in the absence of visceral lesions, ! 4 bone lesions, 
! 1 of which must be in a bony structure beyond the vertebral column and pelvic bone.1

Important Safety Information
Warnings and Precautions
Seizure occurred in 0.5% of patients receiving XTANDI in seven randomized clinical trials. In a study 
of patients with predisposing factors for seizure, 2.2% of XTANDI-treated patients experienced a 
seizure. It is unknown whether anti-epileptic medications will prevent seizures with XTANDI. Patients 
in the study had one or more of the following predisposing factors: use of medications that may lower 
the seizure threshold, history of traumatic brain or head injury, history of cerebrovascular accident 
or transient ischemic attack, and Alzheimer’s disease, meningioma, or leptomeningeal disease from 
prostate cancer, unexplained loss of consciousness within the last 12 months, history of seizure, 
presence of a space occupying lesion of the brain, history of arteriovenous malformation, or history of 
brain infection.  Advise patients of the risk of developing a seizure while taking XTANDI and of engaging 
in any activity where sudden loss of consciousness could cause serious harm to themselves or others. 
Permanently discontinue XTANDI in patients who develop a seizure during treatment. 
Posterior Reversible Encephalopathy Syndrome (PRES) There have been reports of PRES in 
patients receiving XTANDI. PRES is a neurological disorder that can present with rapidly evolving 
symptoms including seizure, headache, lethargy, confusion, blindness, and other visual and 
neurological disturbances, with or without associated hypertension. A diagnosis of PRES requires 
confi rmation by brain imaging, preferably MRI. Discontinue XTANDI in patients who develop PRES. 
Hypersensitivity reactions, including edema of the face (0.5%), tongue (0.1%), or lip (0.1%) 
have been observed with XTANDI in seven randomized clinical trials. Pharyngeal edema has 

been reported in post-marketing cases. Advise patients who experience any symptoms of 
hypersensitivity to temporarily discontinue XTANDI and promptly seek medical care. Permanently 
discontinue XTANDI for serious hypersensitivity reactions. 
Ischemic Heart Disease In the combined data of four randomized, placebo-controlled clinical 
studies, ischemic heart disease occurred more commonly in patients on the XTANDI arm compared 
to patients on the placebo arm (2.9% vs 1.3%). Grade 3-4 ischemic events occurred in 1.4% of 
patients on XTANDI versus 0.7% on placebo. Ischemic events led to death in 0.4% of patients
on XTANDI compared to 0.1% on placebo. Monitor for signs and symptoms of ischemic heart 
disease. Optimize management of cardiovascular risk factors, such as hypertension, diabetes, 
or dyslipidemia. Discontinue XTANDI for Grade 3-4 ischemic heart disease.  
Falls and Fractures occurred in patients receiving XTANDI. Evaluate patients for fracture and fall risk. 
Monitor and manage patients at risk for fractures according to established treatment guidelines and 
consider use of bone-targeted agents. In the combined data of four randomized, placebo-controlled 
clinical studies, falls occurred in 11% of patients treated with XTANDI compared to 4% of patients 
treated with placebo. Fractures occurred in 10% of patients treated with XTANDI and in 4% of patients 
treated with placebo. 
Embryo-Fetal Toxicity The safety and effi cacy of XTANDI have not been established in females. 
XTANDI can cause fetal harm and loss of pregnancy when administered to a pregnant female.  
Advise males with female partners of reproductive potential to use effective contraception during 
treatment with XTANDI and for 3 months after the last dose of XTANDI. 

Adverse Reactions (ARs)
In the data from the four randomized placebo-controlled trials, the most common ARs (! 10%) that 
occurred more frequently (! 2% over placebo) in XTANDI-treated patients were asthenia/fatigue, 
back pain, hot fl ush, constipation, arthralgia, decreased appetite, diarrhea, and hypertension. In the 
bicalutamide-controlled study, the most common ARs (! 10%) reported in XTANDI-treated patients 
were asthenia/fatigue, back pain, musculoskeletal pain, hot fl ush, hypertension, nausea, constipation, 
diarrhea, upper respiratory tract infection, and weight loss.
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reduction in the risk of death  
with XTANDI + LHRH therapy* vs placebo + LHRH therapy*†

(HR = 0.66 [95% CI, 0.53-0.81]; P < 0.0001) (key secondary endpoint)134%

OVERALL SURVIVAL

Median overall survival: NR (95% CI, NR-NR) with XTANDI + LHRH therapy* vs NR (95% CI, 49.7-NR) with placebo + LHRH therapy*1

reduction in the risk of radiographic disease progression or death
with XTANDI + LHRH therapy* vs placebo + LHRH therapy* 
(HR = 0.39 [95% CI, 0.30-0.50]; P < 0.0001) (primary endpoint)161%

PROGRESSION-FREE SURVIVAL

Median radiographic progression-free survival: NR (95% CI, NR-NR) with XTANDI + LHRH therapy* vs 19.4 months (95% CI, 16.6-NR) with 
placebo + LHRH therapy*1

ARCHES was a multinational, randomized, double-blind, placebo-controlled trial of XTANDI + LHRH therapy* vs placebo + LHRH therapy* 
in 1150 patients with mCSPC1,2

Baseline patient characteristics included a Gleason score of ! 8, patients received concomitant bone-targeted agents, and an ECOG Performance Status of 0-1.1

Eligibility criteria included mCSPC, ECOG Performance Status of 0-1.2

Stratifi cation factors included volume of disease (low vs high‡) and prior docetaxel therapy for prostate cancer (none, 1 to 5, or 6 cycles).1

Exclusion criteria included predisposing factors for seizure and clinically signifi cant cardiovascular disease.3
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XTANDI® (enzalutamide) capsules, for oral use  
XTANDI® (enzalutamide) tablets, for oral use
Initial U.S. Approval: 2012
BRIEF SUMMARY OF PRESCRIBING INFORMATION
The following is a brief summary. Please see the package insert for full  
prescribing information.
INDICATIONS AND USAGE
XTANDI is an androgen receptor inhibitor indicated for the treatment of patients with:
• castration-resistant prostate cancer
• metastatic castration-sensitive prostate cancer

CONTRAINDICATIONS
None.
WARNINGS AND PRECAUTIONS
Seizure
Seizure occurred in 0.5% of patients receiving XTANDI in seven randomized clinical trials. 
In these trials, patients with predisposing factors for seizure were generally excluded. 
Seizure occurred from 13 to 1776 days after initiation of XTANDI. Patients experiencing 
seizure were permanently discontinued from therapy, and all seizure events resolved.
In a single-arm trial designed to assess the risk of seizure in patients with pre-disposing 
factors for seizure, 8 of 366 (2.2%) XTANDI-treated patients experienced a seizure. Three 
of the 8 patients experienced a second seizure during continued treatment with XTANDI 
after their first seizure resolved. It is unknown whether anti-epileptic medications will 
prevent seizures with XTANDI. Patients in the study had one or more of the following 
pre-disposing factors: the use of medications that may lower the seizure threshold  
(~ 54%), history of traumatic brain or head injury (~ 28%), history of cerebrovascular 
accident or transient ischemic attack (~ 24%), and Alzheimer’s disease, meningioma, or 
leptomeningeal disease from prostate cancer, unexplained loss of consciousness within 
the last 12 months, past history of seizure, presence of a space occupying lesion of the 
brain, history of arteriovenous malformation, or history of brain infection (all < 5%). 
Approximately 17% of patients had more than one risk factor.
Advise patients of the risk of developing a seizure while receiving XTANDI and of 
engaging in any activity where sudden loss of consciousness could cause serious harm 
to themselves or others.
Permanently discontinue XTANDI in patients who develop a seizure during treatment.
Posterior Reversible Encephalopathy Syndrome (PRES)
There have been reports of posterior reversible encephalopathy syndrome (PRES) in 
patients receiving XTANDI. PRES is a neurological disorder which can present with 
rapidly evolving symptoms including seizure, headache, lethargy, confusion, blindness, 
and other visual and neurological disturbances, with or without associated hypertension. 
A diagnosis of PRES requires confirmation by brain imaging, preferably magnetic 
resonance imaging (MRI). Discontinue XTANDI in patients who develop PRES.
Hypersensitivity
Hypersensitivity reactions, including edema of the face (0.5%), tongue (0.1%), or lip 
(0.1%) have been observed with enzalutamide in seven randomized clinical trials. 
Pharyngeal edema has been reported in post-marketing cases. Advise patients who 
experience any symptoms of hypersensitivity to temporarily discontinue XTANDI and 
promptly seek medical care. Permanently discontinue XTANDI for serious 
hypersensitivity reactions.
Ischemic Heart Disease
In the combined data of four randomized, placebo-controlled clinical studies, ischemic 
heart disease occurred more commonly in patients on the XTANDI arm compared to 
patients on the placebo arm (2.9% vs 1.3%). Grade 3-4 ischemic events occurred in 
1.4% of patients on the XTANDI arm compared to 0.7% on the placebo arm. Ischemic 
events led to death in 0.4% of patients on the XTANDI arm compared to 0.1% on the 
placebo arm.
Monitor for signs and symptoms of ischemic heart disease. Optimize management of 
cardiovascular risk factors, such as hypertension, diabetes, or dyslipidemia. Discontinue 
XTANDI for Grade 3-4 ischemic heart disease.
Falls and Fractures
Falls and fractures occurred in patients receiving XTANDI. Evaluate patients for fracture 
and fall risk. Monitor and manage patients at risk for fractures according to established 
treatment guidelines and consider use of bone-targeted agents.
In the combined data of four randomized, placebo-controlled clinical studies, falls 
occurred in 11% of patients treated with XTANDI compared to 4% of patients treated 
with placebo. Falls were not associated with loss of consciousness or seizure. Fractures 

occurred in 10% of patients treated with XTANDI and in 4% of patients treated with 
placebo. Grade 3-4 fractures occurred in 3% of patients treated with XTANDI and in 2% 
of patients treated with placebo. The median time to onset of fracture was 336 days 
(range: 2 to 1914 days) for patients treated with XTANDI. Routine bone density 
assessment and treatment of osteoporosis with bone-targeted agents were not 
performed in the studies.
Embryo-Fetal Toxicity
The safety and efficacy of XTANDI have not been established in females. Based on animal 
reproductive studies and mechanism of action, XTANDI can cause fetal harm and loss of 
pregnancy when administered to a pregnant female. Advise males with female partners 
of reproductive potential to use effective contraception during treatment with XTANDI 
and for 3 months after the last dose of XTANDI.

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.
The data in WARNINGS and PRECAUTIONS reflect seven randomized, controlled trials 
[AFFIRM, PREVAIL, TERRAIN, PROSPER, ARCHES, Asian PREVAIL (NCT02294461),  
and STRIVE (NCT01664923)] that were pooled to conduct safety analyses in patients 
with CRPC (N=3509) or mCSPC (N=572) treated with XTANDI. Patients received XTANDI 
160 mg (N=4081) or placebo orally once daily (N=2472) or bicalutamide 50 mg orally 
once daily (N=387). All patients continued androgen deprivation therapy (ADT). In these 
seven trials, the median duration of treatment was 13.8 months (range: < 0.1 to 87.6)  
in the XTANDI group.
In four placebo-controlled trials (AFFIRM, PROSPER, PREVAIL, and ARCHES), the 
median duration of treatment was 14.3 months (range: < 0.1 to 87.6) in the XTANDI 
group. In these four trials, the most common adverse reactions (! 10%) that occurred 
more frequently (! 2% over placebo) in the XTANDI-treated patients were asthenia/
fatigue, back pain, hot flush, constipation, arthralgia, decreased appetite, diarrhea,  
and hypertension.
AFFIRM: XTANDI versus Placebo in Metastatic CRPC Following Chemotherapy
AFFIRM enrolled 1199 patients with metastatic CRPC who had previously received 
docetaxel. The median duration of treatment was 8.3 months with XTANDI and 3.0 
months with placebo. During the trial, 48% of patients on the XTANDI arm and 46% of 
patients on the placebo arm received glucocorticoids.
Grade 3 and higher adverse reactions were reported among 47% of XTANDI-treated 
patients. Discontinuations due to adverse events were reported for 16% of XTANDI-
treated patients. The most common adverse reaction leading to treatment 
discontinuation was seizure, which occurred in 0.9% of the XTANDI-treated patients 
compared to none (0%) of the placebo-treated patients. Table 1 shows adverse reactions 
reported in AFFIRM that occurred at a ! 2% higher frequency in the XTANDI arm 
compared to the placebo arm.

Table 1. Adverse Reactions in AFFIRM

XTANDI
(N = 800)

Placebo  
(N = 399)

Grade 1-41  
(%)

Grade 3-4  
(%)

Grade 1-4  
(%)

Grade 3-4  
(%)

General Disorders
Asthenic Conditions2 51 9.0 44 9.3
Peripheral Edema 15 1.0 13 0.8

Musculoskeletal and Connective Tissue Disorders
Back Pain 26 5.3 24 4.0
Arthralgia 21 2.5 17 1.8
Musculoskeletal Pain 15 1.3 12 0.3
Muscular Weakness 9.8 1.5 6.8 1.8
Musculoskeletal Stiffness 2.6 0.3 0.3 0.0

Gastrointestinal Disorders
Diarrhea 22 1.1 18 0.3

Vascular Disorders
Hot Flush 20 0.0 10 0.0
Hypertension 6.4 2.1 2.8 1.3

Nervous System Disorders
Headache 12 0.9 5.5 0.0
Dizziness3 9.5 0.5 7.5 0.5

Spinal Cord Compression and 
Cauda Equina Syndrome 7.4 6.6 4.5 3.8

Paresthesia 6.6 0.0 4.5 0.0
Mental Impairment Disorders4 4.3 0.3 1.8 0.0
Hypoesthesia 4.0 0.3 1.8 0.0

40 mg tablets 80 mg tablets
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Table 1. Adverse Reactions in AFFIRM (cont'd)

XTANDI
(N = 800)

Placebo  
(N = 399)

Grade 1-41  
(%)

Grade 3-4  
(%)

Grade 1-4  
(%)

Grade 3-4  
(%)

Infections and Infestations
Upper Respiratory Tract Infection5 11 0.0 6.5 0.3
Lower Respiratory Tract And Lung 
Infection6 8.5 2.4 4.8 1.3

Psychiatric Disorders
Insomnia 8.8 0.0 6.0 0.5
Anxiety 6.5 0.3 4.0 0.0

Renal and Urinary Disorders
Hematuria 6.9 1.8 4.5 1.0
Pollakiuria 4.8 0.0 2.5 0.0

Injury, Poisoning and Procedural Complications
Fall 4.6 0.3 1.3 0.0
Non-pathologic Fractures 4.0 1.4 0.8 0.3

Skin and Subcutaneous Tissue Disorders
Pruritus 3.8 0.0 1.3 0.0
Dry Skin 3.5 0.0 1.3 0.0

Respiratory Disorders
Epistaxis 3.3 0.1 1.3 0.3

1 CTCAE v 4.
2 Includes asthenia and fatigue.
3  Includes dizziness and vertigo.
4 Includes amnesia, memory impairment, cognitive disorder, and disturbance in attention.
5  Includes nasopharyngitis, upper respiratory tract infection, sinusitis, rhinitis, pharyngitis,  

and laryngitis.
6  Includes pneumonia, lower respiratory tract infection, bronchitis, and lung infection.

PREVAIL: XTANDI versus Placebo in Chemotherapy-naïve Metastatic CRPC
PREVAIL enrolled 1717 patients with metastatic CRPC who had not received prior 
cytotoxic chemotherapy, of whom 1715 received at least one dose of study drug. The 
median duration of treatment was 17.5 months with XTANDI and 4.6 months with 
placebo. Grade 3-4 adverse reactions were reported in 44% of XTANDI-treated patients 
and 37% of placebo-treated patients. Discontinuations due to adverse events were 
reported for 6% of XTANDI-treated patients. The most common adverse reaction leading 
to treatment discontinuation was fatigue/asthenia, which occurred in 1% of patients on 
each treatment arm. Table 2 includes adverse reactions reported in PREVAIL that 
occurred at a ! 2% higher frequency in the XTANDI arm compared to the placebo arm.

TERRAIN: XTANDI versus Bicalutamide in Chemotherapy-naïve Metastatic CRPC
TERRAIN enrolled 375 patients with metastatic CRPC who had not received prior cytotoxic 
chemotherapy, of whom 372 received at least one dose of study drug. The median 
duration of treatment was 11.6 months with XTANDI and 5.8 months with bicalutamide. 
Discontinuations with an adverse event as the primary reason were reported for 7.6% of 
XTANDI-treated patients and 6.3% of bicalutamide-treated patients. The most common 
adverse reactions leading to treatment discontinuation were back pain and pathological 
fracture, which occurred in 3.8% of XTANDI-treated patients for each event and in 2.1% 
and 1.6% of bicalutamide-treated patients, respectively. Table 3 shows overall and 
common adverse reactions (! 10%) in XTANDI-treated patients.

Table 2. Adverse Reactions in PREVAIL (cont'd)

XTANDI
(N = 871)

Placebo  
(N = 844)

Grade 1-41  
(%)

Grade 3-4  
(%)

Grade 1-4  
(%)

Grade 3-4  
(%)

Investigations

Weight Decreased 12 0.8 8.5 0.2

Reproductive System and Breast Disorders

Gynecomastia 3.4 0.0 1.4 0.0

1 CTCAE v 4.
2 Includes asthenia and fatigue.
3  Includes dizziness and vertigo.
4 Includes amnesia, memory impairment, cognitive disorder, and disturbance in attention.
5  Includes dyspnea, exertional dyspnea, and dyspnea at rest.
6   Includes nasopharyngitis, upper respiratory tract infection, sinusitis, rhinitis, pharyngitis,  

and laryngitis.
7  Includes pneumonia, lower respiratory tract infection, bronchitis, and lung infection.

Table 3. Adverse Reactions in TERRAIN
XTANDI

(N = 183)
Bicalutamide  

(N = 189)
Grade 1-41  

(%)
Grade 3-4  

(%)
Grade 1-4  

(%)
Grade 3-4  

(%)
Overall 94 39 94 38
General Disorders
Asthenic Conditions2 32 1.6 23 1.1

Musculoskeletal and Connective Tissue Disorders
Back Pain 19 2.7 18 1.6
Musculoskeletal Pain3 16 1.1 14 0.5

Vascular Disorders
Hot Flush 15 0 11 0
Hypertension 14 7.1 7.4 4.2

Gastrointestinal Disorders
Nausea 14 0 18 0
Constipation 13 1.1 13 0.5
Diarrhea 12 0 9.0 1.1

Infections and Infestations
Upper Respiratory Tract Infection4 12 0 6.3 0.5

Investigational
Weight Loss 11 0.5 7.9 0.5

1 CTCAE v 4.
2 Includes asthenia and fatigue.
3  Includes musculoskeletal pain and pain in extremity.
4  Includes nasopharyngitis, upper respiratory tract infection, sinusitis, rhinitis, pharyngitis,  

and laryngitis.

PROSPER: XTANDI versus Placebo in Non-metastatic CRPC Patients

PROSPER enrolled 1401 patients with non-metastatic CRPC, of whom 1395 received at 
least one dose of study drug. Patients were randomized 2:1 and received either XTANDI 
at a dose of 160 mg once daily (N = 930) or placebo (N = 465). The median duration of 
treatment at the time of analysis was 18.4 months (range: 0.0 to 42 months) with 
XTANDI and 11.1 months (range: 0.0 to 43 months) with placebo.
Overall, 32 patients (3.4%) receiving XTANDI died from adverse events. The reasons for 
death with ! 2 patients included coronary artery disorders (n = 7), sudden death (n = 2), 
cardiac arrhythmias (n = 2), general physical health deterioration (n = 2), stroke (n = 2), 
and secondary malignancy (n = 5; one each of acute myeloid leukemia, brain neoplasm, 
mesothelioma, small cell lung cancer, and malignant neoplasm of unknown primary 
site). Three patients (0.6%) receiving placebo died from adverse events of cardiac arrest 
(n = 1), left ventricular failure (n = 1), and pancreatic carcinoma (n = 1). Grade 3 or higher 
adverse reactions were reported among 31% of XTANDI-treated patients and 23% of 
placebo-treated patients. Discontinuations with an adverse event as the primary reason 
were reported for 9.4% of XTANDI-treated patients and 6.0% of placebo-treated 
patients. Of these, the most common adverse event leading to treatment discontinuation 
was fatigue, which occurred in 1.6% of the XTANDI-treated patients compared to none 
of the placebo-treated patients. Table 4 shows adverse reactions reported in PROSPER 
that occurred at a ! 2% higher frequency in the XTANDI arm than in the placebo arm.

Table 2. Adverse Reactions in PREVAIL
XTANDI

(N = 871)
Placebo  
(N = 844)

Grade 1-41  
(%)

Grade 3-4  
(%)

Grade 1-4  
(%)

Grade 3-4  
(%)

General Disorders
Asthenic Conditions2 47 3.4 33 2.8
Peripheral Edema 12 0.2 8.2 0.4

Musculoskeletal and Connective Tissue Disorders
Back Pain 29 2.5 22 3.0
Arthralgia 21 1.6 16 1.1

Gastrointestinal Disorders
Constipation 23 0.7 17 0.4
Diarrhea 17 0.3 14 0.4

Vascular Disorders
Hot Flush 18 0.1 7.8 0.0
Hypertension 14 7.2 4.1 2.3

Nervous System Disorders
Dizziness3 11 0.3 7.1 0.0
Headache 11 0.2 7.0 0.4
Dysgeusia 7.6 0.1 3.7 0.0
Mental Impairment Disorders4 5.7 0.0 1.3 0.1
Restless Legs Syndrome 2.1 0.1 0.4 0.0

Respiratory Disorders
Dyspnea5 11 0.6 8.5 0.6

Infections and Infestations
Upper Respiratory Tract Infection6 16 0.0 11 0.0
Lower Respiratory Tract And Lung 
Infection7 7.9 1.5 4.7 1.1

Psychiatric Disorders
Insomnia 8.2 0.1 5.7 0.0

Renal and Urinary Disorders
Hematuria 8.8 1.3 5.8 1.3

Injury, Poisoning and Procedural Complications
Fall 13 1.6 5.3 0.7
Non-Pathological Fracture 8.8 2.1 3.0 1.1

Metabolism and Nutrition Disorders
Decreased Appetite 19 0.3 16 0.7
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Table 4. Adverse Reactions in PROSPER
XTANDI

(N = 930)
Placebo  
(N = 465)

Grade 1-41  
(%)

Grade 3-4  
(%)

Grade 1-4  
(%)

Grade 3-4  
(%)

Metabolism and Nutrition Disorders
Decreased Appetite 9.6 0.2 3.9 0.2

Nervous System Disorders
Dizziness2 12 0.5 5.2 0
Headache 9.1 0.2 4.5 0
Cognitive And Attention Disorders3 4.6 0.1 1.5 0

Vascular Disorders
Hot Flush 13 0.1 7.7 0
Hypertension 12 4.6 5.2 2.2

Gastrointestinal Disorders
Nausea 11 0.3 8.6 0
Constipation 9.1 0.2 6.9 0.4

General Disorders and Administration Site Conditions
Asthenic Conditions4 40 4.0 20 0.9

Investigations
Weight Decreased 5.9 0.2 1.5 0

Injury, Poisoning and Procedural Complications
Fall 11 1.3 4.1 0.6
Fractures5  9.8  2.0 4.9  1.7

Psychiatric Disorders
Anxiety 2.8 0.2 0.4 0

1 CTCAE v 4.
2 Includes dizziness and vertigo. 
3  Includes amnesia, memory impairment, cognitive disorder, and disturbance in attention.
4 Includes asthenia and fatigue.
5  Includes all osseous fractures from all sites.

Table 5. Adverse Reactions in ARCHES
XTANDI

(N = 572)
Placebo  
(N = 574)

Grade 1-41 
(%)

Grade 3-4 
(%)

Grade 1-4 
(%)

Grade 3-4 
(%)

Metabolism and Nutrition Disorders
Decreased Appetite 4.9 0.2 2.6 0

Nervous System Disorders
Cognitive and Memory Impairment2 4.5 0.7 2.1 0
Restless Legs Syndrome 2.4 0 0.3 0

Vascular Disorders
Hot Flush 27 0.3 22 0
Hypertension 8.0 3.3 5.6 1.7

General Disorders and Administration Site Conditions
Asthenic conditions3 24 1.7 20 1.6

Musculoskeletal and Connective Tissue Disorders
Musculoskeletal Pain 6.3 0.2 4.0 0.2

Injury, Poisoning and Procedural Complications
Fractures4 6.5 1.0 4.2 1.0

1. CTCAE v 4.03. 
2.   Includes memory impairment, amnesia, cognitive disorder, dementia, disturbance in attention, transient 

global amnesia, dementia alzheimer’s type, mental impairment, senile dementia and vascular dementia.
3. Includes asthenia and fatigue.
4.   Includes Fracture related preferred terms under high level terms: fractures NEC; fractures and 

dislocations NEC; limb fractures and dislocations; pelvic fractures and dislocations; skull and brain 
therapeutic procedures; skull fractures, facial bone fractures and dislocations; spinal fractures and 
dislocations; thoracic cage fractures and dislocations.

Laboratory Abnormalities
Table 6 shows laboratory abnormalities that occurred in ! 5% of patients, and more 
frequently (> 2%) in the XTANDI arm compared to placebo in the pooled, randomized, 
placebo-controlled studies.

Table 6. Laboratory Abnormalities
XTANDI

(N = 3173)
Placebo  

(N = 2282)

Grade 1-4  
(%)

Grade 3-4  
(%)

Grade 1-4  
(%)

Grade 3-4  
(%)

Hematology
Neutrophil count decreased 20 0.9 17 0.4
White blood cell decreased 17 0.4 9.8 0.2

Chemistry
Hyperglycemia 83 3.2 75 3.1
Hypermagnesemia 16 0.1 13 0
Hyponatremia 13 1.4 8.6 1.5
Hypercalcemia 6.8 0.1 4.5 0

Hypertension
In the combined data from four randomized placebo-controlled clinical trials, 
hypertension was reported in 12% of patients receiving XTANDI and 5% of patients 
receiving placebo. Medical history of hypertension was balanced between arms. 
Hypertension led to study discontinuation in < 1% of patients in each arm.
Post-Marketing Experience
The following additional adverse reactions have been identified during post-approval use 
of XTANDI. Because these reactions were 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.
Gastrointestinal Disorders: vomiting 
Immune System Disorders: hypersensitivity (edema of the face, tongue, lip, or pharynx)
Neurological Disorders: posterior reversible encephalopathy syndrome (PRES), 
dysgeusia 
Skin and Subcutaneous Tissue Disorders: rash, severe cutaneous adverse reactions 
(including Stevens-Johnson syndrome (SJS), erythema multiforme, toxic epidermal 
necrolysis (TEN), drug reaction with eosinophilia and systemic symptoms (DRESS) and 
acute generalized exanthematous pustulosis (AGEP))

DRUG INTERACTIONS
Effect of Other Drugs on XTANDI
Strong CYP2C8 Inhibitors
The coadministration of XTANDI with gemfibrozil (a strong CYP2C8 inhibitor) increases 
plasma concentrations of enzalutamide plus N-desmethyl enzalutamide, which may 
increase the incidence and severity of adverse reactions of XTANDI. Avoid the 
coadministration of XTANDI with strong CYP2C8 inhibitors. If the coadministration of 
XTANDI with a strong CYP2C8 inhibitor cannot be avoided, reduce the dosage of XTANDI.
Strong CYP3A4 Inducers
The coadministration of XTANDI with rifampin (a strong CYP3A4 inducer and a 
moderate CYP2C8 inducer) decreases plasma concentrations of enzalutamide plus 
N-desmethyl enzalutamide, which may decrease the efficacy of XTANDI. Avoid the 
coadministration of XTANDI with strong CYP3A4 inducers. If the coadministration of 
XTANDI cannot be avoided, increase the dosage of XTANDI.
Effect of XTANDI on Other Drugs
Certain CYP3A4, CYP2C9, or CYP2C19 Substrates
XTANDI is a strong CYP3A4 inducer and a moderate CYP2C9 and CYP2C19 inducer. The 
coadministration of XTANDI decreases the concentrations of certain CYP3A4, CYP2C9, 
or CYP2C19 substrates, which may reduce the efficacy of these substrates. Avoid the 
coadministration of XTANDI with certain CYP3A4, CYP2C9, or CYP2C19 substrates for 
which minimal decrease in concentration may lead to therapeutic failure of the substrate. 
If the coadministration cannot be avoided, increase the dosage of these substrates in 
accordance with their Prescribing Information. In cases where active metabolites are 
formed, there may be increased exposure to the active metabolites.
USE IN SPECIFIC POPULATIONS
Pregnancy
Risk Summary
The safety and efficacy of XTANDI have not been established in females. Based on 
animal reproductive studies and mechanism of action, XTANDI can cause fetal harm 
and loss of pregnancy. There are no human data on the use of XTANDI in pregnant 
females. In animal reproduction studies, oral administration of enzalutamide in 
pregnant mice during organogenesis caused adverse developmental effects at doses 
lower than the maximum recommended human dose (see Data).

ARCHES: XTANDI versus Placebo in Metastatic CSPC Patients
ARCHES randomized 1150 patients with mCSPC, of whom 1146 received at least one dose of study 
drug. All patients received either a gonadotropin-releasing hormone (GnRH) analogue concurrently or 
had bilateral orchiectomy. Patients received either XTANDI at a dose of 160 mg once daily (N = 572) or 
placebo (N = 574). The median duration of treatment was 12.8 months (range: 0.2 to 26.6 months) 
with XTANDI and 11.6 months (range: 0.2 to 24.6 months) with placebo.
Overall, 10 patients (1.7%) receiving XTANDI died from adverse events. The reasons for death in 
! 2 patients included heart disease (n = 3), sepsis (n = 2) and pulmonary embolism (n = 2). Eight 
patients (1.4%) receiving placebo died from adverse events. The reasons for death in ! 2 patients 
included heart disease (n = 2) and sudden death (n = 2). Grade 3 or higher adverse events were 
reported in 24% of patients treated with XTANDI. Permanent discontinuation due to adverse events 
as the primary reason was reported in 4.9% of XTANDI-treated patients and 3.7% of placebo-
treated patients. The most common adverse events resulting in permanent discontinuation in 
XTANDI-treated patients were alanine aminotransferase increased, aspartate aminotransferase 
elevation, and seizure, each in 0.3%. The most common adverse events leading to permanent 
discontinuation in placebo-treated patients were arthralgia, and fatigue, each in 0.3%.
Dose reductions due to an adverse reaction occurred in 4.4% of patients who received XTANDI. 
Fatigue/asthenia was the most frequent adverse reaction requiring dose reduction in 2.1% of 
XTANDI-treated patients and 0.7% of placebo-treated patients.
Table 5 shows adverse reactions reported in ARCHES that occurred at a ! 2% higher frequency 
in the XTANDI arm than in the placebo arm.
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Data
Animal Data
In an embryo-fetal developmental toxicity study in mice, enzalutamide caused 
developmental toxicity when administered at oral doses of 10 or 30 mg/kg/day 
throughout the period of organogenesis (gestational days 6-15). Findings included 
embryo-fetal lethality (increased post-implantation loss and resorptions) and decreased 
anogenital distance at ! 10 mg/kg/day, and cleft palate and absent palatine bone at 
30 mg/kg/day. Doses of 30 mg/kg/day caused maternal toxicity. The doses tested in mice 
(1, 10 and 30 mg/kg/day) resulted in systemic exposures (AUC) approximately 0.04, 0.4 
and 1.1 times, respectively, the exposures in patients. Enzalutamide did not cause 
developmental toxicity in rabbits when administered throughout the period of 
organogenesis (gestational days 6-18) at dose levels up to 10 mg/kg/day (approximately 
0.4 times the exposures in patients based on AUC).
In a pharmacokinetic study in pregnant rats with a single oral 30 mg/kg enzalutamide 
administration on gestation day 14, enzalutamide and/or its metabolites were present in 
the fetus at a Cmax that was approximately 0.3 times the concentration found in maternal 
plasma and occurred 4 hours after administration.
Lactation
Risk Summary
The safety and efficacy of XTANDI have not been established in females. There is no 
information available on the presence of XTANDI in human milk, the effects of the drug 
on the breastfed infant, or the effects of the drug on milk production. Enzalutamide and/
or its metabolites were present in milk of lactating rats (see Data).
Data
Following a single oral administration in lactating rats on postnatal day 14, enzalutamide 
and/or its metabolites were present in milk at a Cmax that was 4 times higher than 
concentrations in the plasma and occurred 4 hours after administration.
Females and Males of Reproductive Potential
Contraception
Males
Based on findings in animal reproduction studies, advise male patients with female 
partners of reproductive potential to use effective contraception during treatment and for 
3 months after the last dose of XTANDI.
Infertility
Males
Based on animal studies, XTANDI may impair fertility in males of reproductive potential.
Pediatric Use
Safety and effectiveness of XTANDI in pediatric patients have not been established.
Geriatric Use
Of 4081 patients who received XTANDI in seven randomized, controlled clinical trials, 
78% were 65 and over, while 35% were 75 and over. No overall differences in safety or 
effectiveness were observed between these patients and younger patients. Other reported 
clinical experience has not identified differences in responses between the elderly and 
younger patients, but greater sensitivity of some older individuals cannot be ruled out.
Renal Impairment
No dosage modification is recommended for patients with mild to moderate renal 
impairment (creatinine clearance [CLcr] ! 30 mL/min). XTANDI has not been studied in 
patients with severe renal impairment (CLcr < 30 mL/min) or end-stage renal disease.
Hepatic Impairment
No dosage modification is necessary for patients with mild, moderate, or severe  
hepatic impairment.
OVERDOSAGE
In the event of an overdosage, stop treatment with XTANDI and initiate general supportive 
measures taking into consideration the half-life of 5.8 days. In a dose escalation study, 
no seizures were reported at " 240 mg daily, whereas 3 seizures were reported, 1 each at  
360 mg, 480 mg, and 600 mg daily. Patients may be at increased risk of seizure following  
an overdosage. 
 
NONCLINICAL TOXICOLOGY
Carcinogenesis, Mutagenesis, Impairment of Fertility
A two-year carcinogenicity study was conducted in male and female rats at oral 
enzalutamide doses of 10, 30, and 100 mg/kg/day. Enzalutamide increased the incidence  
of benign Leydig cell tumors in the testes at all dose levels tested (! 0.3 times the human 
exposure based on AUC) and combined incidence of urothelial papilloma and carcinoma  
in the urinary bladder in male rats at 100 mg/kg/day (1.4 times the human exposure  
based on AUC). 
The findings in the testes are considered to be related to the pharmacological activity of 
enzalutamide. Rats are regarded as more sensitive than humans to developing interstitial 
cell tumors in the testes. Administration of enzalutamide to male and female rasH2 
transgenic mice by oral gavage daily for 26 weeks did not result in increased incidence of 
neoplasms at doses up to 20 mg/kg/day.

Enzalutamide did not induce mutations in the bacterial reverse mutation (Ames) assay 
and was not genotoxic in either the in vitro mouse lymphoma thymidine kinase (Tk) 
gene mutation assay or the in vivo mouse micronucleus assay.
Based on nonclinical findings in repeat-dose toxicology studies, which were consistent 
with the pharmacological activity of enzalutamide, male fertility may be impaired by 
treatment with XTANDI. In a 26-week study in rats, atrophy of the prostate and seminal 
vesicles was observed at ! 30 mg/kg/day (equal to the human exposure based on AUC).  
In 4-, 13-, and 39-week studies in dogs, hypospermatogenesis and atrophy of the prostate 
and epididymides were observed at ! 4 mg/kg/day (0.3 times the human exposure  
based on AUC).
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In this interview, Ashish M. Kamat, MD, MBBS; Roger Li, MD; and Wei Shen Tan, MD, PhD, discuss 
the role of guidelines in the management of intermediate-risk non–muscle-invasive bladder cancer and look 
at new and forthcoming therapies in the space.
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T he American Cancer Society (ACS) 
annual report on cancer facts and 
trends, Cancer Statistics, 2023,1 makes for 
sobering reading for anyone providing 

care for patients with prostate cancer. Although 
the ACS reported a 33% drop in overall cancer 
mortality since 1991 and a huge 65% reduction 
in cervical cancer rates in women aged 20 to 24 
years between 2012 and 2019, the news regard-
ing prostate cancer wasn’t as positive. The ACS 
reported a 3% rise per year from 2014 to 2019.

In addition, rates of diagnosis of advanced pros-
tate cancer have risen 4% to 5% annually, and “the 
proportion of men who have received a diagnosis of 
distant-stage disease has doubled,” according to a 
news release about the report.1 “What we’re seeing 
are the unfortunate consequences of antiscreen-
ing campaigns. We need to do better, and men 
in America deserve a better chance at long-
term, good outcomes from their prostate cancer 
discovery,” Michael S. Cookson, MD, MMHC, 
co–editor in chief of Urology Times®, says.

In the same news release, the ACS announced 
the launch of Improving Mortality from Prostate 
Cancer Together (IMPACT). “This ground-
breaking initiative will leverage our unique 
organizational strengths to mobilize resources 
across advocacy, patient support, and research,” 
Karen E. Knudsen, PhD, MBA, said in the 
release. Knudsen is CEO of the ACS. “ACS is 
committed to utilizing a tripartite strategy to 
reverse prostate cancer disparities and reduce 
death rates from prostate cancer in all demo-
graphics and disparities for Black men by 2035.” 
For further expert reaction to the ACS data, be 
sure to visit our website, www.urologytimes.com.

This issue of Urology Times® leads off with 
an interview with Ashish M. Kamat, MD, 
MBBS; Roger Li, MD; and Wei Shen Tan, MD, 
PhD. They discuss the role of guidelines in the 

management of non–muscle-invasive bladder 
cancer and look at new and forthcoming therapies 
in the space.

Additionally, in our Urologists in Cancer Care™ 
section, Andrew M. Wood, MD, and Nima 
Almassi, MD, write about the adoption of intra-
corporeal robot-assisted radical cystectomy 
(iRARC). Wood and Almassi write, “Over the 
past 10 to 15 years, tremendous efforts have 
gone into robotic surgical innovation to improve 
perioperative morbidity for patients with blad-
der cancer undergoing RC. These efforts 
have resulted in the development and slow but 
persistent adoption of the iRARC technique for 
robotic bladder removal and urinary diversion.”

Our columns this month lead off with 
Diversity in Urology, in which we report on 
results from a recent study that found that 
perceptions of gender equity differ between 
male and female urologists.2 In Practice 
Matters, Robert A. Dowling, MD, writes about 
Merit-Based Incentive Payment System Value 
Pathways. And in Money Matters, Jeff Witz, 
CFP, gives an overview of factors to consider 
when weighing the timing of retirement.

Additionally, in Speak Out, Karen Nash asks 
4 urologists about a recent report naming urol-
ogy as the most stressful job in the United 
States. Finally, in Malpractice Consult, Kenton 
H. Steele, Esq, compares 2 cases with differ-
ent outcomes to “highlight the nuances that 
can mean the difference between liability being 
established for a practitioner accused of malprac-
tice and a verdict in their favor.”

As always, thank you for reading.

ACS strives to make 
IMPACT on prostate cancer

MIKE HENNESSY JR
Mike Hennessy Jr is president and CEO of 
Urology Times®’ parent company, MJH Life Sciences®.
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Sildenafil spray receives 
approval for erectile dysfunction 
in Germany, Ireland, and the 
Netherlands
The Federal Institute for Drugs and Medical 
Devices has granted regulatory approval to market 
sildena!l oral spray (Hezkue) for erectile dysfunc-
tion (ED) in Germany. The spray also recently 
gained approval for marketability in Ireland and 
the Netherlands, according to a news release from 
Aspargo Laboratories, Inc, the developer of the 
treatment.1 The German market is the largest 
in the European Union (EU), and the aggregate 
erectile dysfunction market for Germany, Ireland, 
and the Netherlands exceeds $175 million.

“These product approvals re"ect Aspargo’s 
commitment to quickly expand its global platform 
to the EU during 2023. The marketing authoriza-
tions are an important achievement. They validate 
Aspargo’s international regulatory strategy and 
con!rm that Aspargo meets the highest standards 
required to ensure the safe distribution of silde-
na!l spray,” Michael Demurjian, chairman and 
CEO of Aspargo Laboratories, said.

Hezkue 12.5 mg per actuation, oral suspen-
sion was developed by Aspargo Laboratories in 
partnership with their commercialization consul-
tant, Syneos Health. The 2 companies held focus 
groups and conducted surveys with physicians, 
pharmacists, and patients throughout the develop-
ment process.

The spray is a liquid suspension of sildena-
!l citrate administered orally via spray pump. 
Aspargo Laboratories uses a metered-dose pump 
so it can deliver the precise, customized dose 
based on the needs of the patient. According 
to Aspargo Laboratories, sildena!l spray is also 
discreet and easy to carry, allowing patients to 
avoid crushing or splitting pills with the tradi-
tional tablet medications currently available for 
ED. Aspargo Laboratories is currently seeking 
FDA approval to market sildena!l spray in the 
United States.

REFERENCE
1. Aspargo receives regulatory approval to market silde-
nafil spray in Germany, Ireland, and the Netherlands. 
News release. Aspargo Laboratories Inc. January 24, 
2023. Accessed January 25, 2023. https://www.globe-
newswire.com/news-release/2023/01/24/2594140/0/
en/Aspargo-Receives-Regulatory-Approval-to-
Market-Sildenafil-Spray-in-Germany-Ireland-and-The-
Netherlands.html

Enrollment is complete in phase 3 
mCRPC trial of novel PSMA-
targeted agent
Patient enrollment is now complete for the 
randomization component of the phase 3 
SPLASH trial exploring PNT2002 in patients 
with metastatic castration-resistant pros-
tate cancer (mCRPC), according to POINT 
Biopharma, the developer of the novel 
prostate-speci!c membrane antigen (PSMA)-
targeted therapy.1

The open-label SPLASH trial 
(NCT04647526) speci!cally enrolled patients 
whose tumors express PSMA who have expe-
rienced disease progression on an androgen 
receptor axis-targeted therapy (abiraterone 
acetate [Zytiga], enzalutamide [Xtandi], darolut-
amide [Nubeqa], or apalutamide [Erleada]) 
in either the castration-sensitive or CRPC 
setting and are not eligible for or have declined 
chemotherapy. Patients must have an ECOG 
performance status of 0 to 1 and a positive 
result from a PSMA-PET (positron emission 
tomography) scan on a validated test such as 
68Ga-PSMA-11 or 18F-DCFPyL (pi"ufolastat F 
18; Pylarify).

The randomization phase of the study 
assigned patients in a 2:1 ratio to either 
PNT2002 (arm A) or abiraterone or enzalut-
amide (arm B).2 Crossover from the control arm 
to receive PNT2002 will be allowed at radio-
graphic progression among patients who meet 
the study protocol eligibility criteria. The 
primary end point of the study is radiographic 
progression-free survival (rPFS). Other key 
end points include overall response rate, overall 
survival, biochemical PFS, duration of response, 
pharmacokinetics, and safety.

REFERENCES
1. POINT Biopharma completes randomization in 
PNT2002’s phase 3 SPLASH trial. News release. Yahoo 
Finance. January 12, 2023. Accessed January 13, 2023. 
https://yhoo.it/3ZxaHNx
2. Study evaluating mCRPC treatment using PSMA 
[Lu-177]-PNT2002 therapy a!er second-line hormonal 
treatment (SPLASH). ClinicalTrials.gov. Updated July 29, 
2021. Accessed August 11, 2021. https://www.clinical-
trials.gov/ct2/show/NCT04647526

LUMINOS-103 substudy 
of lerapolturev in NMIBC begins
The !rst patient has received lerapolturev 
(PVSRIPO) monotherapy via intravesical instil-
lation in a non–muscle-invasive bladder cancer 
(NMIBC) substudy of the LUMINOS-103 
basket trial (NCT04690699). Istari Oncology, 
the developer of the treatment, announced the 
news in a news release.1

Lerapolturev is an investigational immuno-
therapy developed from the live attenuated Sabin 
polio vaccine type 1, which was genetically modi-
!ed for safety. The therapy targets the poliovirus 
receptor CD155, which is widely expressed in the 
neoplastic cells of most solid tumors. By recalling 
the polio vaccine–speci!c T-cells, lerapolturev 
ampli!es the body’s immune response. In 
addition, the therapy engages and activates anti-
gen-presenting cells (APCs) to provide sustained 
immunity and directs killing of tumor cells and 
antigen release.

LUMINOS-103 is a phase 1/2 open-label, 
single-arm basket trial evaluating the administra-
tion of lerapolturev with or without combination 
with anti-PD1/PD-L1 monoclonal antibody 
inhibitors in patients with advanced solid tumor 
cancers.2 The substudy of the trial focuses on the 
treatment of adult patients with recurrent NMIBC 
intending to undergo transurethral resection of 
bladder tumor (TURBT) or cystectomy.

Participants will receive lerapolturev by intra-
vesical instillation to test the ability of the 
therapy to infect tumor cells and in!ltrate APCs 
within tumor tissue lining the mucosa of the 
bladder. The primary end point for the study is 
the proportion of patients who undergo TURBT 
as scheduled in a 1-month time frame.

REFERENCES
1. Istari Oncology announces first patient dosed in the 
non-muscle-invasive bladder cancer (NMIBC) substudy 
of the LUMINOS-103 basket trial evaluating lerapolturev 
monotherapy. News release. Istari Oncology. January 
31, 2023. Accessed February 1, 2023. https://www.
istarioncology.com/news-post/istari-oncology-an-
nounces-first-patient-dosed-in-the-non-muscle-invasive-
bladder-cancer-nmibc-substudy-of-the-luminos-103-
basket-trial-evaluating-lerapolturev-monotherapy
2. LUMINOS-103: a basket trial evaluating the safety 
and e"cacy of lerapolturev and lerapolturev in combi-
nation with anti-PD-1/L1 checkpoint inhibitors in patients 
with advanced solid tumor (PVSRIPO). ClinicalTrials.
gov. Updated December 13, 2022. Accessed 
February 1, 2023. https://clinicaltrials.gov/ct2/show/
NCT04690699
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From the Co–Editor in Chief      OAB/INCONTINENCE

W hen asked about the future of stress urinary 
incontinence (SUI) management, it made me 
re! ect on 4 decades of learning, treating patients, 

and striving to " nd the next best treatment approach. To 
paraphrase Herbert Spencer, we must remember we are all 
descendants of the past but parents of the future. Thus we will 
collectively determine the future.

Guidelines have helped us de" ne the evidence-based 
approach. The 2017 American Urological Association/Society 
of Urodynamics, Female Pelvic Medicine & Urogenital 
Reconstruction guideline for SUI,1 in addition to broad-
ening the index patient, highlights the separation of mixed 
incontinence, a more common clinical condition. Using the 
algorithmic approach works only by individualizing the varia-
tions each patient presents.

The host tissue–based approach shows a slow decline 
in ef" cacy, as demonstrated by results from a number of 
studies,2 including the robust randomized SISTEr trial 
(NCT00064662).3 Is this due to the technique, with more than 
100 procedures having been described? Or is it more likely due 
to host factors where the breakdown of collagen and elastin is 
faster, caused by genetic in! uence; phenotypic causes of parity, 
age, and hormonal status; chronic cough and obesity?4,5

Despite long-term evidence–based ef" cacy of the 
midurethral sling, emotional response to product-related 
complication in 3% or less of patients has led to its ban in 
many countries, denying patients an effective cure.6 The 
compromise is to revert to bioinjectable treatment, which 
was almost abandoned with the advent of minimally inva-
sive slings. The resurgence of Bulkamid not only for SUI but 
also mixed incontinence is expensive, and a careful review of 
results from the pivotal trial for FDA approval shows only 
marginal improvement over collagen. Bulkamid demon-
strated noninferiority but not with the objective success of the 
midurethral sling.7

Thus, attention has come back to regenerative therapy. 
Once again, cell therapy, despite early success, has not been 
better than commercial injectable materials. This is perhaps 
due to 2 reasons. One is that the experimental basis for cell 
therapy was based on acute injury animal models, whereas 
human patients have chronic injury status. The second is that 
injected cells, when replaced by host cells, persist with inher-
ent biochemical and genetic defects.8 

Use of chemokine to attract bone marrow and mesenchy-
mal cells to the injected site has had a better response than cell 
therapy.9 Other innovations include low-energy shock wave 
therapy10 or acoustic pulses11 to replicate injury response by the 
host at the site. Recent efforts include injecting host-derived 
muscle " bers to obviate the step of cell culture and hasten the 
formation of myotubes.12

We still have more questions than answers, including the 
following:

1. What proof of concept should be required to use novel 
procedures for patients?
2. How do we interpret results from experimental studies 
performed on healthy animals?
3. Is animal evidence adequate? Which is appropriate: dog, 
pig, or primate?
4. Which injury model should be used?

Lightweight, large-pore mesh use has improved outcomes in 
SUI surgery and decreased morbidity. However, it is associated 
with a rate of functional and/or product-related complications. 
Until a better option comes along, its low cost (mesh alone) 
and ease of use allows a standardized approach in an appropri-
ately selected patient. •

What is the future of SUI 
management?

For references visit bit.ly/3Zt6MQY
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BLADDER CANCER

M anagement of the 25% of patients with bladder 
cancer presenting with muscle-invasive disease at 
time of diagnosis requires an aggressive multimodal 

approach with extirpative surgery at its center.1 In patients 
with this aggressive form of bladder cancer, current American 
Urological Association and international guidelines recom-
mend surgery to remove the bladder in its entirety. This would 
include removing the prostate and seminal vesicles in men; 
the uterus, cervix, and part of the vagina in women; and the 
pelvic lymph nodes.2,3 This procedure requires the creation 
of a urinary diversion, typically from a portion of the small 
intestine. This is a highly complex, technically challenging 
procedure that is performed in over 10,000 patients in the 
United States each year.4

In addition to the complexity of the surgery, perioperative 
care is complicated by the characteristics of a typical patient 
with bladder cancer. These characteristics include advanced 
age, higher likelihood of smoking, and presence of more 
comorbidities than the average patient.5,6 Because of these 
factors and the length and complexity of the surgery, radical 
cystectomy (RC) is associated with signi! cant postoperative 
morbidity. Despite best efforts, complication rates at 30 and
90 days following RC range between 40% and 60% of 
patients, with 20% to 30% of patients requiring readmission 
after discharge.7,8 In an attempt to mitigate this substantial 
surgical morbidity, attempts at robot-assisted radical cystec-
tomy (RARC) began in the early 2000s. Initial innovation 
began with a hybrid technique that combined robotic removal 
of the bladder with a traditional open approach to urinary 
diversion.9 Not long after the hybrid RARC began to take 
hold, surgeons began innovating techniques to perform the 
urinary diversion robotically, a technique referred to as total 
intracorporeal RARC (iRARC).

Over the past 5 to 10 years, a growing body of evidence has 
demonstrated the impact of these new techniques on both 
cancer control and perioperative outcomes. Early retrospec-
tive series focused on the more common hybrid approach to 
RARC and demonstrated encouraging results. However, it 
wasn’t until the recent publication of results from the phase 3 
RAZOR trial (NCT01157676) that level 1 evidence regarding 
RARC became available. Begun in 2011 and published in 2018, 
the RAZOR trial randomly assigned patients to either hybrid 
RARC or traditional open RC.10 Two-year progression-free 
survival after RARC was noninferior to open RC, providing 
high-quality evidence that RARC is an oncologically sound 
procedure. However, the anticipated bene! ts of RARC on 
complication rates were largely absent, with no differences in 

overall adverse events between the two groups. As urologists 
suspected this lack of morbidity bene! t was related to the open 
urinary diversion portion of the hybrid procedure, interest 
continued to grow in the iRARC approach.

A total intracorporeal approach to urinary diversion 
possesses several potential advantages over the traditional 
open approach. First, because bowel manipulation is done 
robotically, iRARC requires a substantially smaller incision 
than the hybrid approach, theoretically resulting in less pain, 
a lower incidence of wound complications such as hernia or 
infection, and less insensible " uid loss and " uid shifts during 
surgery. In addition, bowel exposure and manual handling are 
eliminated, potentially resulting in a quicker return of postop-
erative bowel function. Despite these theoretical advantages, 
retrospective studies examining perioperative outcomes have 
demonstrated mixed results and are often plagued by selection 
bias and issues with the iRARC learning curve.11,12

Fortunately, the ! rst randomized data comparing iRARC with 
open RC were published in summer 2022 in the form of results 
from the iROC trial (NCT03049410).13 This investigator-initi-
ated, phase 3, multicenter, randomized trial randomly assigned 
adult patients with nonmetastatic urothelial or variant carcinoma 
of the bladder electing RC as their primary management strategy 
to either an open RC or iRARC approach. Importantly, the trial 
required surgeons to be accredited and have performed at least 30 
RC procedures of their chosen approach within the past year to 
participate in the trial. The median number of days alive and out 
of the hospital within 90 days of surgery was 2 fewer for iRARC 
vs open RC (82 days vs 80 days; P = .01). Thromboembolic 
complications (1.9% vs 8.3%, respectively) and wound complica-
tions (5.6% vs 16%, respectively) were less common with iRARC 
vs open RC. Most importantly, patients in the iRARC cohort 
reported better quality of life vs open RC at 5 weeks and less 
disability at 5 weeks and 12 weeks. There were no further differ-
ences beyond 12 weeks in quality-of-life metrics. Finally, similar 

iRARC adoption is slow but 
persistent in bladder cancer
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Not long after the hybrid RARC 
began to take hold, surgeons 
began innovating techniques to 
perform the urinary diversion 
robotically, a technique referred 
to as total intracorporeal RARC
(iRARC).
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to the RAZOR trial, there were no statistically 
signi! cant differences in cancer recurrence (18% 
after iRARC vs 16% after open RC) and overall 
mortality (14.3% vs 14.7%, respectively) at a median 
follow-up of 18.4 months.

Although the iROC trial provided level 1 
evidence of the bene! ts of iRARC when it comes 
to postoperative morbidity and patient-cen-
tered outcomes, wide adoption remains slow, 
mostly because of an impressive learning curve. 
Although results from some studies have provided 
evidence that acceptable surgical pro! ciency may 
be attained in as few as 30 cases,14 results from 
a recent learning curve analysis published by 
the European Association of Urology Robotic 
Urology Section Scienti! c Working Group 
suggested that true pro! ciency may take a little 
longer. In fact, to reach plateau with regard to 
all measures of pro! ciency (major and over-
all complication rates, operative time, blood loss, 
and hospital length of stay), it took an average of 
almost 200 cases.15 Except for the highest-volume 
surgeons, the average number of RC procedures 
performed annually ranges from 1 to 10,16 making 
the overall time investment to achieve pro! ciency 
prohibitive for most surgeons who did not learn 
iRARC in training.

In summary, over the past 10 to 15 years, 
tremendous efforts have gone into robotic surgi-
cal innovation to improve perioperative morbidity 
for patients with bladder cancer undergoing RC. 
These efforts have resulted in the development and 
slow but persistent adoption of the iRARC tech-
nique for robotic bladder removal and urinary 
diversion. Although a substantial learning curve 
exists, early level 1 evidence suggests that there is
a bene! t to perioperative morbidity and patient-
reported outcomes. Further con! rmatory stud-
ies are needed and would go a long way toward 
convincing more urologists to make the switch. •
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In the past year, the International Bladder 
Cancer Group (IBCG) released an updated 
consensus defi nition and management 
recommendations for intermediate-risk non–
muscle-invasive bladder cancer (NMIBC).1 In 
this interview, Ashish M. Kamat, MD, MBBS; 
Roger Li, MD; and Wei Shen Tan, MD, PhD, 
discuss the update and the role of guidelines 
in the management of NMIBC and look at new 
and forthcoming therapies in the space.

Q. What is the role of guidelines in the 
management of NMIBC?
KAMAT: The key here is that these are guide-
lines. With any of the recommendations and 
guidelines put out by organizations such as 
the American Urological Association [AUA], 
the European Association of Urology [EAU], 
[or] the IBCG, we try to put forward a frame-
work for urologists, medical oncologists, and 
radiation oncologists to follow. They truly are 

guidelines to guide [individuals] in the right 
direction.
LI: I agree. Because there is such a variety of 
NMIBC and such heterogeneity in the presenta-
tion and clinical outcomes, it’s very important to 
have a set of guidelines for the general direction 
of the management of these patients. But there 
are still a lot of different variables that are uncap-
tured. It’s still up to the clinician to base their 
management strategies on their experience and 
what is available for the patient.
KAMAT: Dr Tan, is this what you’ve experienced 
in the UK [United Kingdom] as well?
TAN: I believe guidelines are important to 
provide recommendations and standardization of 
treatment based on an evidence-based approach 
for practicing urologists. In the UK, most new 
bladder cancer diagnoses as well as patients being 
considered for radical treatment are discussed at a 
multidisciplinary meeting that provides a consen-
sus view regarding treatment options.

Q. Could you discuss the updated consensus 
defi nition and management recommenda-
tions from the IBCG?
KAMAT: One of the mission statements of the 
IBCG is to distill evidence-based medicine and 
create recommendations and guidelines that can be 
used globally, not just in select countries or popula-
tions. One of the huge unmet needs we found was 
the management of patients with intermediate-risk 
bladder cancer, which includes, for the most part, 
patients who have recurring, multifocal, or large 
low-grade bladder tumors. Back in 2014, the IBCG 
formulated guidelines for management and clinical 
trial design that were adopted by some to help guide 
certain clinical trials. [Because] several years had 
elapsed, we decided to update those recommenda-
tions. I’ll let Dr Tan talk about what he did and how 
the guideline updates came about.
TAN: This represents an updated version of the 
IBCG intermediate-risk NMIBC guidelines 
published in 2014. Patients with intermediate-risk 
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NMIBC remain an incredibly heterogeneous 
group. It’s sort of the gray zone between low-risk 
and high-risk disease. We attempted to provide a 
guidance to stratify risk, which we believe is useful 
because intermediate-risk disease represents a 
spectrum of disease where a subgroup of patients 
[who] act more like [those with] low-risk [disease] 
would share more similarities with [those with] 
high-risk disease. In the review, we recom-
mended a tailored approach for the treatment and 
management [of] these patients. We reviewed the 
literature and then [subgrouped] patients with 
intermediate-risk disease according to differ-
ent risk factors. We identi!ed 5 different risk 
factors and grouped patients by 0 risk factors, 1 
to 2 risk factors, and at least 3 risk factors. These 
risk factors include multifocality, the size of the 
tumor, how frequent[ly] recurrence happened, 
when the last recurrence occurred, and whether 
patients previously received adjuvant intravesi-
cal treatment. We then validated these subgroups 
using the European Organisation of Research and 
Treatment of Cancer 2006 nomogram. There are 
ongoing efforts to further validate these subgroups 
in other patient cohorts, but the more risk factors 
you have, based on the subgroups, the higher 
the risk of disease recurrence and progression. 
We hope that this will be a useful framework for 
further clinical trial design and guide the manage-
ment of intermediate-risk NMIBC.
LI: I’d like to expound on Dr Tan’s last point. 
Because of the evolution of the de!nition of interme-
diate-risk non–muscle-invasive disease, there have 
been many clinical trials previously that have incor-
porated different de!nitions for this disease entity. 
The IBCG’s comprehensive overview and summary 
of all clinical trials’ designs and outcomes have served 
to inform expected ef!cacy rates [and] the ef!cacy 
of different strategies of administering intravesical 
chemotherapy or BCG in these patients and sets the 
stage for the next generation of clinical trials. With 
many of the different therapeutic agents moving 
toward this space, it’s incredibly important for us to 
precisely de!ne not only the patient population but 
also the risk factors and how these patients should be 
treated along with some of the expected recurrence 
and progression rates that we’re seeing with tradi-
tional therapies to inform future clinical trial design.

Q. How do the guidelines di!er when it comes 
to intermediate-risk NMIBC?
KAMAT: The de!nition of intermediate-risk blad-
der cancer is not agreed upon even by urologists 

[who] have been in the !eld for many years. Part of 
the reason is the way the guidelines distribute the 
patients with their tumors, stage, and grading. If you 
consider the !rst-time, solitary, small, low-grade 
tumors, most guidelines agree that those are low-risk 
tumors. Most guidelines also agree that high-grade 
tumors, which include T1 carcinoma in situ (CIS) 
and large Ta tumors, should be in the high-risk cate-
gory. Everything else falls in the intermediate-risk 
category. That’s a simpli!ed version that’s easy to 
recognize and practice, and that’s what the IBCG 
recommends—with the caveat that all high-grade Ta 

tumors should be [managed] as high-risk [disease]. 
Some groups such as the AUA have considered 
smaller Ta high-grade tumors to be intermedi-
ate risk. The EAU has introduced a complex system 
that factors in age, size, etc. And under this classi!ca-
tion, some T1 tumors and TaHG tumors might fall 
in an intermediate-risk category. This confuses the 
matter ,and it makes it hard for practitioners [who] 
may not be [thinking about] bladder cancer 24-7 to 
understand how to treat patients. For that reason, the 
IBCG recommends that anybody [who] has high-
grade disease should be [in the] high-risk [category] 
and anyone [who doesn’t have] low-risk [disease] falls 
in the intermediate-risk category. Since the interme-
diate-risk category is still a large number of patients, 
we further recommend subgrouping these patients 
based on risk factors to avoid both overtreatment 
and undertreatment. That’s where the work that has 
come out in the recent publication is very helpful to 
help guide the treatment of patients.
LI: That captures a lot of the heterogeneity within 
the different guidelines. In practice, we really try to 
simplify things as much as possible. I usually look at 
the patient’s grading on transurethral resection of 

the bladder tumor and use that as the essential guide 
on classifying patients as having high-risk disease. 
And then for low risk vs intermediate risk, I look at 
their recurrence pattern and some of the clinical 
features such as size and multiplicity. So even though 
there’s a lot of heterogeneity within the guidelines, 
when we’re seeing a lot of patients day in and day 
out, having a simpli!ed guideline really helps us to 
streamline our clinical practice.
TAN: From a UK perspective, where I used to prac-
tice, patients [with] intermediate-risk NMIBC 
are traditionally treated with adjuvant intravesi-
cal chemotherapy without maintenance treatment. 
Whereas in the United States, typically BCG is 
used in the absence of BCG shortages. The IBCG 
risk strati!cation provides some evidence to support 
treating the [patients at] higher risk [in the] inter-
mediate-risk group with BCG [and] the [patients 
at] lower risk [in the] intermediate-risk [group] with 
intravesical chemotherapy. Those with no risk factors 
can avoid adjuvant treatment altogether.
KAMAT: It’s all about getting the patients the 
right treatment. Neither overtreatment nor under-
treatment [are] helpful to our patients. That’s the 
whole goal behind trying to clarify the intermedi-
ate-risk category.

Q. How can these various guidelines be 
refined and simplified for the clinician in a 
user-friendly fashion?
KAMAT: The guidelines are only as useful as 
how they get used. Having complicated guide-
lines that require the practitioner to pull out a 
calculator or an app every time they see a patient 
means they seldom get used. When it comes 
to something like risk strati!cation, it really 
is important to make things simple and leave 
the nuances for further re!nement. That’s the 
goal of the IBCG recommendations for inter-
mediate-risk bladder cancer. Of course, in the 
manuscript, we also do a deep dive into that 
bucket of patients with intermediate-risk bladder 
cancer and suggest a score to substratify patients 
to improve the design of clinical trials and the 
outcome measurements. This is so you don’t 
have a huge trial that is unknowingly biased 
toward a very low recurrence rate or a very high 
progression rate, which doesn’t balance out. 
For clinical practice, simple is best. That allows 
patients to get the appropriate treatment [most] 
of the time. For clinical trial design, although 
you don’t need to be too complicated, you need 
to be rather strict in the power calculations. 

“The definition of 
intermediate-risk bladder 
cancer is not agreed upon 
even by urologists [who] 
have been in the field for 
many years. Part of the 
reason is the way the 
guidelines distribute the 
patients with their tumors, 
stage, and grading.” 
ASHISH M. KAMAT, MD, MBBS
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That was the whole genesis behind this recommendation system scoring.
TAN: I can’t stress enough how important it is for guidelines to be simple and 
straightforward. If we want wide adoption, easy-to-use guidelines are very 
important. Where guidelines differ is mainly based on the characterization of 
intermediate risk. In terms of the treatments, there are some nuances; however, 
at this point, we only have chemotherapy and BCG. There are a lot of other 
agents being investigated in the higher-risk population that are being brought 
forward to the intermediate-risk setting.

Q. What is coming in terms of new treatments for intermediate-risk 
NMIBC?
LI: There are several different broad treatment strategies. One is chemotherapeu-
tic agents that can be used in this space, optimizing the contact time of the agent 
or [being] administered with the tumor in situ. UroGen is the prime example for 
that, with their product being a gel that’s delivered intravesically with increased 
contact time between the therapeutic agent and the tumor itself. There are immu-
nogenic agents such as CG0070. This is an oncolytic virus that’s currently being 
tested in the BCG-unresponsive space but is also looking to go into the interme-
diate-risk disease space to test ef!cacy against recurrent low-grade tumors. There 
has been a lot of interest in testing nadofaragene !radenovec [Adstiladrin], which 
was recently approved by the FDA for [managing] BCG-unresponsive CIS, in the 
intermediate-risk disease space. Finally, targeted agents such as FGFR3 inhibitors, 
administered systemically as an oral agent or through an intravesical pretzel-shaped 
device that can have a prolonged delivery timeline, are also being tested in this space.
KAMAT: As Dr Li mentioned, it’s about taking existing therapeutics and 
improving their delivery or identifying novel therapeutics. Novel therapeu-
tics could be immune modulators, gene therapy, or targeted therapies. When 
it comes to delivering chemotherapy in an enhanced fashion, there are many 
modalities available such as gel formulation, delivery devices such as the pretzel 
[device], radiofrequency heating, etc. Dr Tan has published on chemohypother-
mia, which is not available in the United States but is available in many parts of 
the world.
TAN: In the UK, we carried out the HIVEC-II trial, which is a multicenter, 
randomized trial of patients [with] intermediate-risk [disease] comparing 
chemohyperthermia [using] mitomycin C [with] room temperature mitomy-
cin C. The treatment time was 60 minutes in each arm. We didn’t report a 
difference in ef!cacy between the 2 treatment arms, suggesting that chemo-
hypothermia is not effective over standard intravesical chemotherapy in the 
intermediate-risk group. Subsequently, our Spanish contemporaries have also 
published HIVEC-I, another multicenter, randomized trial reporting simi-
lar results. Although not used in the United States, hyperthermia has been 
widely used in Europe and the UK, and recent evidence suggests it is not 
quite as effective as what we presumed in the intermediate-risk cohort. One 
of the lessons we learned from this study is that identifying a primary end 
point in the intermediate-risk group can be quite tricky. Although recurrence 
is common in this patient cohort, often these recurrences do not pose a threat 
to patients’ [lives], and the risk of disease progression is often low. Hence, 
future trials should consider other end points that incorporate patient- 
reported outcome measures. •
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C ases of advanced prostate cancer are 
increasing for the ! rst time in
20 years, according to new data from 

the Cancer Statistics, 2023 report released by the 
American Cancer Society (ACS).1-3 “The increas-
ing percentage of men presenting with advanced 
prostate cancer, which is much more dif! cult to 
[manage] and often incurable, is highly discour-
aging. To end cancer as we know it for everyone, 
it is imperative for us to focus on cancers where 
trends for incidence and mortality are going in 
the wrong direction,” Karen E. Knudsen, PhD, 
MBA, said in a news release on the ! ndings.2

Knudsen is CEO of the ACS.
An analysis of the data showed that prostate 

cancer cases have increased by 3% each year 
from 2014 to 2019, with a higher incidence rate 
among Black men compared with White men. 
The leading cause of this overall increase was 
the diagnosis of advanced cases of disease, which 
has increased by 4% to 5% annually since 2011. 
The proportion of men who have received a 
diagnosis of distant-stage disease has doubled in 
that time frame.

The rise in cases will likely lead to an increase 
in prostate cancer mortality over time, accord-
ing to Jeff Michalski, MD, MBA, FASTRO. 
Michalski is president of the American Society 
for Radiation Oncology (ASTRO) and a profes-
sor and vice chair and director of clinical 
programs at Washington University School of 
Medicine in St Louis in Missouri. Michalski 
also suggested that the report by the ACS is a 

signal to the US Preventive Services Task Force 
(USPSTF) to update their screening recommen-
dations, which currently recommend against 
prostate-speci! c antigen (PSA) screening for 
men of all ages.

Data from the ACS report echo ! ndings 
reported in JAMA Oncology4 and presented at the 
ASTRO Annual Meeting 20225 in San Antonio, 
Texas, which showed an increase in metastatic 
cancer incidence rates over the time studied 
(2005-2019). The study cohort consisted of men 
40 years or older who received care at a facility in 
the US Veterans Health Administration.

Findings from that study also showed a 
decrease in PSA screening in the time stud-
ied, including the time frame in which USPSTF 
guidelines were updated to recommend against 
PSA screening. Investigators found that facili-
ties with lower rates of PSA screening tended to 
have higher incidence rates of metastatic pros-
tate cancer.

“When you have lobbying from different 
factions and concerns over overtreatment and 
harms of treatment, then you run into prob-
lems. That’s really what we’re seeing,” Michael 
S. Cookson, MD, MMHC, said in an inter-
view with Urology Times®. Cookson is co–editor 

in chief of Urology Times® and 
professor and chair of urol-

ogy at the University 
of Oklahoma Health 
Sciences Center in 
Oklahoma City.

“What we’re 
seeing are the unfor-

tunate consequences of 
antiscreening campaigns. 

We need to do better, and 
men in America deserve a better chance at long-
term, good outcomes from their prostate cancer 
discovery,” Cookson said.

The recently released data from the ACS add 
to these ! ndings, suggesting a need to address 
the rising rates of prostate cancer, according to 
William Dahut, MD, chief scienti! c of! cer for 
the ACS. “We must address these shifts in pros-
tate cancer, especially in the Black community, 

[because] the incidence of prostate cancer in 
Black men is 70% higher than in White men. 
And prostate cancer mortality rates in Black men 
are approximately 2 to 4 times higher than those 
in every other racial and ethnic group,” Dahut 
said in the news release.2

The ACS is already working to address the 
growing number of advanced prostate cancer 
cases by launching the Improving Mortality 
from Prostate Cancer Together (IMPACT) 
initiative. The initiative will aim to fund cancer 
research programs to help identify which 
patients may be most at risk for prostate cancer. 
It also seeks to expand patient access to prostate 
cancer screening and care and advocate for poli-
cies that address the burden of prostate cancer on 
the US population. IMPACT is currently work-
ing to establish community partnerships and 
stakeholders to help leverage their mission.

“This groundbreaking initiative will leverage 
our unique organizational strengths to mobilize 
resources across advocacy, patient support, and 
research. ACS is committed to utilizing a tripar-
tite strategy to reverse prostate cancer disparities 
and reduce death rates from prostate cancer in all 
demographics and disparities for Black men by 
2035,” Knudsen said.2 •
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Rates of advanced prostate cancer
are on the rise, new data show

 “To end cancer as we know it for 
everyone, it is imperative for us to 
focus on cancers where trends for 
incidence and mortality are going 
in the wrong direction.”
Karen E. Knudsen, PhD, MBA
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P rostate cancer therapies that target the entire organ (eg, 
surgery, radiation therapy) are highly effective in onco-
logic control but can be associated with urinary and 

sexual dysfunction. Focal therapy using various ablative modal-
ities (eg, cryotherapy, high-intensity focused ultrasound) 
have been evaluated for the management of localized prostate 
cancer, demonstrating fewer functional adverse events (AEs), 
although long-term oncological outcomes remain unde! ned. 
More recently, there has been growing interest in the use of 
nonthermal ablative modalities such as irreversible electropora-
tion (IRE), which deploys short electrical pulses to ablate target 
tissue while minimizing damage to adjacent connective tissue, 
nerves, and vessels. Recent studies have focused on the short- 
and intermediate-term oncologic outcomes of IRE and the 
safety of extended ablation using IRE compared with focal IRE.

Lopez et al reported 3-year oncologic outcomes from a 
single center using focal IRE in 41 patients.1 Mean age of the 
cohort was 65.8 years, with a mean prostate-speci! c antigen 
(PSA) level of 6.9 ng/mL. Grade group 1 prostate cancer was 
noted in 73% of patients, and grade group 2 prostate cancer in 
24% of patients.

The investigators inserted monopolar electrodes around the 
index lesion transperineally using a brachytherapy template 
grid. A 5-mm safety margin was used near the rectum, bladder 
neck, neurovascular bundles, external sphincter, and urethra. 
The number and length of the electrodes depended on the size 
and location of the MRI-visible lesion. The typical treatment 
plan included 90 pulses (at 1500 V/cm) of 90 milliseconds. 
Unilateral ablation was performed in 76% of cases. All proce-
dures required general anesthesia, Foley catheter, and hospital 
stay for 1 day.

At a median follow-up of 35 months, mean reduction in PSA 
level was 46.1% (SD, 26.5) at 3 months. Median failure-free 
survival was 32 months. Of the 33 patients (80%) who under-
went repeat transperineal biopsy at 12 months, recurrence was 
noted in 16 patients (48.4%), of which 5 recurrences were within 
the previous ablation zone and 11 were out of ! eld. Nearly half 
(47%) of the recurrent tumors were grade group 2 or above.

AEs were noted within 30 days in 41% of patients, and over 
the next 6 months in an additional 35% of patients. However, 
more than 90% of AEs were Clavien-Dindo grade I. Two 
patients developed urinary retention requiring Foley catheter 
insertion. Statistically signi! cant worsening of International 
Index of Erectile Function (IIEF-5) score (P = .026) and an 
improvement in International Prostate Symptom Score 
(P = .003) were detected. Continence at baseline remained 

unchanged at 12 months in all patients, and those with satis-
factory erections before the procedure maintained stable 
erectile function.

In a different study by de la Rosette et al2, the authors 
evaluated the safety of extended ablation (eg, hemiablation) 
with IRE instead of the limited, perilesional ablation. They 
randomly assigned 51 and 55 patients to focal and extended 
IRE, respectively. Most patients (60%) had biopsy grade group 
1 prostate cancer. Median follow-up was 30 months. AEs were 
similar at 3 months after IRE, with 58.8% in the focal abla-
tion group and 61.8% in the extended ablation group. The 
quality-of-life measures were also similar between the groups. 
After adjusting for baseline scores, the focal ablation group 
had better IIEF scores than the extended ablation group at 3 
months. Clavien-Dindo grade III complications were infre-
quent: a cardiac event at 3 months and prostate abscess at 18 
months in the focal group, and deep vein thrombosis at 24 
months in the extended group.

Transperineal template prostate biopsy was performed 
at 6 months on 48 patients in the focal ablation group and 
53 patients in the extended ablation group. Residual clini-
cally signi! cant prostate cancer (Gleason score " 3 + 4) was 
detected in 18.7% of the focal ablation group and 13.2% of 
the extended ablation group. Any-grade prostate cancers were 
found in 56.3% of the focal ablation group and 43.4% of the 
extended ablation group, which was statistically insigni! cant. 
Recurrence rate appeared lower with extended IRE ablation, 
but the sample size was small, and the results were statistically 
insigni! cant. It’s conceivable that extended IRE might have 
potential advantages over other focal therapy modalities due to 
its nonthermal energy source. However, this requires further 
evaluation in studies with a larger sample size.

Beyond the feasibility and safety of IRE (and other focal 
therapy options) for prostate cancer management, clinical 
indications and patient selection for focal therapy remain areas 
of concern. All previous focal therapy studies, by necessity, had 
to include patients with low-grade, localized cancer to demon-
strate safety, feasibility and proof of concept. However, active 
surveillance remains the safe and effective primary option for 
contemporary patients with low-grade and focal disease.

With better understanding of the type and amount of 
energy needed, the ablation kill zone, and recurrence patterns, 
cancer control rates are likely to improve. It will only be when 
the indications for focal therapy are expanded to higher-grade 
and larger tumors that we will begin to learn about the true 
ef! cacy of this approach. •

Prostate focal therapy is feasible 
and safe but lacks de! ned indications

For references visit 
bit.ly/3Z8jYdS
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In discussing this patient who underwent de! nitive therapy and 
had a relatively quick PSA level recurrence within the ! rst
24 months, what do we think? This is a very common scenario. 

Whether it’s the ! rst 18 months, 24 months, or even the ! rst
5 years of following patients, you will see a signi! cant number 
of biochemical recurrences. And when you look at the numbers 
within 15 to 20 years, you will see anywhere between 40% to 
50% of patients, depending on their initial pathology, who expe-
rience a recurrence. We need to have the ability to identify this, 
because localizing that recurrence is imperative to developing a 
subsequent therapy and a personalized treatment plan. This lack 
of localization has been a problem for a long time. When we’ve 
used the available technologies such as a CT scan, bone scan, or 
an MRI more recently, we did not have the sensitivity or speci! c-
ity to accurately diagnose where their recurrences were localized. 
That’s why relapse occurs in many men after undergoing 
salvage therapies. The ability to localize where this recurrence 
is coming from is imperative. So when we talk about next-gen-
eration imaging that is focused on PET-CT imaging, this has 
really revolutionized the ! eld. This is something that has given 
us increased sensitivity to diagnose the presence and location of 
recurrence, even with PSA levels that are very low. 

The concept here started a long time ago and was initially 
investigated with " uorodeoxyglucose-based PET scans. This 
is a type of PET-CT imaging based on the use of a radiotracer 
tagged to a glucose transporter. These scans didn’t raise the bar 
that much because they weren’t speci! c for prostate tumors. And 
because prostate cancer, especially in the very early stage, does 
not exhibit a lot of glucose metabolism, it didn’t have the initial 
speci! city and sensitivity we were looking for to help diagnose 
that recurrence. Subsequently, 11C-choline PET imaging came 
into play. But this type of imaging was somewhat limited and 

localized to treatment centers of excellence. These never gained 
mass popularity because the scan involves production of the 
choline-based radiotracer in rapid fashion, because it has a short 
half-life. You must give it to the patient within an hour of its 
production. And you would have to hope for a good image, and at 
that time, the image quality wasn’t that clear.

There was a revolution when F-18 " uciclovine, an amino acid 
transporter–based molecule, came on the market. This " uci-
clovine-based PET imaging modality was a lot more speci! c and 
sensitive for detecting prostate cancer. We were able to see, with 
clarity, the exact locations where prostate tumors were recurring. 
In this patient who experienced a relatively early recurrence of 
prostate cancer after surgery, we were able to pick up new pelvic 
lymph nodes or even distant lymph nodes and bone metastasis, 
etc. When we analyze the published literature and study results 
that involve " uciclovine, they show ef! cacy at low PSA levels 
after treatment with either surgery or radiation. Even at PSA 
values below 0.8 ng/mL, researchers were able to detect anywhere 
between 30% to 40% of recurrences within the pelvis or distantly 
with this PET imaging modality. This was an excellent change 
and de! ned how we should be thinking about patients who are 
experiencing a recurrence.

Shortly after that, prostate-speci! c membrane antigen 
(PSMA) PET-CT scanners came on the market and really 
changed the results. This change was driven by the fact that the 
PSMA PET-CT scan has increased speci! city, meaning if you 
had a scan showing negative results, a recurrence was probably 
going to happen. But a scan with positive results said, “Hey, 
that was probably a real signal that was recurring.” As many as 
60% of patients, depending on the study, could have positive 
scan results to help localize where the cancer is after de! nitive 
treatments such as surgery or radiation. This is a game changer 

A 65-year-old man with 
intermediate-risk prostate cancer
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 CASE SUMMARY
• A 65-year-old man received a diagnosis of clinically localized, favorable intermediate-risk prostate cancer. He underwent 

radical prostatectomy and pelvic lymph node dissection.
• Lymph nodes were negative at the time of surgery, but the patient had positive surgical margins.
• The patient received external beam radiation therapy and began taking leuprolide, with instructions to follow and recheck his 

prostate-specifi c antigen (PSA) level every 6 months.
• The patient’s PSA level remained undetectable through 18 months of follow-up but increased to 0.8 ng/mL at the 24-month 

follow-up appointment. Three months later, his PSA level was 1.2 ng/mL.
• The patient then underwent fl uciclovine F18 positron emission tomography (PET) imaging because of suspicion for recur-

rence, and the results demonstrated 2 positive pelvic lymph nodes.
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because it allows us to plan our subsequent treat-
ments based on where the recurrence is happening. 
This is where we are today, and that’s where the 
!eld appears to be heading. If you ask me, this 
is the standard of care, meaning if patients are 
starting to exhibit signs of disease recurrence after 
de!nitive therapy, this is what we should be doing 
as our !rst-line go-to. We should say, “If we can 
localize this, it’s going to help us identify and make 
a plan that’s better for the patient.”

One common question is, what is the [at which 
we should consider ordering] a PET-CT scan? Is 
there a PSA level for when a patient has a recur-
rence that indicates the optimal time to obtain 
imaging? That’s somewhat of a moving target 
based on patient and clinician beliefs. At lower 
levels, we have enough sensitivity and speci!city 
that makes it bene!cial to obtain it earlier. So 
results from studies and meta-analyses have found 
that at low PSA levels, even those below 0.5 ng/mL, 
the PSMA PET-CT scans update 60% to 70% 
of the location where those tumors are recurring. 
That’s important because we know from historic 
study results that the earlier you intervene, mean-
ing the lower the tumor burden, if you’re talking 
about a cell or 2, the easier it is to manage than if 
you have many cells or a huge tumor burden that 
you could detect with more conventional imaging. 
So it’s important to start intervening early, because 
the patient survival, according to historic study 
results, tends to be better. Again, the higher your 
PSA level, the more likely you are to have a positive 
scan result or !nd more metastases. And that’s not 
wrong if you have a patient who comes in and has 
a PSA level of 10 ng/mL; it doesn’t mean that these 
scans are useless. They still have increased sensitiv-
ity and speci!city and help us localize where those 
recurrences are. However, if we can intervene when 
the recurrence is occurring, it’s going to bene!t 
the patient. That’s what the data are starting to 
demonstrate. As a urologist, I think our space tends 
to be more focused on postsurgical management. 
Once we remove the prostate, we are following 
that PSA level, and we should start performing 
imaging early. I personally start imaging when the 
PSA level looks like it’s rising. I will start imaging 
at a PSA level of 0.12 ng/mL, which is very early 
and not yet considered a biochemical recurrence. 
I’m not being held to this, but institutional data 
suggest that at that low level, approximately 50% 
of scans are positive, and we’re able to adjust. So 
our data are re"ecting what all prospective study 
results have shown. It depends on how you de!ne 

recurrence after radiation therapy. Three consecu-
tive rises or 2 ng/mL above the lowest PSA level are 
the most used de!nitions of radiation failure. But if 
patients start to show that trend and their primary 
modality was radiation, it is not incorrect to obtain 
a scan and start looking for where that recurrence 
is. It may be localized to the prostate. These scans 
will demonstrate that, but certainly, and maybe 
elsewhere in the pelvis or even would become M0, 
meaning above the bifurcation of the aorta. If that’s 
the case, your treatment plans are going to vary 
based on what you see.

So how do we know which patients are most suit-
able for each imaging modality? As I mentioned, 
there are many different PET-CT scanners avail-
able and various PSMAs on the market that are 
FDA approved, with even more coming. So how do 
you know which is the right type of PET-CT scan-
ner to obtain? That is a big question and a moving 
target in the !eld. Unfortunately, there are almost 
no head-to-head studies. And most of the studies 
that have been conducted have had patients in one 
arm or another arm, or they haven’t had scans that 
have been so close in time. That makes interpre-
tation of the data quite challenging, and we don’t 
know what the true winner is. There has been some 
suggestion, although not an overwhelming consen-
sus, that PSMA scans may be more sensitive at very 
low PSA levels (eg, below 0.5 ng/mL). But if you 
look at the literature, there is some debate there. So 
if you have access to every single type of scan-
ner and you have a patient with a low PSA level, 
start with a PSMA. But if you don’t have access 
to PSMA and you only have "uciclovine, it is not 
inappropriate to start with that scan because data 
support that even at those low levels. You’re still 
going to !nd metastatic deposits that show positive 
results, and you’ll be able to make your plan based 
on that. That is something that is ill de!ned. And 
as the PSMA scanners are coming on the market, 
we still don’t know which one is the best one for 
various scenarios. In the example presented here 
with the 65-year old man who received some 
hormone therapy but does no longer, we don’t 
really understand which PET-CT imaging radio-
tracer is best, especially if it’s a localized recurrence. 
The example was in the pelvic lymph node. But if 
it was localized in the prostate bed or the urethral 
anastomosis, we don’t know which PSMA imaging 
modality is best. The 2 currently on market are the 
gallium-based PSMA injection and the DCFPyL 
injection. The difference between them is that the 
gallium-based drug is excreted in the urine, so that 

could obscure any kind of local recurrence or any 
kind of recurrence in the bladder or urethral anas-
tomosis. The 18F-DCFPyL drug may not have the 
same [obscuring effect] because it’s not excreted as 
much in the urine. These are subtleties, but we still 
don’t know whether that in"uences our detection 
rate and whether that’s actually going to change 
our management based on what we use. And there-
fore, I subscribe to the fact that if you have access to 
a PSMA PET-CT scanner or a "uciclovine-based 
method, use what you have available. If you have 
multiple scanners, look at the PSA level. If it’s low, 
consider a PSMA scan out of the gate.

In the patient example, we discuss that the 
patient received hormone therapy, and that is 
interesting because we don’t know the impact of 
hormones on the expression of the amino-based 
transporter, which the "uciclovine-based method 
may use, or on the expression of PSMA, which 
is what the PSMA PET scans use. There have 
been studies in this space, and results from the 
"uciclovine-based studies suggest that it tends to 
be androgen independent. This means that even if 
men have received hormone therapy, the perfor-
mance of "uciclovine appears to be similar in those 
men who have never received hormone therapy. I 
feel comfortable, if a patient has been on hormone 
therapy for a long time, that a "uciclovine scan will 
give us our answer.

There have been some controversies with the 
PSMA PET-CT scanner. That’s not surprising 
because we know that PSMA expression is in"u-
enced by hormones. So normal testosterone can 
actually ramp up PSMA expression, but hormone 
therapy, depending on where that cell is, can 
actually increase and/or decrease it. Results from 
some studies in gallium-based PSMA imaging and 
18F-DCFPyL imaging have suggested there may 
be differences in the ability of PSMA to detect 
among patients who are undergoing hormone 
therapy and/or have hormone-refractory disease. 
This is an ongoing investigation, but we should pay 
attention to it. If all you have at your institution is 
a PSMA-based scanning modality, it’s not inap-
propriate to obtain a scan and see what it shows. 
But if the scan continuously shows negative results, 
you should consider "uciclovine-based modalities 
to explore whether there are differences. At our 
institution, we have used both modalities in the 
same patient when one showed negative results and 
the other showed positive results. But for practical 
purposes, use the imaging modality that is available 
and easiest to obtain right out of the gate. •

PROSTATE CANCER     Case-Based Peer Perspective
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IRA SHARLIP, MD;
ARTHUR L. BURNETT 

II, MD, MBA

T he dietary supplement industry is a large and growing 
business sector in the United States, but some experts fear 
that some dietary supplements may not only lack ef! cacy 

but also be harmful to patients via adulteration by pharmaceu-
tical products. In this interview, Ira Sharlip, MD, explains the 
potential dangers these products pose and what urologists can 
do to help protect their patients. Sharlip is clinical professor of 
urology at the University of California, San Francisco. He was 
interviewed by Urology Times® Editorial Council member Arthur 
L. Burnett II, MD, MBA, the Patrick C. Walsh Distinguished 
Professor of Urology and Oncology at the Johns Hopkins School 
of Medicine in Baltimore, Maryland.

Q. How pervasive is the pharmaceutical supplement 
industry in the United States?
A. Here are some pertinent statistics. The current total expendi-
ture for pharmaceutical products in the United States is around
$425 billion per year. US expenditure for dietary supplements is 
around $50 billion per year and going up. It’s projected that in 2024, 
the value of the US dietary supplement market will be $56.7 billion. 
My concern is that despite spending large amounts of money on 
dietary supplements, American[s] receive little bene! t because 
some, if not many, of these products have minimal value and some 
have no value at all. In addition, some dietary supplements are 
dangerous because they are illegally adulterated by pharmaceuti-
cal products. When you put a pharmaceutical agent into a dietary 
supplement, the product is no longer a dietary supplement.

Q. What is the signifi cance of the over-the-counter 
dietary supplement industry for the urologic fi eld?
A. Of the 10 or 11 most heavily marketed dietary supplements in 
the United States, 4 are aimed speci! cally at urological or sexual 
problems. These 4 dietary supplements [are] intended to improve 
athletic or physical performance, decreased sexual interest, erectile 
dysfunction, and low testosterone. So it turns out that urology and 
especially sexual medicine are disproportionately affected by inten-
sive commercial marketing more than any other ! eld of medicine.

Q. There are concerns that some dietary supplements 
might not be safe. Do they contain certain contami-
nants, or are there other ways in which these products are 
produced that raise concern from you about their safety?
A. Between 2007 and 2016, the FDA found 776 adulterated dietary 
supplements produced by 146 different companies.1 Of these 
[supplements], 45% were products intended for enhancement of 
sexual activity, 41% for weight loss purposes, and 12% for muscle 

building. The most common agents found as adulterants were silde-
na! l in 47% [of these products]; a drug called sibutramine, which 
is used for weight loss, in almost 85% of these products; and andro-
genic steroids in 89% [of these products].

Q. With these substances that are placed within the 
products, I gather that they have potential risks to the 
patients. Is that right?
A. That is correct. Let’s talk about the inclusion of sildena! l or 
tadala! l. The ! rst study on clandestine inclusion of PDE5 inhib-
itors was a small Canadian study published in 2005.2 The authors 
bought and analyzed 7 over-the-counter products advertised for 
[management] of sexual dysfunction. Two were contaminated with 
a signi! cant dose of sildena! l (about 30 mg) or tadala! l (just under 
20 mg). That’s signi! cant because patients don’t know that these 
products or the hundreds of other adulterated dietary supplements 
found by the FDA were contaminated with PDE5 inhibitors. Many 
patients who use these products are older men who have cardio-
vascular disease. It’s easy to imagine a man going to an emergency 
[department] for [management] of acute chest pain and not identify-
ing that he used a PDE5 inhibitor because he didn’t know there was 
a PDE5 inhibitor in the dietary supplement he used. If he is treated 
in the emergency department with an organic nitrate for angina, he 
is at signi! cant risk for life-threatening hypotension or cardiovas-
cular collapse leading to death. I submit that there have been deaths 
due to the adulterated products. We have no way of measuring how 
often this has happened and how great a threat adulterated dietary 
supplements are to public health.

A pertinent study published in The New England Journal of 
Medicine in 2015 focused on emergency department visits for 
adverse events related to dietary supplements.3 The authors 
calculated there were 23,005 annual emergency depart-
ment visits due to adverse events from dietary supplements. 
These visits resulted in over 2000 hospitalizations annually. 
The most implicated supplements in this study were used for 
weight loss, decreased energy, and sexual dysfunction.

Q. Are these products being tested in any way, and 
what sort of monitoring is being done in terms of
product safety?
A. The Dietary Supplement Health and Education Act 
[DSHEA] of 1994 removed the requirement for the FDA to 
review dietary supplements and approve them before they are 
marketed to the public. So any dietary supplement manufac-
turer can bring a drug to market without supervision or review 
of its manufacturing process and without identi! cation of 

Dietary supplements for urologic 
conditions may pose risks to patients
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possible adulteration. There are at least 75,000 
dietary supplements available to American[s]. 
It’s incumbent on the FDA to prosecute those 
dietary supplement manufacturers that produce 
adulterated products. But the FDA budget for 
oversight of these dietary supplements is too low 
for the FDA to review all products that come to 
market in the United States. It is a potentially 
dangerous situation, and the magnitude of the 
danger cannot be measured.

Q. How e!ective are these products?
A. We don’t know, because dietary supplements 
are not subjected to randomized, placebo-con-
trolled, double-blind studies. My personal opinion 
is that most are ineffective and many are useless. 
The drugs that are placed on the market for 
[management] of sexual dysfunction or low testos-
terone often get marketed under a suggestive name. 
...Desperate [individuals] try them and eventually 
realize they don’t work well or at all. Sales go down. 
The supplement manufacturer withdraws the 
supplement. Sometimes, maybe often, manufactur-
ers reformulate the supplement slightly and/or give 

it a new name. The marketing process is repeated 
all over again. If one compares current dietary 
supplements with older supplements, the contents 
are remarkably similar.

It’s important to recognize that [individuals] 
assume, incorrectly, that if a dietary supplement is 
advertised on television, online, or in print publi-
cations, the supplement has been reviewed, tested, 
and approved by some authority as being safe and/
or ef!cacious. But the DSHEA does not require 
such vetting. The American public is naive in think-
ing that dietary supplements have been reviewed 
and approved before their release to [commercial] 
markets. This means that it is up to individual[s] to 
evaluate the safety and ef!cacy of dietary supple-
ments. I don’t think [most individuals] have the 
scienti!c acumen to critically evaluate the safety and/
or ef!cacy of these products and their ingredients.

Q. What advice do you have for practicing 
urologists regarding these products?
A. Make your patients aware that there are fraudu-
lent, deceptive, and misleading advertising practices 
in the dietary supplement industry and that there 

are clandestinely contaminated products [that] are 
possibly dangerous to their health. Which prod-
ucts are safe and ef!cacious is unknown, as is the 
magnitude of the risk to patients. Patients should be 
encouraged to rely on treatments proven to be safe 
and ef!cacious through pharmaceutical studies and 
years of experience in the practice of urology and 
sexual medicine. •
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Perceptions of gender equity di! er 
between male and female urologists
HANNAH CLARKE
Assistant Editor, Urology Times®

R esults from a recent study found gender-
based differences in the perceptions and 
experiences of gender equity in urol-

ogy among all subspecialties analyzed.1 To assess 
perceptions of equity, the investigators used 
the Culture Conducive to Women’s Academic 
Success (CCWAS) questionnaire,2 “designed 
to measure how conducive the workplace is for 
women in academic positions,” according to 
the authors, led by Leigh H. Martin of Oregon 
Health & Science University in Portland.1 The 
instrument considers 4 dimensions of the work-
place: equal access, work-life balance, freedom 
from gender bias, and supportive leadership. 
Items are rated using a 5-point Likert scale, 
where a higher score indicates a more favorable 
environment for women.

The institutional review board–approved ques-
tionnaire was sent to 6 entities: the Society of 
Urologic Oncology; the Endourological Society; 
Society of Genitourinary Reconstructive 
Surgeons; the Society of Pediatric Urology 
(SPU); the Society of Urodynamics, Female 
Pelvic Medicine & Urogenital Reconstruction 
(SUFU); and the American Urogynecologic 
Society (AUGS). SUFU and AUGS were 
grouped together for analysis, but respon-
dents who were members of both entities were 
instructed to complete only 1 survey. Each group 

contributed around 20% of the total responses, 
with SUFU and AUGS contributing the least 
number of responses (12%) and SPU contribut-
ing the greatest number of responses (27%).

Completed surveys were collected from 430 
participants, 35.3% of which were women and 
64.7% of which were men. Variables taken into 
consideration for analysis included gender, 
parental status, society of af! liation, years in 
practice, and private vs academic practice.

Results showed a statistically signi! cant differ-
ence in total CCWAS score for the variables of 
gender, parental status, and society. A further 
multivariate regression found only a statistically 
signi! cant result for gender.

Data indicated that male urologists found 
all-around practice culture to be more equi-
table than did their female colleagues, with a 
median CCWAS score of 203.5 for male respon-
dents compared with a median score of 162.5 
for female respondents (P < .0001). This differ-
ence in perception was found across all societies 
and within each subcategory, which consisted 
of the 4 dimensions of equal access, work-life 
balance, freedom from gender bias, and support-
ive leadership.

Each survey also included an open-ended text 
option for participants to share their thoughts 
on gender equity. Responses showed a consis-
tent theme among most women and some men of 
a hope for change in culture. Some participants 
shared lived experiences of microaggressions, 

including departmental requests for women to 
use nicer tones in their emails, include emojis 
to seem less aggressive, or wear dresses for the 
annual department photo.

Female respondents provided a higher number 
of potential interventions, including pay trans-
parency; sponsorship; continuing medical 
education training around diversity, equity, 
and inclusion topics; and calling for an intoler-
ance of sexual harassment. Male respondents 
had fewer suggestions for change, with multiple 
men saying they felt no further programming 
was necessary. A few men indicated that paren-
tal leave should be equitable and men should be 
encouraged to use it.

The study authors said they believe interven-
tions are necessary given that the percentage 
of women within the subspecialty was found to 
have no impact on the CCWAS scores for that 
group. In response to these data, the authors 
concluded, “In working toward gender equity, we 
must recognize that merely encouraging more 
women into the ! eld may be insuf! cient in and 
of itself.” •
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P hysicians and health care providers need 
to be aware of denial-of-service attacks 
that can freeze the responses of their 

computer networks.
Denial of service (DoS) and distributed 

denial of service (DDoS) attacks ! ood a server 
or network with requests that cause them to 
crash or signi" cantly reduce performance. That 
can interrupt business continuity by blocking 
patients or health care personnel from accessing 
electronic health records, software-based medi-
cal equipment, or websites to coordinate care, 
said the Analyst Note published February 13 by 
the Health Sector Cybersecurity Coordination 
Center (HC3) of the US Department of Health 
and Human Services.1

What’s worse, the attacks may serve as distrac-
tions to cover other computer attacks, such as 
stealing con" dential data, according to HC3. 
The agency predicted the problem will spread.

“Threat actors utilize DDoS attacks due to the 
cost effectiveness, and relatively low resources 
and technical skills needed to deploy this type 
of attack, as a hacker doesn’t have to install any 
code on a victim’s server,” the HC3 Analyst Note 
said. “Moreover, DDoS attacks are getting more 
sophisticated and complex while getting easier 
and cheaper to perpetrate as cyber criminals take 
advantage of the sheer number of insecure inter-
net-connected devices.”

This year, HC3 issued an Analyst Note 
describing the pro-Russian “hacktivist” group 
KillNet, which is targeting the US health and 
public health sector. Operating since January 
2022, KillNet is known for DDoS campaigns 
against entities in countries supporting Ukraine 
against Russia’s invasion there.

“While KillNet’s DDoS attacks usually do 
not cause major damage, they can cause service 
outages lasting several hours or even days,” 

according to HC3.
The DoS/DDoS problem spiked over the 

weekend of February 11, according to computer 
network company Cloud! are, which declared, 
“This was a weekend of record-breaking DDoS 
attacks.” The company said attacks peaked at 
50 million to 70 million requests per second, 
with the largest topping 71 million requests 
per second, originating from more than 30,000 
Internet protocol addresses. Those attacks were 
not related to KillNet or the Super Bowl, accord-
ing to Cloud! are.

HC3, the U.S. Cybersecurity & Infrastructure 
Security Agency (CISA), and the US National 
Institute of Standards and Technology all have 
recommendations for avoiding, detecting, and 
recovering from DoS/DDoS attacks.

• Enroll in a DoS protection service that 
detects abnormal traf" c ! ows and redirects traf-
" c away from your network.

• Create a disaster recovery plan to ensure 
successful and ef" cient communication, mitiga-
tion, and recovery in the event of an attack.

• Install and maintain antivirus software.
• Install a " rewall and con" gure it to restrict 

traf" c coming into and leaving your computer.
• Evaluate security settings and follow good 

security practices in order to minimalize the 
access other people have to your information.

The best way to detect and identify a DoS 
attack is by network traf" c monitoring and 
analysis. DoS/DDoS attacks may resemble 
nonmalicious availability issues, such as network 
problems or maintenance. Anyone who thinks 
they are experiencing an attack should contact 
network administrators and Internet service 
providers to con" rm the attacks and develop a 
recovery plan. •
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Threat of denial-of-
service cyberattacks is 
growing in health care
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Q. I read that Cleveland Clinic is now billing for portal 
messages and just received an email that our local hospi-
tal is doing the same thing. We are in a private urology 
group una!  liated with the hospital. Can we start billing 
for portal messages?
A. You are referring to the announcement that on November 
17, 2022, the Cleveland Clinic Foundation started billing for 
some messages sent from its MyChart portal.1 We can all agree 
that the number of portal messages received by practices is 
growing, which has both positive and negative implications for 
work and work! ow in the of" ce. The good news is that some of 
these interactions are billable; however, not every message can 
be charged. As with everything, the devil is in the details.

There are differences in billing for portal messages, currently 
allowed telephone services, and virtual evaluation and manage-
ment (E/M) services. For the busy medical practice, every minute 
counts. Providing quality medical care, trying to meet patient 
demand, and maintaining practice pro" tability is a balancing act. 
With the increase in portal messaging, some physicians would like 
to notify patients about a potential charge, even if it is a nonbill-
able message, merely to reduce the portal traf" c. Others have 
found the use of portal messaging for appropriate care a tremen-
dous asset to the practice and to their patients. In this new normal 
of medical practice, we would like to do a deeper dive into this 
topic to help those who are considering billing for portal messages 
by answering the following questions: Are there CPT codes that 
describe online E/M services? If so, what do they say? What are 
the rules and restrictions, and when can these messages be billed? 
Do patients need to give consent? Are patients charged? Does bill-
ing for these services lead to concerns about surprise billing, fraud, 
and insurance contract concerns? Are there medicolegal concerns? 
How are portal messages best used in the practice of urology?

Three CPT codes can be used to report online digital eval-
uation and management services:

• 99421: Online digital evaluation and management 
service, for an established patient, for up to 7 days 
cumulative time during the 7 days; 5-10 minutes

• 99422: Online digital evaluation and management 
service, for an established patient, for up to 7 days 
cumulative time during the 7 days; 11-20 minutes

• 99423: Online digital evaluation and management 
service, for an established patient, for up to 7 days 
cumulative time during the 7 days; 21 or more minutes

These online digital E/M services can be reported when a 
provider performs appropriate E/M for an established patient, 
and the services are differentiated by the amount of time 
spent over a period of 7 days. The online interaction must 
essentially provide the same services as an in-person or tele-
medicine interaction but by Health Insurance Portability and 
Accountability Act–compliant means such as a patient portal. 
It is a true E/M service and must be performed in lieu of 
another visit. The interaction must be medically necessary. It 
is typically patient initiated and responds to a new or worsen-
ing problem, but it is managed appropriately without needing a 
telemedicine or in-person interaction. The interaction should 
include a medically appropriate history, a note about review-
ing results and ordering testing, and the patient treatment 
performed. The service must take a minimum of 5 minutes of 
physician time, and clinical staff time cannot be used as part 
of that time. This means that answering simple questions in 
less than 5 minutes of provider time cannot be reported. The 
service can only be reported once every 7-day period, and the 
time should be combined if more than 1 portal service/inter-
action is required to perform the services within that 7-day 
period. It cannot be reported on the same date when the 
provider reports other E/M services.

What cannot be reported? Portal messages that aren’t true 
E/M services. For example, answering simple questions that 
take less than 5 minutes, communicating test results, call-
ing in medication re" lls, changing medications due to cost 
or formulary, handling messages that do not require clini-
cian expertise, and scheduling appointments do not qualify. If 
the online communication results in an in-person visit within 
7 days, the time or complexity of the portal message work 
is incorporated into the code selection of the in-person visit 
and the online service is not reported. One should not report 
these services if within a global period of a surgical procedure, 
unless unrelated.

What about patient consent? As always, it is important for 
patients to know what are and what are not billable services. 
Some institutions post their billing policies online and others 
may put them in their of" ces. However, patients rarely read 
these policies even when they sign them. Few patients are billing 
experts. Many patients believe that insurance covers every-
thing and do not understand the nuances of what is and what is 
not billable, and few understand whether they will be charged 
or whether they may be responsible for a co-pay or coinsurance. 

Be careful when charging 
for patient portal messages
Patient communication is key when implementing new policy
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And those already using portal services may think they have found a free 
access point to medical care. Therefore, we strongly recommend you clearly 
notify patients in advance that if they choose to receive online E/M services, 
they may be billed and have the option of considering an in-person or tele-
medicine service. Many have found that multiple noti!cations are required, 
including messaging in the patient portal. You should document this type of 
communication in addition to the clinical information required. In our expe-
rience, patients who receive surprise bills, no matter how small, tend to be 
dissatis!ed and are more likely to report dissatisfaction to their insurers. There 
is no such thing as too much communication. In fact, we have heard many 
stories of patients refusing to pay for online or telehealth services who then 
demand these services within days of refusing to sign agreements. In addition 
to effective and voluminous messaging and education, it is important to stick 
to your policies. Inconsistent application of these policies will lead to patient 
dissatisfaction, problems for your staff, and even more dire circumstances.

Is there a potential cost to patients? Of course. Their direct out-of-pocket 
costs depend on their insurance coverage, co-pay, and deductible status. 
Even if this is a covered service, patients may have an out-of-pocket charge, 
which makes consent and communication of the intent to bill even more 
important. For Medicare, if it is a covered service, like other services you 
provide, the patient may be responsible for at least 20% of the cost of the 
service if they do not have secondary insurance.

Is there a fraud and insurance contract risk? Of course. Anytime one bills a 
government payer for services, there is a risk of fraud if the criteria for billing 
are not met. One could also be at risk for audits and takebacks for incorrect 
use of these codes. Therefore, understanding what is reportable and having 
documentation to back up the submitted codes is of utmost importance. 
Private payers also have rules for use of these codes that are governed by your 
contracts; misuse could lead to takebacks, exclusion from plans, or worse.

Is there a medicolegal risk to performing digital E/M services? Of course. 
Anytime there is a patient interaction, there is risk. The biggest risk for these 
services is the lack of verbal and visual communication that occurs with 
a telemedicine or in-person E/M interaction. Physicians should strongly 
consider recommending an in-person visit in any patient interaction if the 
patient needs be seen and/or examined for their concern. As we all know, 
there is no in"ection in digital communication, so there are concerns for 
miscommunication. In short, this type of service should be reserved for 
those patient interactions where you are con!dent you can clearly understand 
the patient’s needs and clearly communicate your instructions.

Can one add digital E/M encounters to one’s business? There is a path 
to reimbursement. Many practices are seeing increased messaging, and 
demand for these types of services is growing. Both are key ingredients to 

any successful business line. With any new line of business, a group will 
need to determine what can be supported and how to market these services 
to patients. Before rolling out a new service line, the group will need to set 
parameters in which to operate, and these parameters may need adjustment 
by the patient. Although charging for these services may deter some patients 
from abusing the messaging system, it will likely create new challenges.

We agree that portal message traf!c can be challenging. However, the 
portal represents an opportunity to expand services in a manner that may 
ultimately save time, increase patient satisfaction, and improve ef!ciency and 
outcomes. With opportunity, there is risk. In urology, certain patient condi-
tions and disease states may qualify for billable online E/M services. To stay 
out of trouble, one needs to remember that these online E/M services are 
a substitute for an in-person E/M visit, requiring that billable portal-based 
services have a documented and medically necessary history, the ability to 
review and/or order pertinent tests, and a developed treatment and manage-
ment plan. Portal services that are not billable can also represent an ef!cient 
way to support patient care and be successfully incorporated into the medi-
cal practice with careful planning and analysis. Understand the rules and plan 
carefully. Communicate clearly to your group and your patients. •
REFERENCE
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I f you’re familiar with the genealogy of Medicare reim-
bursement systems, you might recognize this ancestral 
line: Physician Quality Reporting Initiative begat 

Physician Quality Reporting System, who married mean-
ingful use and was adopted by the Merit-Based Incentive 
Payment System (MIPS) and alternative payment models. It’s 
certainly more than one busy clinician can keep track of, but 
there’s a new member of the family: MVPs. It doesn’t stand 
for “most valuable players” but rather MIPS Value Pathways. 
I know you were just getting used to MIPS (also known as 
the “most impenetrable perplexing scheme”) after 6 years, but 
they are moving the cheese. In this article, I’ll tell you what 
you need to know about the MVP option as we understand it 
today—and why.

MVPs were conceived several years ago as a response to 
feedback that the traditional MIPS was complicated and 
burdensome and that many specialties (including urology) 
did not have relevant measures, resulting in an inability to 
compare similar clinicians. MVPs are best thought of as a 
specialty—a condition-speci! c reporting structure that would 
standardize the measures being reported—theoretically 
forming the basis for reduced reporting burdens, meaning-
ful comparisons, and relevant feedback to participants. The 
! rst 12 MVPs were rolled out for implementation in 2023 
(Table 12) and are most relevant to 15 specialties, but none of 
them are urology. Although MVPs are not restricted to those 
specialties, from a practical standpoint, they may not be feasi-
ble for clinicians of other specialties because of the activities 
needed to support the available measures. MVPs are currently 
voluntary, but we can watch the early adopters with inter-
est and anticipate the eventual rollout of urology MVPs. And 
here is the punch line: The Centers for Medicare & Medicaid 
Services (CMS) intends to sunset the traditional MIPS in the 
future and make MVPs mandatory.1 So pay attention.

All MVPs share a common structural paradigm: All clini-
cians must report the same measures in the Promoting 
Interoperability category as they did in the traditional MIPS. 
In addition, for 2023, all MVP participants must choose
1 of 2 population health measures: Measure 479: Hospital-
Wide, 30-Day, All-Cause Unplanned Readmission (HWR) 
Rate for the Merit-Based Incentive Payment System (MIPS) 
Groups or Measure 484: Clinician and Clinician Group Risk-
Standardized Hospital Admission Rates for Patients With 
Multiple Chronic Conditions. The data to calculate these 

public health measures are obtained from claims (no report-
ing required), and the measure is included as part of the 
quality category for scoring. Each MVP has a set of quality 
measures and improvement activities tailored to the specialty 
or condition addressed by the MVP. Participants must choose 
4 quality measures (instead of 6 in the traditional MIPS), and 
these must include 1 outcome measure. For the improvement 
activity category, participants can choose 2 medium- or
1 high-weighted activity from the MVP list (instead of
4 medium- or 2 high-weighted activities or 1 high- and
2 medium-weighted activities). The cost category of each 
MVP contains relevant measures to the condition or specialty. 
As with the traditional MIPS, the data are collected from 
claims. Because of this, participants in MVPs have a reduced 
burden for reporting quality measures and attesting to 
improvement activities, the same reporting considerations 
for Promoting Interoperability, and similar cost measures 
compared with the traditional MIPS.2

What about scoring? Remember that MVP is primarily a 
reporting paradigm; scoring is almost identical to that of the 
traditional MIPS. There same 4 categories exist, and they 
are given the same weight. Quality measures are scored on a 
benchmarking system (if benchmarks are available), and bonus 

points are awarded for complex patients as in the traditional 
MIPS. One important difference from the traditional MIPS is 
that clinicians can register as part of a subgroup and be scored 
at the subgroup level. For example, a large multispecialty 
group may have a subgroup that chooses a cardiology MVP, 
another that chooses an oncology MVP, a third that chooses a 

Move over, MIPS: 
MIPS Value Pathways are coming
Urologists should watch early adopters of MVPs to know what to expect
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to sunset the traditional MIPS 
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mandatory.1 So pay attention.
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rheumatology MVP, and several clinicians who 
do not choose any MVP. CMS will calculate 
MIPS scores for the individual, the group, and 
the MVP subgroups and award the highest of 
these as the !nal MIPS score.

How do you sign up for an MVP? As an indi-
vidual or group, you need to register between 
early April and late November of the report-
ing year and select an MVP and population 
health measure. If you elect to create a subgroup, 
you will need to provide CMS with a list of 
the members, a name, and a description of the 

subgroup. More detail is available in the imple-
mentation guide online.2

Can urologists report as MVPs? Although 
there is no of!cial urology MVP yet, some urol-
ogy individuals or groups could theoretically 
consider the Advancing Cancer Care MVP, 
primarily tailored to medical oncology and hema-
tology. Six of the 12 quality measures are actually 
in the urology specialty set of MIPS, and several 
improvement activities in this MVP could easily 
be attested to by urologists (Table 22). 
It is unclear to this author whether patients could 

be attributed to urologists for either of the popu-
lation health measures. Although urologists are 
not usually scored on this MVP’s cost measure—
total per capita cost—because of attribution rules, 
CMS has stated they will reweigh this category 
under certain circumstances: “If the af!liated 
group can’t be scored on any of the cost measures, 
the subgroup’s cost performance category will be 
reweighted to 0% and its weight will be redistrib-
uted to other performance categories.”2 In short, 
it might be feasible for urologists to report under 
this MVP.

TA B L E  1 .  MIPS VALUE PATHWAYS 20231

MIPS Value Pathway Relevant specialties per CMS Quality measures available Improvement activities avail-
able Cost measures

Advancing Rheumatology Patient 
Care Rheumatology 10 2 high

7 medium TPCC

Coordinating Stroke Care to 
Promote Prevention and Cultivate 
Positive Outcomes 

• Neurology
• Neurosurgical

• Vascular surgery
9 1 high

7 medium
Intracranial hemorrhage or 

cerebral infarction

Advancing Care for Heart Disease
• Cardiology

• Internal medicine
• Family medicine

13 2 high
8 medium 

• Elective outpatient PCI
• STEMI with PCI

• TPCC

Optimizing Chronic Disease 
Management

• Cardiology
• Internal medicine
• Family medicine

9a 3 high
11 medium TPCC

Adopting Best Practices and 
Promoting Patient Safety Within 
Emergency Medicine

Emergency medicine 9a 2 high
6 medium MSPB clinician

Improving Care for Lower 
Extremity Joint Repair Orthopedic surgery 7 3 high

6 medium 

• Elective primary hip
• Arthroplasty

• Knee arthroplasty

Patient Safety and Support of Pos-
itive Experiences With Anesthesia Anesthesiology 7 4 high

5 medium MSPB clinician

Advancing Cancer Care • Oncology
• Hematology 12a 3 high

9 medium TPCC

Optimal Care for Kidney Health Nephrology 8 3 high
8 medium

• AKI requiring new inpatient 
dialysis
• TPCC

Optimal Care for Patients With 
Episodic Neurological Conditions Neurology 10 2 high

11 medium MSPB clinician

Supportive Care for
Neurodegenerative Conditions Neurology 13 2 high

11 medium MSPB clinician

Promoting Wellness
• Preventive medicine

• Family medicine
• Internal medicine geriatrics

14a 5 high
8 medium TPCC

AKI, acute kidney injury; CMS, Centers for Medicare & Medicaid Services; MIPS, Merit-Based Incentive Payment System; MSPB, Medicare spending per beneficiary; PCI, percutaneous coronary intervention; STEMI, 
ST-segment elevation myocardial infarction; TPCC, total per capita cost.
aIncludes Consumer Assessment of Healthcare Providers and Systems for MIPS Clinician/Group Survey.
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What would a true urology MVP look like? 
Upon the common foundation of Promoting 
Interoperability measures and the population 
health measure, we might see a set of 10 qual-
ity measures that relate to common conditions: 
prostate cancer, stone disease, and lower urinary 
tract symptoms (processes and outcomes). The 
Consumer Assessment of Healthcare Providers 
and Systems Clinician & Group Survey is a stan-
dardized measure of patient experience with 
care of acute and chronic conditions that could 
be included as an option for a urology MVP. 
The same generic improvement activities in the 
Advanced Cancer Care MVP would be appro-
priate for urology. Finally, the best cost measure, 
which is already developed, could be the Renal 
or Ureteral Stone Surgical Treatment episode-
based measure. This combination of measures 
relevant to urology and reduced reporting 
burden could be a meaningful step forward in 
linking value to reimbursement.

THE BOTTOM LINE AND WHY IT MATTERS
CMS has stated its intention to sunset the tradi-
tional MIPS and move to MVPs. MVPs are 
to some extent a reorganization of MIPS cate-
gories and measures to encourage clinicians to 
report and be held accountable along specialty or 
condition lines, which they have been clamoring 
for. MVPs require fewer measures and ease the 
reporting burden. Just as in the early days of the 
traditional MIPS, however, specialties such as 
urology do not yet have MVP options to partic-
ipate in the new paradigm. The core reason for 
this is the unavailability of mature and relevant 
quality measures in the specialty and the MIPS. 
Until that changes, MVP may stand for more of 
a “minimally viable product” for urologists than 
a “more valuable paradigm.” •
REFERENCES
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TA B L E  2 .  ADVANCING CANCER CARE MIPS VALUE PATHWAY MEASURES2

Quality measure Improvement activity (weight)

Q047: Advance Care Plana,b
IA_BE_4: Engagement of Patients Through 

Implementation of Improvements in Patient Portal (me-
dium)

Q134: Preventive Care and Screening: Screening for 
Depression and Follow-Up Planb

IA_BE_6: Regularly Assess Patient Experience of Care and 
Follow Up on Findings (high)

Q143: Oncology: Medical and Radiation - Pain Intensity 
Quantifieda

IA_BE_15: Engagement of Patients, Family, and 
Caregivers in Developing a Plan of Care (medium)

Q144: Oncology: Medical and Radiation - Plan of Care 
for Paina IA_BE_24: Financial Navigation Program (medium)

Q321: CAHPS for MIPS Clinician/Group Surveya,b
IA_CC_1: Implementation of Use of Specialist Reports 
Back to Referring Clinician or Group to Close Referral 

Loop (medium)

Q450: Appropriate Treatment for Patients With Stage I 
(T1c) - III HER2 Positive Breast Cancera,c IA_CC_17: Patient Navigator Program (high)

Q451: RAS (KRAS and NRAS) Gene Mutation Testing 
Performed for Patients With Metastatic Colorectal Cancer 
Who Receive Anti-Epidermal Growth Factor Receptor 
(EGFR) Monoclonal Antibody Therapyc

IA_EPA_1: Provide 24/7 Access to MIPS Eligible Clinicians 
or Groups Who Have Real-Time Access to Patient’s 

Medical Record (high)

Q452: Patients With Metastatic Colorectal Cancer and 
RAS (KRAS or NRAS) Gene Mutation Spared Treatment 
With Anti-Epidermal Growth Factor Receptor (EGFR) 
Monoclonal Antibodiesa,c

IA_PCMH: Electronic Submission of Patient Centered 
Medical Home Accreditation

Q453: Percentage of Patients Who Died From Cancer 
Receiving Chemotherapy in the Last 14 Daysa,b

IA_PM_14: Implementation of Methodologies for 
Improvements in Longitudinal Care Management for High 

Risk Patients (medium)

Q457: Percentage of Patients Who Died From Cancer 
Admitted to Hospice for Less Than 3 daysb,d

IA_PM_15: Implementation of Episodic Care 
Management Practice Improvements (medium)

Q462: Bone Density Evaluation for Patients With Prostate 
Cancer and Receiving Androgen Deprivation Therapyb

IA_PM_16: Implementation of Medication Management 
Practice Improvements (medium)

PIMSH2: Oncology: Utilization of GCSF in Metastatic 
Colorectal Cancera,c IA_PM_21: Advance Care Planning (medium)

Promoting Wellness IA_PSPA_16: Use of Decision Support and Standardized 
Treatment Protocols (medium)

CAHPS, Consumer Assessment of Healthcare Providers and Systems; MIPS, Merit-Based Incentive Payment System.
aHigh priority.
bMeasure is in MIPS 2023 urology specialty set.
cMeasure not applicable to urology.
dOutcome.
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would like assistance 
with your individual 
investment strategy, 
please email 
witz@mediqus.com.

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.

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

H ow much money do you need to retire? That’s the hot 
topic of discussion among physicians across the coun-
try. Many of them use online tools, some simply make 

a guess based on what their colleagues or relatives have done, 
and others follow what they have read or seen in various ! nan-
cial media. Unfortunately, these cookie-cutter, one-size-! ts-all 
approaches are unlikely to achieve your speci! c goals, and you 
may risk running out of money too soon or leaving money on 
the table you could use to enhance your quality of life.

To increase your likelihood of enjoying retirement without 
! nancial worries, you need to have enough money saved based 
on your own situation. A variety of factors should affect your 
analysis, and inaccurate estimates for any of them can leave 
you with too little or too much in savings. Here are some of 
the more signi! cant factors to focus on.

Retirement income needs. You can ! nd various rules of 
thumb indicating you need anywhere from 60% to more than 
100% of your preretirement income. On the surface, it may 
seem like you would need less than the latter amount.

However, look carefully at your current expenses and the 
amount you plan to spend each month or year before decid-
ing how much you’ll need. If you pay off your mortgage, stay 
in good health, live in an area with a low cost of living, and 
engage in inexpensive hobbies, then you might get by with 
less than 100% of your preretirement income. However, if 
you plan to travel extensively, pay for health insurance, and 
maintain signi! cant debt levels, even 100% of your previous 
income may not be enough. Also, depending on your age, can 
you rely on Social Security being available for you? You need 
to take a close look at your cash " ows, expenses, and planned 
retirement activities to determine a reasonable estimate.

Retirement age. When you plan to retire determines 
how long you must save for and how long investment returns 
can compound. Many physicians would like to retire before 
the age of 65, but that typically requires signi! cant personal 
savings. You want to be sure your retirement savings and 
other income sources will support you for what could be a 
lengthy retirement. Even reducing or extending your retire-
ment age by a couple of years can signi! cantly affect the 
ultimate amount you need.

Life expectancy. Most individuals consider average life 
expectancy when estimating the length of their retirement. 
Keep in mind that an average life expectancy means you have 
a 50% chance of living beyond that age and a 50% chance of 
dying before that age. Since you can’t be sure which will apply 
to you, it’s better to assume you’ll live at least a few years past 
your estimated life expectancy. Erring on the side of outliv-
ing your life expectancy will help ensure you don’t run out of 
money too soon.

Rate of return. A few years ago, many retirement plans 
were calculated using high rates of return. At minimum, make 
sure your expectations are based on average returns over a 
long period. You might want to be more conservative, assum-
ing a rate of return lower than long-term averages suggest. 
Even a small difference in your estimated and actual rate of 
return can make a big difference in your ultimate savings.

Infl ation. Even modest levels of in" ation can signi! cantly 
affect the purchasing power of your money over long time 
periods. For example, after 30 years of 2% in" ation, your port-
folio’s purchasing power will decline by 45%.

Although in" ation has been unusually high recently, long-
term average in" ation rates tend to be lower. The Federal 
Reserve System typically targets a 2% to 3% in" ation rate 
as healthy for the US economy. Consider a long-term aver-
age rate of in" ation, because your retirement could last for 
decades.

Retirement tax rate. If you save signi! cant amounts in 
tax-deferred investments that are taxable when withdrawn, 
your tax rate can signi! cantly affect the amount you’ll have 
available for spending. You may ! nd your tax rate is the same 
or higher after retirement depending on distributions from 
retirement accounts, business interests, investment proper-
ties, or changes to the US tax code between now and when 
you retire. It is best to overestimate your tax rate to ensure you 
have enough savings.

As you can see, there is no simple or universal answer to 
the retirement feasibility question. Many factors must be 
examined. Your ! nancial adviser should be able to assist 
and give you the guidance you need to attain the goal of a 
successful retirement. •

Consider these factors when 
weighing retirement feasibility
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Speak Out      INTERVIEWS WITH RANDOMLY SELECTED UROLOGISTS ON HOT-BUTTON ISSUES  COMPILED BY KAREN NASH

What was your reaction when you heard 
urology was considered the most stressful 
job in the United States?

I didn’t believe it, and I’m still not quite 
there. An [individual’s] perspective on 

what’s stressful depends entirely on the [individ-
ual] themself. So 2 [individuals] can do the same 
job, and one might ! nd it stressful, whereas 
another ! nds it easy to manage.

It’s hard for me to believe urology’s the most 
stressful job, although it’s very stressful. You’re 
dealing with sensitive topics. A lot of [the] time, 
[patients’] expectations cannot be met, even 
when you deliver that up front.

I don’t put much stock in the report, but I can’t 
dismiss it either. Most jobs that deal with inti-

mate issues of patient health will 
cause stress both for the patient 
and the provider. I can easily say it’s 
stressful, but not necessarily more 
stressful than an obstetrician deliv-
ering [newborns] every hour of the 
day or a cardiac surgeon where your 

patients are always [at high risk] of death. 
I only have the perspective of seeing pediatric 

urologists every day, and for one of my partners, 
I see the stress on a regular basis. It’s a taxing 
job for that doctor, but they’re also very good at 
what they do. I can see how someone could easily 
respond that way within our group, but if you 
surveyed me, I would not say that. [In] the past 
few years, burnout is incredibly prevalent at all 
levels of medicine, not just [in] urology. Part of 
the stress is caused by external factors that have 
made it harder to practice [in] the past few years.”

Aaron Bayne, MD
Portland, Oregon

At ! rst, I was surprised for 2 reasons: 
! rst, [because of] our training, physi-

cians tend to normalize stress. Medicine attracts 
[individuals] who are drawn to that sort of 
demand on themselves.

Second, although I only know urology, many 
medical ! elds deal with patients [with more 
disease] and acute medical issues. Very few 

things are considered urologic emergencies. We 
don’t [see] patients dying all the time; we deal 
with a lot of quality-of-life issues.

The older generation of urologists had it pretty 
good for a number of years. Then they [expe-
rienced] declining reimbursement, dif! culty 
recruiting new partners, and more administra-
tive burdens. That ties in with burnout.

Younger [physicians] come in expecting to 
earn all this money, [thinking] life will be great. 
And the next thing they know, they’re taking 
10 days [on] call and are running between 
[emergency departments], ORs [operating 
rooms], and [the] clinic. I hypothesize there’s a 
misalignment between the urologists’ mindset 
going in and reality.

I buy that declining income could be stressful. 
Urology is the second oldest specialty, so if we’re 
talking about a urologist in practice for 25 or 30 
years, they see the real effect every single year of 
working harder to make less money.

When I was hospital employed, I felt that 
stress [and] the lack of autonomy. 
I’m not as stressed now because 
I’m creating a practice. It’s exceed-
ing my expectations, and I’m doing 
exactly what I want to do as a solo, 
private practitioner.”

Joseph Pazona, MD
Nashville, Tennessee

 I was a little taken aback by that. At 
some points, I can completely relate. Other 

days, I [think], ‘Aw, come on. It can’t be worse than 
being an airline pilot right now.’

[But] I believe it. I’m only 37 years old, and 
I had a stroke about 2 years ago, not necessar-
ily because of stress. It was a total " uke, but I 
wonder sometimes.

[I think about] the increasing demand that 
falls on the physician from regulation, insurance 
companies, [and] growing hospital administra-
tion staff. The expectations are much higher, 

and for urologists, when it comes to dealing with 
those very speci! c issues that require a lot of 
tact—when you’re dealing with male and female 
genitalia—expectations are certainly high as 
well. And in that regard, expectations are not 

always realistic. We’re constantly 
! ghting about other [individuals’] 
expectations, and I think that may 
be why.

But there are those rare days 
when everything goes well, and 
every patient you see in the of! ce 

has 0 complications and no issues whatsoever. 
Then it seems a pure joy. They seem a little 
less frequent, but I couldn’t see myself doing 
anything else.”

Bevan Choate, MD
Albuquerque, New Mexico

I was surprised. My mentality is [that] if 
you think about anything too much, you 

manifest it. You have to stay positive. If you 
focus on this as stressful, you’ll stress yourself 
out. You’ve got [to] try to see the upside.

I don’t think the urologists I know are more 
stressed than a lot of other [physicians]. It 
depends on who they ask. If I had to guess, a 
lot of stress stems from a staf! ng squeeze, but 
everybody’s dealing with it.

When I was a student, urology fell into one of 
those categories allowing for a better lifestyle. 
But I don’t know [whether] that promise was 

delivered, and maybe that’s where 
that response is coming from.

It is very dif! cult, and there are 
some very dif! cult days. But there 
are more days when there’s that 
payoff that you’re doing import-
ant work. You’re helping [patients] 

get to a better place in their life.”

Kevin Krugho! , MD
Springfi eld, Oregon

KRUGHOFF

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

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

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

loan assistance and moving expenses. 

JOIN ONE OF THE FASTEST GROWING GROUPS IN THE COUNTRY!

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

Site visits are being scheduled!  
Contact Audrey Barker,Vice President Physician Recruitment 

(740) 607-5924 (cell) | abarker@us-uro.com 

HIRING
BC/BE UROLOGISTS

CENTRAL NEW YORK
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Citizens Bank N.A., Providence, RI, The Bancorp Bank, Philadelphia, PA, and First Fresno Bank, Fresno CA. American Express may 
require separate approval. *Durbin regulated Check Card percentage rate. A per transaction fee will also apply. **Some restrictions 
apply. This advertisement is sponsored by an ISO of North American Bancard. Apple Pay is a trademark of Apple.

WWW.NYNAB.COM

REDUCE YOUR CREDIT CARD 
PROCESSING FEES

! FREE Credit Card Terminal Placement Wireless/Landline/High-Speed/Dial-Up

! Easy setup (with no setup fees and quick approvals)

! Seamless integration with your current POS
! $295** towards your early termination fee (if you have one) with your current processor
! Access to Payments Hub - our secure, online merchant portal
! Free paper**

Rates as low as .05%*

Accept EMV/NFC
(Apple Pay, ETC.) EBT,

Snap, Checks and more

Next Day Funding with 
weekend settlement

with
4G / Wifi
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Send digital receipts: 
Email or SMS a receipt

Send Invoices
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with
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EDGE: The Best CASH DISCOUNT PROGRAM 
from North American Bancard
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The Department of Surgery at the University of Vermont College of Medicine is seeking a board 
certified/board eligible Urologist in The Division of Urology. The successful candidate will receive 
an appointment at the Assistant/Associate Professor/Full Professor level, commensurate with 
qualifications, in the clinical scholar pathway and must have completed a board approved urology 
residency, be eligible for medical licensure in the State of Vermont and eligible to work in the 
United States. Advanced training in oncology / robotic surgery with experience in the management 
of complex genito-urinary oncology patients is preferred. Duties will also include general urologic 
patient care opportunities aligned with the teaching of medical students and urology residents.

All applicants must be board certified/board eligible in all aspects of Urology and have experience in 
the administrative, teaching, clinical, and research activities of an academic division. This is a full-time, 
12-month, salaried position with attending staff privileges at the University of Vermont Medical Center.

Located in Burlington, the University of Vermont and the University of Vermont Medical Center 
serve as Vermont’s only academic medical center.  It is the only ACS verified Level 1 trauma center 
in the state and provides tertiary care to patients from Vermont and Northern NY.  Burlington is a 
vibrant community located on the shores of Lake Champlain, between the Adirondack and Green 
Mountains.  With year-round recreational opportunities, safe communities and excellent schools, 
this progressive community has been frequently cited as one of the most livable cities in the U.S.

Interested individuals should apply online at https://www.uvmjobs.com/ 
postings/61057 (position number 00020426). 

Inquiries may be directed to Mark Plante, MD, FRCS(C), FACS, Chief of Urology,  
via Kristin Allard at Kristin.Allard@uvmhealth.org

UROLOGIST  
!ASSISTANT PROFESSOR/ASSOCIATE PROFESSOR/PROFESSOR"

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.

VERMONT



34 | MARCH 2023 UrologyTimes.com

Malpractice Consult

This column will compare 2 cases that appear similar but 
for which different outcomes were reached. The different 
outcomes in the following cases highlight the nuances that 

can mean the difference between liability being established for a 
practitioner accused of malpractice and a verdict in their favor.

CASE 1
A man presented to the urology department of a US Department 
of Veterans Affairs medical center on October 9, 2009. After 
performing testing, a urologist determined that the patient had 
an abnormally high prostate-speci! c antigen (PSA) level. The 
patient was instructed to return for a follow-up visit in 4 months, 
but he never returned.

In August 2011, the patient presented to a physician’s assis-
tant (PA). The PA recorded an increasing PSA level and ordered 
a urology consultation. A biopsy was performed on November 
30, 2012, more than 3 years after the patient’s ! rst urology visit. 
The patient received a diagnosis of prostate cancer. The pros-
tate cancer metastasized, and the patient had to undergo external 
beam radiation and hormone therapy.

The patient ! led a complaint against the initial urologist on 
October 4, 2013, alleging negligence and seeking $10 million in 
damages. The patient-plaintiff argued that his initial PSA level was 
suggestive of prostate cancer. The defense claimed that the urologist 
instructed the patient to make a 4-month follow-up appointment. 
The urologist contended that cancer seemed unlikely at the initial 
visit and said his diagnosis had been benign prostatic hyperplasia.

The issue proceeded to a bench trial, where a judge (instead of 
a jury) decided issues of fact. After 4 days, the judge determined 
that the urologist violated the standard of care by failing to explain 
the signi! cance of the follow-up appointment and the elevated 
PSA level. The patient was not found contributorily negligent even 
though he failed to schedule a follow-up appointment. The judge 
awarded the patient $1.93 million on January 22, 2018.

CASE 2
On March 18, 1999, a 59-year-old man was examined by a urologist 
who concluded that he had prostatitis. The patient’s PSA level was 
4.4 ng/mL. The urologist prescribed an antibiotic to address the 

in" amed prostate and told the patient to come back in 2 months to 
recheck his PSA level. The patient did not return until February 1, 
2000. However, his PSA level was within normal limits at that time. 
The patient didn’t see the urologist again until March 5, 2002.

On June 24, 2002, the patient received a diagnosis of prostate 
cancer with a Gleason score of 9. The patient sued the urologist 
for medical malpractice, seeking more than $3 million in damages. 
The patient-plaintiff argued the urologist should have performed 
a biopsy on his ! rst visit, informed him that he might have pros-
tate cancer, and scheduled him for the repeat PSA test rather than 
leaving it up to him. The patient contended that if the urologist 
had explained that an elevated PSA level indicated prostate cancer, 
he would have scheduled his follow-up appointment. The defense 
argued that the urologist’s initial diagnosis was appropriate and that 
the patient was at fault for not following the urologist’s advice to 
schedule a follow-up within 2 months. After an 8-day trial, a jury 
deliberated for 40 minutes and rendered a verdict for the defense, 
! nding that the urologist did not breach the standard of care.

CONCLUSION
The different outcomes in the preceding cases highlight the 
contextual nature of medical care. Both cases involve a urolo-
gist determining a patient’s PSA level. In both cases, the urologist 
instructs the patient to schedule a follow-up appointment but fails 
to fully explain the signi! cance of the elevated PSA level. The 
patient fails to schedule or attend follow-up appointments and 
subsequently receives a diagnosis of prostate cancer. However, in 
the ! rst case, the urologist violated the standard of care, whereas 
the urologist in the second case did not. This is most likely due to 
the technical difference in information available to the urologists 
during the initial visit.

These minor technical differences are why medical experts are 
necessary to establish the requisite standard of care. Experts iden-
tify for the jury or judge what conditions or circumstances were 
essential for the physicians’ decision-making process. The expert 
then gives their opinion on whether the physician, under similar 
conditions and circumstances, would have done what the physi-
cian in question failed to do. The jury is not required to adopt the 
expert’s opinion but must use it to consider the facts. •

Expert testimony is necessary 
to establish standard of care
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