
Landmark studies have led to FDA 
approvals of new treatments for 
BPH/lower urinary tract symp-
toms (LUTS), updates to the AUA’s 

clinical guidelines for surgical treatment of 
BPH-related symptoms, and amended AUA 
guidelines that reflect still newer research. 
But with so much new research data released 
in the past 2 years alone, which studies were 
most impactful?

Urology Times interviewed four leading urol-
ogists who are experts in BPH to get their take 
on the most important BPH studies of 2018 
and 2019. Based on these conversations, the 
following studies stood out.

Aquablation vs. TURP
A 2018 study known as WATER was a dou-
ble-blind, randomized, controlled trial com-
paring Aquablation versus transurethral 

resection of the prostate (TURP) (J Urol 2018; 
199:1252-61).

“This is the first study that actually got 
Aquablation approved by the FDA,” said study 
co-author Alexis E. Te, MD, professor of urol-
ogy at Weill Medical College of Cornell Uni-
versity and director of the urology program 
at the Iris Cantor Men’s Health Center, New 
York. “It is one of the studies that greatly influ-
enced the AUA’s decision to amend the AUA 
guidelines for surgical treatment of BPH.”

In this study, 181 patients with moderate 
to severe LUTS related to BPH underwent 
TURP or Aquablation. After 6 months, the 
Aquablation patients demonstrated “noninfe-
rior symptom relief” and a lower risk of sexual 
dysfunction, with the biggest improvements in 
safety and efficacy shown in men with larger 
prostates (50 to 80 mL). The AUA guideline on 
surgical treatment of BPH was subsequently 
amended to state, “Aquablation may be offered 
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PARP inhibitor significantly extends rPFS
vs. hormonal therapy

Wayne Kuznar / UT Correspondent

BARCELONA, SPAIN—The PARP inhibitor olaparib 
(Lynparza) significantly extended radiographic pro-
gression-free survival (rPFS) compared with physi-
cian’s choice of hormonal therapy in men with meta-
static castration-resistant prostate cancer (mCRPC) 
who had defects in genes involved in DNA repair 
mechanisms.

In the phase III PROfound study, olaparib improved 
median rPFS by about 4 months compared with phy-

sician’s choice of abirterarone (ZYTIGA) or enzalut-
amide (XTANDI) in men with mCRPC who had 
alterations in BRCA1, BRCA2, or ATM, reported 
Maha Hussain, MD, deputy director, Robert H. Lurie 
Comprehensive Cancer Center, Northwestern Uni-
versity, Chicago.

In this cohort, median rPFS was 7.39 months in 
those assigned to olaparib compared with 3.55 months 
in patients assigned to treatment with abiraterone or 
enzalutamide (HR 0.34; p<.0001).

Objective response rate, time to pain progression also favor olaparib, phase III data indicate

See PARP INHIBITOR, on page 22

OAB/INCONTINENCE
Clinical Updates Single-use, 
reusable catheters show similar urinary 
tract infection rates

BLADDER CANCER
Journal Article of the Month Survival rates 
appear comparable for robotic, open cystectomy

KIDNEY STONES
Clinical Updates ER visit rates higher 
when sheath used during URS

SEXUAL DYSFUNCTION
Clinical Updates Study: ED 
questionnaire lacks crucial questions

Inside

Leading research in 2018-’19 changes 

Top studies move BPH 
treatment forward

TOP 5
  BPH STUDIES           
     IN 2018-’19

Double-blind, 
randomized, 

controlled trial of 
Aquablation vs. TURP 
(J Urol 2018; 199:1252-61)

Comprehensive database review 
on the use of the prostatic 

urethral lift (UroLift) (Cochrane 
Database Syst Rev 2019; 5:CD012832)

4-year outcomes in men 
treated with Rezum System 

water vapor thermal therapy 
(Urology 2019; 126:171-9)

PSA and PSA density in predict-
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holmium laser enucleation of the prostate 
(J Urol Sept. 5, 2019 [Epub ahead of print])

Risk of dementia in individuals using anticholiner-
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(JAMA Internal Medicine 2019; 179:1084-93)
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In a randomized, double-blind, placebo-controlled, phase 3 trial of patients at high risk of recurrent RCC following nephrectomy (N=615)

SUTENT® (sunitinib malate) provided patients with a 14.4-month increase in median DFS benefi t vs placebo

•  DFS (disease-free survival) events occurred in 
113 (36.6%) and 144 (47.1%) patients receiving 
SUTENT and placebo, respectively

•  The 5-year DFS rate was 59.3% and 51.3% 
for patients receiving SUTENT and placebo, 
respectively

This translates to an 8% absolute risk reduction 
in disease recurrence or death vs placebo at 
5 years

•  For overall survival (OS), which was a secondary 
endpoint, data were not mature at the time of 
data cutoff of the DFS analysis (April 7, 2016), 
with 141/615 (23%) patient deaths

NR=not reached; UISS=University of California Los Angeles Integrated Staging System.

INDICATION
SUTENT® (sunitinib malate) is indicated for the adjuvant treatment of adult 
patients at high risk of recurrent RCC following nephrectomy.

IMPORTANT SAFETY INFORMATION
•  Boxed Warning/Hepatotoxicity: Hepatotoxicity has been observed in 

clinical trials and postmarketing experience. Hepatotoxicity may be 
severe, and in some cases fatal. Monitor hepatic function and interrupt, 
reduce, or discontinue dosing as recommended. Fatal liver failure has 
been observed. Monitor liver function tests before initiation of treatment, 
during each cycle of treatment, and as clinically indicated. Interrupt SUTENT 
for Grade 3 or 4 drug-related hepatic adverse reactions and discontinue if 
there is no resolution. Do not restart SUTENT if patients subsequently 
experience severe changes in liver function tests or have signs and 
symptoms of liver failure.

•  Cardiovascular events, including myocardial ischemia, myocardial 
infarction, left ventricular ejection fraction declines to below the lower limit 
of normal, and cardiac failure, including death, have occurred. Monitor 
patients for signs and symptoms of congestive heart failure. Discontinue 
SUTENT for clinical manifestations of congestive heart failure. In patients 
without cardiac risk factors, a baseline evaluation of ejection fraction should 
be considered. Baseline and periodic evaluations of left ventricular ejection 
fraction should also be considered while these patients are receiving SUTENT. 

•  SUTENT can cause QT prolongation in a dose-dependent manner, which may 
lead to an increased risk for ventricular arrhythmias including Torsades de 
Pointes, which has been seen in <0.1% of patients. Monitor patients who 
are at higher risk for developing QT interval prolongation, including those 
with a history of QT interval prolongation, patients who are taking 
antiarrhythmics, and patients with relevant pre-existing cardiac disease, 
bradycardia, or electrolyte disturbances. Consider monitoring 
electrocardiograms and electrolytes. Concomitant treatment with strong 
CYP3A4 inhibitors may increase sunitinib plasma concentrations and dose 
reduction of SUTENT should be considered.

•  Hypertension may occur. Monitor blood pressure and treat as needed with 
standard antihypertensive therapy. In cases of severe hypertension, temporary 
suspension of SUTENT is recommended until hypertension is controlled.

•  Hemorrhagic events, including tumor-related hemorrhage, and viscus 
perforation (both with fatal events) have occurred. These events may occur 
suddenly, and in the case of pulmonary tumors may present as severe and 
life-threatening hemoptysis or pulmonary hemorrhage. Perform serial 
complete blood counts (CBCs) and physical examinations.

•  Cases of tumor lysis syndrome (TLS) (some fatal) have been reported. 
Patients generally at risk of TLS are those with high tumor burden prior to 
treatment. Monitor these patients closely and treat as clinically indicated.

•  Thrombotic microangiopathy (TMA), including thrombotic thrombocytopenic 
purpura and hemolytic uremic syndrome, sometimes leading to renal failure 
or a fatal outcome, has been reported in patients who received SUTENT as 
monotherapy and in combination with bevacizumab. Discontinue SUTENT in 
patients developing TMA. Reversal of the effects of TMA has been observed 
after treatment was discontinued.

•  Proteinuria and nephrotic syndrome have been reported. Some of these 
cases have resulted in renal failure and fatal outcomes. Monitor patients for 
the development or worsening of proteinuria. Perform baseline and periodic 
urinalysis during treatment, with follow-up measurement of 24-hour urine 
protein as clinically indicated. Interrupt treatment for 24-hour urine protein 
≥3 grams. Discontinue for repeat episodes of protein ≥3 grams despite dose 
reductions or nephrotic syndrome.

•  Dermatologic toxicities: Severe cutaneous reactions have been reported, 
including cases of necrotizing fasciitis, erythema multiforme (EM), 
Stevens-Johnson syndrome (SJS), and toxic epidermal necrolysis (TEN), some 
of which were fatal. If signs or symptoms of EM, SJS, or TEN are present, 
discontinue SUTENT treatment. If a diagnosis of SJS or TEN is suspected, 
treatment must not be restarted.

•  Necrotizing fasciitis, including fatal cases, has been reported, including of 
the perineum and secondary to fi stula formation. Discontinue SUTENT in 
patients who develop necrotizing fasciitis.

•  Thyroid dysfunction may occur. Monitor thyroid function in patients with 
signs and/or symptoms suggestive of thyroid dysfunction, including 
hypothyroidism, hyperthyroidism, and thyroiditis, and treat per standard 
medical practice.

FINISHED. BUT NOT DONE.

MOST COMMON ADVERSE REACTIONS (ARs)

•  The most common ARs reported in ≥20% of patients receiving SUTENT for adjuvant treatment of RCC and more commonly than in 

patients given placebo (all grades, vs placebo) were mucositis/stomatitis (61% vs 15%), diarrhea (57% vs 22%), fatigue/asthenia 

(57% vs 34%), hand-foot syndrome (50% vs 10%), hypertension (39% vs 14%), altered taste (38% vs 6%), nausea (34% vs 15%), 

dyspepsia (27% vs 7%), abdominal pain (25% vs 9%), hypothyroidism/TSH increased (24% vs 4%), rash (24% vs 12%), bleeding events, 

all sites (24% vs 5%), and hair color changes (22% vs 2%)

STUDY DESIGN1

•  A multicenter, international, randomized, double-blind, placebo-controlled, phase 3 trial in patients at high risk of recurrent RCC 
following nephrectomy

• Patients were required to have clear-cell histology and high risk of recurrence (defi ned as ≥T3 and/or N+ tumors)

•  615 patients were randomized 1:1 to receive either 50-mg SUTENT or placebo once daily on a schedule of 4 weeks on treatment 
followed by 2 weeks off 

  Treatment was initiated 3 to 12 weeks postnephrectomy

  Unscheduled dose interruption and/or dose reduction to a minimum of 37.5 mg of SUTENT was allowed 

  Treatment continued for 9 cycles (~1 year) or until disease recurrence, unacceptable toxicity, or withdrawal of consent

• The primary endpoint of DFS was assessed by blinded independent central review (BICR)

• Secondary endpoints included OS and safety

LEARN MORE AT WWW.SUTENTHCP.COM

•  Hypoglycemia may occur. SUTENT can result in symptomatic hypoglycemia, 
which may lead to a loss of consciousness or require hospitalization. 
Reductions in blood glucose levels may be worse in patients with diabetes. 
Check blood glucose levels regularly during and after discontinuation of 
treatment with SUTENT. Assess if antidiabetic drug dosage needs to be 
adjusted to minimize the risk of hypoglycemia.

•  Osteonecrosis of the jaw (ONJ) has been reported. Consider preventive dentistry 
prior to treatment with SUTENT. If possible, avoid invasive dental procedures, 
particularly in patients receiving intravenous bisphosphonate therapy.

•  Impaired wound healing has occurred with SUTENT. Temporary interruption 
of therapy with SUTENT is recommended in patients undergoing major 
surgical procedures. There is limited clinical experience regarding the timing 
of reinitiation of therapy following major surgical intervention. Therefore, the 
decision to resume SUTENT therapy following a major surgical intervention 
should be based on clinical judgment of recovery from surgery.

•  Embryofetal toxicity and reproductive potential 
Females: SUTENT can cause fetal harm when administered to pregnant 
women. Advise pregnant women of the potential risk to a fetus. Advise 
females of reproductive potential to use effective contraception during 
treatment with SUTENT and for 4 weeks following the fi nal dose.
Males: Based on fi ndings in animal reproduction studies, advise male patients 
with female partners of reproductive potential to use effective contraception 
during treatment with SUTENT and for 7 weeks after the last dose.
Male and female infertility: Based on fi ndings in animals, male and female 
fertility may be compromised by treatment with SUTENT.

•  Lactation: Because of the potential for serious adverse reactions in 
breastfed infants from SUTENT, advise a lactating woman not to breastfeed 
during treatment with SUTENT and for at least 4 weeks after the last dose.

•  Venous thromboembolic events: In patients treated with SUTENT (N=7527) 
3.5% of patients experienced a venous thromboembolic event; 2.2% were 
Grade 3-4.

•  There have been (<1%) reports, some fatal, of subjects presenting with 
seizures and radiological evidence of reversible posterior leukoencephalopathy 
syndrome (RPLS). Patients with seizures and signs/symptoms consistent 
with RPLS, such as hypertension, headache, decreased alertness, altered 
mental functioning, and visual loss, including cortical blindness, should 
be controlled with medical management including control of hypertension. 

Temporary suspension of SUTENT is recommended; following resolution, 
treatment may be resumed at the discretion of the treating healthcare provider.

•  Pancreatic function: Pancreatitis was observed in 5 patients (1%) receiving 
SUTENT for treatment-naïve RCC compared to 1 patient (<1%) receiving 
IFN-�. In a trial of patients receiving adjuvant treatment for RCC, 1 patient 
(<1%) on SUTENT and none on placebo experienced pancreatitis. 
Pancreatitis was observed in 1 patient (1%) receiving SUTENT for pNET and 
1 patient (1%) receiving placebo.

•  CYP3A4 Inhibitors and Inducers: Dose adjustments are recommended when 
SUTENT is administered with CYP3A4 inhibitors or inducers. During 
treatment with SUTENT, patients should not drink grapefruit juice, eat 
grapefruit, or take St. John’s Wort.

•  Most common ARs & most common grade 3/4 ARs (adjuvant RCC): The most 
common ARs reported in ≥20% of patients receiving SUTENT for adjuvant 
treatment of RCC and more commonly than in patients given placebo (all 
grades, vs placebo) were mucositis/stomatitis (61% vs 15%), diarrhea 
(57% vs 22%), fatigue/asthenia (57% vs 34%), hand-foot syndrome (50% 
vs 10%), hypertension (39% vs 14%), altered taste (38% vs 6%), nausea 
(34% vs 15%), dyspepsia (27% vs 7%), abdominal pain (25% vs 9%), 
hypothyroidism/TSH increased (24% vs 4%), rash (24% vs 12%), bleeding 
events, all sites (24% vs 5%), and hair color changes (22% vs 2%). The most 
common grade 3/4 ARs reported in ≥5% of patients receiving SUTENT for 
adjuvant treatment of RCC and more commonly than in patients given placebo 
(vs placebo) were hand-foot syndrome (16% vs <1%), fatigue/asthenia (8% 
vs 2%), hypertension (8% vs 1%), and mucositis/stomatitis (6% vs 0%).

•  Most common grade 3/4 lab abnormalities (adjuvant RCC): The most 
common grade 3/4 lab abnormalities (occurring in ≥2% of patients receiving 
SUTENT) included neutropenia (13%), thrombocytopenia (5%), leukopenia (3%), 
lymphopenia (3%), elevated alanine aminotransferase (2%), elevated 
aspartate aminotransferase (2%), hyperglycemia (2%), and hyperkalemia (2%).

Please see Brief Summary of full Prescribing Information, including BOXED 
WARNING, on the following pages.

Reference: 1. Ravaud A, Motzer RJ, Pandha HS, et al; for the S-TRAC Investigators. 
Adjuvant sunitinib in high-risk renal-cell carcinoma after nephrectomy. N Engl 
J Med. 2016;375(23):2246-2254.

Following nephrectomy, consider 

SUTENT® (sunitinib malate), the fi rst 

and only adjuvant treatment for adult 

patients at high risk of recurrent renal 

cell carcinoma (RCC).
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In a randomized, double-blind, placebo-controlled, phase 3 trial of patients at high risk of recurrent RCC following nephrectomy (N=615)

SUTENT® (sunitinib malate) provided patients with a 14.4-month increase in median DFS benefi t vs placebo

•  DFS (disease-free survival) events occurred in 
113 (36.6%) and 144 (47.1%) patients receiving 
SUTENT and placebo, respectively

•  The 5-year DFS rate was 59.3% and 51.3% 
for patients receiving SUTENT and placebo, 
respectively

This translates to an 8% absolute risk reduction 
in disease recurrence or death vs placebo at 
5 years

•  For overall survival (OS), which was a secondary 
endpoint, data were not mature at the time of 
data cutoff of the DFS analysis (April 7, 2016), 
with 141/615 (23%) patient deaths

NR=not reached; UISS=University of California Los Angeles Integrated Staging System.

INDICATION
SUTENT® (sunitinib malate) is indicated for the adjuvant treatment of adult 
patients at high risk of recurrent RCC following nephrectomy.

IMPORTANT SAFETY INFORMATION
•  Boxed Warning/Hepatotoxicity: Hepatotoxicity has been observed in 

clinical trials and postmarketing experience. Hepatotoxicity may be 
severe, and in some cases fatal. Monitor hepatic function and interrupt, 
reduce, or discontinue dosing as recommended. Fatal liver failure has 
been observed. Monitor liver function tests before initiation of treatment, 
during each cycle of treatment, and as clinically indicated. Interrupt SUTENT 
for Grade 3 or 4 drug-related hepatic adverse reactions and discontinue if 
there is no resolution. Do not restart SUTENT if patients subsequently 
experience severe changes in liver function tests or have signs and 
symptoms of liver failure.

•  Cardiovascular events, including myocardial ischemia, myocardial 
infarction, left ventricular ejection fraction declines to below the lower limit 
of normal, and cardiac failure, including death, have occurred. Monitor 
patients for signs and symptoms of congestive heart failure. Discontinue 
SUTENT for clinical manifestations of congestive heart failure. In patients 
without cardiac risk factors, a baseline evaluation of ejection fraction should 
be considered. Baseline and periodic evaluations of left ventricular ejection 
fraction should also be considered while these patients are receiving SUTENT. 

•  SUTENT can cause QT prolongation in a dose-dependent manner, which may 
lead to an increased risk for ventricular arrhythmias including Torsades de 
Pointes, which has been seen in <0.1% of patients. Monitor patients who 
are at higher risk for developing QT interval prolongation, including those 
with a history of QT interval prolongation, patients who are taking 
antiarrhythmics, and patients with relevant pre-existing cardiac disease, 
bradycardia, or electrolyte disturbances. Consider monitoring 
electrocardiograms and electrolytes. Concomitant treatment with strong 
CYP3A4 inhibitors may increase sunitinib plasma concentrations and dose 
reduction of SUTENT should be considered.

•  Hypertension may occur. Monitor blood pressure and treat as needed with 
standard antihypertensive therapy. In cases of severe hypertension, temporary 
suspension of SUTENT is recommended until hypertension is controlled.

•  Hemorrhagic events, including tumor-related hemorrhage, and viscus 
perforation (both with fatal events) have occurred. These events may occur 
suddenly, and in the case of pulmonary tumors may present as severe and 
life-threatening hemoptysis or pulmonary hemorrhage. Perform serial 
complete blood counts (CBCs) and physical examinations.

•  Cases of tumor lysis syndrome (TLS) (some fatal) have been reported. 
Patients generally at risk of TLS are those with high tumor burden prior to 
treatment. Monitor these patients closely and treat as clinically indicated.

•  Thrombotic microangiopathy (TMA), including thrombotic thrombocytopenic 
purpura and hemolytic uremic syndrome, sometimes leading to renal failure 
or a fatal outcome, has been reported in patients who received SUTENT as 
monotherapy and in combination with bevacizumab. Discontinue SUTENT in 
patients developing TMA. Reversal of the effects of TMA has been observed 
after treatment was discontinued.

•  Proteinuria and nephrotic syndrome have been reported. Some of these 
cases have resulted in renal failure and fatal outcomes. Monitor patients for 
the development or worsening of proteinuria. Perform baseline and periodic 
urinalysis during treatment, with follow-up measurement of 24-hour urine 
protein as clinically indicated. Interrupt treatment for 24-hour urine protein 
≥3 grams. Discontinue for repeat episodes of protein ≥3 grams despite dose 
reductions or nephrotic syndrome.

•  Dermatologic toxicities: Severe cutaneous reactions have been reported, 
including cases of necrotizing fasciitis, erythema multiforme (EM), 
Stevens-Johnson syndrome (SJS), and toxic epidermal necrolysis (TEN), some 
of which were fatal. If signs or symptoms of EM, SJS, or TEN are present, 
discontinue SUTENT treatment. If a diagnosis of SJS or TEN is suspected, 
treatment must not be restarted.

•  Necrotizing fasciitis, including fatal cases, has been reported, including of 
the perineum and secondary to fi stula formation. Discontinue SUTENT in 
patients who develop necrotizing fasciitis.

•  Thyroid dysfunction may occur. Monitor thyroid function in patients with 
signs and/or symptoms suggestive of thyroid dysfunction, including 
hypothyroidism, hyperthyroidism, and thyroiditis, and treat per standard 
medical practice.

FINISHED. BUT NOT DONE.

MOST COMMON ADVERSE REACTIONS (ARs)

•  The most common ARs reported in ≥20% of patients receiving SUTENT for adjuvant treatment of RCC and more commonly than in 

patients given placebo (all grades, vs placebo) were mucositis/stomatitis (61% vs 15%), diarrhea (57% vs 22%), fatigue/asthenia 

(57% vs 34%), hand-foot syndrome (50% vs 10%), hypertension (39% vs 14%), altered taste (38% vs 6%), nausea (34% vs 15%), 

dyspepsia (27% vs 7%), abdominal pain (25% vs 9%), hypothyroidism/TSH increased (24% vs 4%), rash (24% vs 12%), bleeding events, 

all sites (24% vs 5%), and hair color changes (22% vs 2%)

STUDY DESIGN1

•  A multicenter, international, randomized, double-blind, placebo-controlled, phase 3 trial in patients at high risk of recurrent RCC 
following nephrectomy

• Patients were required to have clear-cell histology and high risk of recurrence (defi ned as ≥T3 and/or N+ tumors)

•  615 patients were randomized 1:1 to receive either 50-mg SUTENT or placebo once daily on a schedule of 4 weeks on treatment 
followed by 2 weeks off 

  Treatment was initiated 3 to 12 weeks postnephrectomy

  Unscheduled dose interruption and/or dose reduction to a minimum of 37.5 mg of SUTENT was allowed 

  Treatment continued for 9 cycles (~1 year) or until disease recurrence, unacceptable toxicity, or withdrawal of consent

• The primary endpoint of DFS was assessed by blinded independent central review (BICR)

• Secondary endpoints included OS and safety

LEARN MORE AT WWW.SUTENTHCP.COM

•  Hypoglycemia may occur. SUTENT can result in symptomatic hypoglycemia, 
which may lead to a loss of consciousness or require hospitalization. 
Reductions in blood glucose levels may be worse in patients with diabetes. 
Check blood glucose levels regularly during and after discontinuation of 
treatment with SUTENT. Assess if antidiabetic drug dosage needs to be 
adjusted to minimize the risk of hypoglycemia.

•  Osteonecrosis of the jaw (ONJ) has been reported. Consider preventive dentistry 
prior to treatment with SUTENT. If possible, avoid invasive dental procedures, 
particularly in patients receiving intravenous bisphosphonate therapy.

•  Impaired wound healing has occurred with SUTENT. Temporary interruption 
of therapy with SUTENT is recommended in patients undergoing major 
surgical procedures. There is limited clinical experience regarding the timing 
of reinitiation of therapy following major surgical intervention. Therefore, the 
decision to resume SUTENT therapy following a major surgical intervention 
should be based on clinical judgment of recovery from surgery.

•  Embryofetal toxicity and reproductive potential 
Females: SUTENT can cause fetal harm when administered to pregnant 
women. Advise pregnant women of the potential risk to a fetus. Advise 
females of reproductive potential to use effective contraception during 
treatment with SUTENT and for 4 weeks following the fi nal dose.
Males: Based on fi ndings in animal reproduction studies, advise male patients 
with female partners of reproductive potential to use effective contraception 
during treatment with SUTENT and for 7 weeks after the last dose.
Male and female infertility: Based on fi ndings in animals, male and female 
fertility may be compromised by treatment with SUTENT.

•  Lactation: Because of the potential for serious adverse reactions in 
breastfed infants from SUTENT, advise a lactating woman not to breastfeed 
during treatment with SUTENT and for at least 4 weeks after the last dose.

•  Venous thromboembolic events: In patients treated with SUTENT (N=7527) 
3.5% of patients experienced a venous thromboembolic event; 2.2% were 
Grade 3-4.

•  There have been (<1%) reports, some fatal, of subjects presenting with 
seizures and radiological evidence of reversible posterior leukoencephalopathy 
syndrome (RPLS). Patients with seizures and signs/symptoms consistent 
with RPLS, such as hypertension, headache, decreased alertness, altered 
mental functioning, and visual loss, including cortical blindness, should 
be controlled with medical management including control of hypertension. 

Temporary suspension of SUTENT is recommended; following resolution, 
treatment may be resumed at the discretion of the treating healthcare provider.

•  Pancreatic function: Pancreatitis was observed in 5 patients (1%) receiving 
SUTENT for treatment-naïve RCC compared to 1 patient (<1%) receiving 
IFN-�. In a trial of patients receiving adjuvant treatment for RCC, 1 patient 
(<1%) on SUTENT and none on placebo experienced pancreatitis. 
Pancreatitis was observed in 1 patient (1%) receiving SUTENT for pNET and 
1 patient (1%) receiving placebo.

•  CYP3A4 Inhibitors and Inducers: Dose adjustments are recommended when 
SUTENT is administered with CYP3A4 inhibitors or inducers. During 
treatment with SUTENT, patients should not drink grapefruit juice, eat 
grapefruit, or take St. John’s Wort.

•  Most common ARs & most common grade 3/4 ARs (adjuvant RCC): The most 
common ARs reported in ≥20% of patients receiving SUTENT for adjuvant 
treatment of RCC and more commonly than in patients given placebo (all 
grades, vs placebo) were mucositis/stomatitis (61% vs 15%), diarrhea 
(57% vs 22%), fatigue/asthenia (57% vs 34%), hand-foot syndrome (50% 
vs 10%), hypertension (39% vs 14%), altered taste (38% vs 6%), nausea 
(34% vs 15%), dyspepsia (27% vs 7%), abdominal pain (25% vs 9%), 
hypothyroidism/TSH increased (24% vs 4%), rash (24% vs 12%), bleeding 
events, all sites (24% vs 5%), and hair color changes (22% vs 2%). The most 
common grade 3/4 ARs reported in ≥5% of patients receiving SUTENT for 
adjuvant treatment of RCC and more commonly than in patients given placebo 
(vs placebo) were hand-foot syndrome (16% vs <1%), fatigue/asthenia (8% 
vs 2%), hypertension (8% vs 1%), and mucositis/stomatitis (6% vs 0%).

•  Most common grade 3/4 lab abnormalities (adjuvant RCC): The most 
common grade 3/4 lab abnormalities (occurring in ≥2% of patients receiving 
SUTENT) included neutropenia (13%), thrombocytopenia (5%), leukopenia (3%), 
lymphopenia (3%), elevated alanine aminotransferase (2%), elevated 
aspartate aminotransferase (2%), hyperglycemia (2%), and hyperkalemia (2%).

Please see Brief Summary of full Prescribing Information, including BOXED 
WARNING, on the following pages.

Reference: 1. Ravaud A, Motzer RJ, Pandha HS, et al; for the S-TRAC Investigators. 
Adjuvant sunitinib in high-risk renal-cell carcinoma after nephrectomy. N Engl 
J Med. 2016;375(23):2246-2254.
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SUTENT® (sunitinib malate) capsules, for oral use
Brief Summary of Prescribing Information

WARNING: HEPATOTOXICITY
Hepatotoxicity has been observed in clinical trials and postmarketing experience. Hepatotoxicity 
may be severe, and in some cases fatal. Monitor hepatic function and interrupt, reduce, or 
discontinue dosing as recommended.

INDICATION AND USAGE: SUTENT is indicated for the adjuvant treatment of adult patients at high 
risk of recurrent renal cell carcinoma (RCC) following nephrectomy.

DOSAGE AND ADMINISTRATION
Recommended Dose. The recommended dose of SUTENT for the adjuvant treatment of RCC is  
50 mg taken orally once daily, on a schedule of 4 weeks on treatment followed by 2 weeks off 
(Schedule 4/2), for nine 6-week cycles. SUTENT may be taken with or without food.

Dose Modification for Adverse Reactions. Dose interruption and/or dose modification in 12.5 mg 
increments or decrements is recommended based on individual safety and tolerability. In the 
adjuvant RCC study, the minimum dose administered was 37.5 mg.

Dose Modification for Co-administration of Strong CYP3A4 Inhibitors or Inducers. A dose reduction 
for SUTENT to a minimum of 37.5 mg daily should be considered if SUTENT must be co-administered 
with a strong CYP3A4 inhibitor. A dose increase for SUTENT to a maximum of 87.5 mg daily should be 
considered if SUTENT must be co-administered with a CYP3A4 inducer. If dose is increased, the 
patient should be monitored carefully for toxicity.

Dose Modification for End-Stage Renal Disease (ESRD) Patients on Hemodialysis. No starting dose 
adjustment is required in patients with end-stage renal disease (ESRD) on hemodialysis. However, 
given the decreased exposure compared to patients with normal renal function, subsequent doses 
may be increased gradually up to 2-fold based on safety and tolerability.

CONTRAINDICATIONS: None.

WARNINGS AND PRECAUTIONS
Hepatotoxicity. SUTENT can cause severe hepatotoxicity, resulting in liver failure or death. Liver 
failure occurred at an incidence of <1% in clinical trials. Liver failure signs include jaundice, 
elevated transaminases and/or hyperbilirubinemia in conjunction with encephalopathy, 
coagulopathy, and/or renal failure. Monitor liver function tests (alanine aminotransferase [ALT], 
aspartate aminotransferase [AST], and bilirubin) before initiation of treatment, during each cycle of 
treatment, and as clinically indicated. Interrupt SUTENT for Grade 3 or 4 drug-related hepatic 
adverse reactions and discontinue if there is no resolution. Do not restart SUTENT if patients 
subsequently experience severe changes in liver function tests or have other signs and symptoms 
of liver failure.

Safety in patients with ALT or AST >2.5 � upper limit of normal (ULN) or, if due to liver metastases,  
>5.0 � ULN has not been established.

Cardiovascular Events. Discontinue SUTENT in the presence of clinical manifestations of congestive 
heart failure (CHF). Interrupt SUTENT and/or reduce the dose in patients without clinical evidence of 
CHF who have an ejection fraction of >20% but <50% below baseline or below the lower limit of 
normal if baseline ejection fraction is not obtained.

In patients without cardiac risk factors, a baseline evaluation of ejection fraction should be considered. 
Carefully monitor patients for clinical signs and symptoms of CHF while receiving SUTENT. Baseline 
and periodic evaluations of left ventricular ejection fraction (LVEF) should also be considered while 
these patients are receiving SUTENT.

Cardiovascular events, including heart failure, cardiomyopathy, myocardial ischemia, and 
myocardial infarction, some of which were fatal, have been reported. In patients treated with 
SUTENT (N=7527) for GIST, advanced RCC, adjuvant treatment of RCC and pNET, 3% of patients 
experienced heart failure; 71% of the patients with heart failure were reported as recovered. Fatal 
cardiac failure was reported in <1% of patients.

In the adjuvant treatment of RCC study, 11 patients in each arm experienced a decreased ejection 
fraction meeting Grade 2 CTCAE criteria (LVEF 40-50% and a 10-19% decrease from baseline). No 
patients had a Grade 3-4 decrease in ejection fraction. The ejection fractions of three patients in the 
SUTENT arm and 2 patients in the placebo arm did not return to ≥50% or baseline by the time of last 
measurement. No patients who received SUTENT were diagnosed with CHF.

Patients who presented with cardiac events within 12 months prior to SUTENT administration, such 
as myocardial infarction (including severe/unstable angina), coronary/peripheral artery bypass 
graft, symptomatic CHF, cerebrovascular accident or transient ischemic attack, or pulmonary 
embolism were excluded from SUTENT clinical studies. Patients with prior anthracycline use or 
cardiac radiation were also excluded from some studies. It is unknown whether patients with these 
concomitant conditions may be at a higher risk of developing drug-related left ventricular 
dysfunction.

QT Interval Prolongation and Torsade de Pointes. SUTENT can cause QT interval prolongation in a 
dose-dependent manner, which may lead to an increased risk for ventricular arrhythmias including 
Torsade de Pointes. Torsade de Pointes has been observed in <0.1% of SUTENT-exposed patients.

Monitor patients with a history of QT interval prolongation, patients who are taking antiarrhythmics,  
or patients with relevant pre-existing cardiac disease, bradycardia, or electrolyte disturbances.  
When using SUTENT, periodic monitoring with on-treatment electrocardiograms and electrolytes 
(magnesium, potassium) should be considered. Concomitant treatment with strong CYP3A4 
inhibitors may increase sunitinib plasma concentrations and dose reduction of SUTENT should be 
considered.

Hypertension. Monitor patients for hypertension and treat as needed with standard antihypertensive 
therapy. In cases of severe hypertension, temporary suspension of SUTENT is recommended until 
hypertension is controlled.

In patients treated with SUTENT (N=7527) in GIST, advanced RCC, adjuvant treatment of RCC and 
pNET, 29% of patients experienced hypertension. Grade 3 hypertension was reported in 7% of 
patients, and Grade 4 hypertension was reported in 0.2% of patients.

Hemorrhagic Events and Viscus Perforation. Hemorrhagic events reported through postmarketing 
experience, some of which were fatal, have included GI, respiratory, tumor, urinary tract, and brain 
hemorrhages. In patients treated with SUTENT (N=7527) for GIST, advanced RCC, adjuvant treatment 
of RCC and pNET, 30% of patients experienced hemorrhagic events, and 4.2% of patients 
experienced a Grade 3 or 4 event. Epistaxis was the most common hemorrhagic adverse reaction 
and gastrointestinal hemorrhage was the most common Grade ≥3 event.

Tumor-related hemorrhage has been observed in patients treated with SUTENT. These events may 
occur suddenly, and in the case of pulmonary tumors, may present as severe and life-threatening 

hemoptysis or pulmonary hemorrhage. Cases of pulmonary hemorrhage, some with a fatal outcome, 
have been observed in clinical trials and have been reported in postmarketing experience in 
patients treated with SUTENT for metastatic RCC, GIST, and metastatic lung cancer. SUTENT is not 
approved for use in patients with lung cancer. Clinical assessment of hemorrhagic events should 
include serial complete blood counts (CBCs) and physical examinations.

Serious, sometimes fatal, gastrointestinal complications including gastrointestinal perforation, have 
been reported in patients with intra-abdominal malignancies treated with SUTENT.

Tumor Lysis Syndrome (TLS). Cases of TLS, some fatal, occurred in clinical trials and have been 
reported in postmarketing experience, primarily in patients with RCC or GIST treated with SUTENT. 
Patients generally at risk of TLS are those with high tumor burden prior to treatment. Monitor these 
patients closely and treat as clinically indicated. 

Thrombotic Microangiopathy. Thrombotic microangiopathy (TMA), including thrombotic 
thrombocytopenic purpura and hemolytic uremic syndrome, sometimes leading to renal failure or a 
fatal outcome, occurred in clinical trials and in postmarketing experience of SUTENT as monotherapy 
and administered in combination with bevacizumab. Discontinue SUTENT in patients developing 
TMA. Reversal of the effects of TMA has been observed after treatment was discontinued.

Proteinuria. Proteinuria and nephrotic syndrome have been reported. Some of these cases have 
resulted in renal failure and fatal outcomes. Monitor patients for the development or worsening of 
proteinuria. Perform baseline and periodic urinalyses during treatment, with follow up measurement 
of 24-hour urine protein as clinically indicated. Interrupt SUTENT and dose reduce for 24-hour urine 
protein ≥3 grams. Discontinue SUTENT for patients with nephrotic syndrome or repeat episodes of 
urine protein ≥3 grams despite dose reductions. The safety of continued SUTENT treatment in 
patients with moderate to severe proteinuria has not been systematically evaluated.

Dermatologic Toxicities. Severe cutaneous reactions have been reported, including cases of 
erythema multiforme (EM), Stevens-Johnson syndrome (SJS), and toxic epidermal necrolysis (TEN), 
some of which were fatal. If signs or symptoms of EM, SJS, or TEN (e.g., progressive skin rash often 
with blisters or mucosal lesions) are present, discontinue SUTENT treatment. If a diagnosis of SJS 
or TEN is suspected, SUTENT treatment must not be re-started.

Necrotizing fasciitis, including fatal cases, has been reported in patients treated with SUTENT, 
including of the perineum and secondary to fistula formation. Discontinue SUTENT in patients who 
develop necrotizing fasciitis.

Thyroid Dysfunction. Baseline laboratory measurement of thyroid function is recommended and 
patients with hypothyroidism or hyperthyroidism should be treated as per standard medical practice 
prior to the start of SUTENT treatment. All patients should be observed closely for signs and 
symptoms of thyroid dysfunction, including hypothyroidism, hyperthyroidism, and thyroiditis, while 
on SUTENT treatment. Patients with signs and/or symptoms suggestive of thyroid dysfunction 
should have laboratory monitoring of thyroid function performed and be treated as per standard 
medical practice.

Cases of hyperthyroidism, some followed by hypothyroidism, have been reported in clinical  
trials and through postmarketing experience.

Hypoglycemia. SUTENT can result in symptomatic hypoglycemia, which may lead to loss of  
consciousness, or require hospitalization. Hypoglycemia has occurred in clinical trials in 2% of the  
patients treated with SUTENT for advanced RCC and GIST and in approximately 10% of the patients  
treated with SUTENT for pNET. In the adjuvant treatment of RCC study, no patients on SUTENT  
experienced hypoglycemia. For patients being treated with SUTENT for pNET, pre-existing  
abnormalities in glucose homeostasis were not present in all patients who experienced hypoglycemia.  
Reductions in blood glucose levels may be worse in diabetic patients. Check blood glucose levels  
regularly during and after discontinuation of treatment with SUTENT. Assess if antidiabetic drug  
dosage needs to be adjusted to minimize the risk of hypoglycemia.

Osteonecrosis of the Jaw (ONJ). ONJ has been observed in clinical trials and has been reported in 
postmarketing experience in patients treated with SUTENT. Concomitant exposure to other risk 
factors, such as bisphosphonates or dental disease, may increase the risk of osteonecrosis of the 
jaw. Consider preventive dentistry prior to treatment with SUTENT. If possible, avoid invasive dental 
procedures while on SUTENT treatment, particularly in patients receiving intravenous 
bisphosphonate therapy.

Wound Healing. Cases of impaired wound healing have been reported during SUTENT therapy. 
Temporary interruption of SUTENT therapy is recommended for precautionary reasons in patients 
undergoing major surgical procedures. There is limited clinical experience regarding the timing of 
reinitiation of therapy following major surgical intervention. Therefore, the decision to resume 
SUTENT therapy following a major surgical intervention should be based upon clinical judgment of 
recovery from surgery.

Embryo-Fetal Toxicity. Based on findings from animal studies and its mechanism of action, SUTENT 
can cause fetal harm when administered to pregnant woman. Administration of sunitinib to pregnant 
rats and rabbits during the period of organogenesis resulted in teratogenicity at approximately  
5.5 and 0.3 times the clinical systemic exposure (AUC) at the recommended daily doses (RDD) of  
50 mg/day, respectively.

Advise pregnant women of the potential risk to a fetus. Advise females of reproductive potential to 
use effective contraception during treatment with SUTENT and for 4 weeks following the final dose.

ADVERSE REACTIONS
The following serious adverse reactions are discussed in greater detail in other sections of the 
labeling: Hepatotoxicity, Cardiovascular Events, QT Interval Prolongation and Torsade de Pointes, 
Hypertension, Hemorrhagic Events, Tumor Lysis Syndrome (TLS), Thrombotic Microangiopathy, 
Proteinuria, Dermatologic Toxicities, Thyroid Dysfunction, Hypoglycemia, Osteonecrosis of the Jaw 
(ONJ), and Wound Healing.

Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates 
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials of 
another drug and may not reflect the rates observed in practice.

The data described in the Warnings and Precautions reflect exposure to SUTENT (N = 7527) in GIST, 
advanced RCC, adjuvant treatment of RCC, and pNET. In this database, the most common adverse 
reactions (≥25%) are fatigue/asthenia, diarrhea, mucositis/stomatitis, nausea, decreased appetite/
anorexia, vomiting, abdominal pain, hand-foot syndrome, hypertension, bleeding events, dysgeusia/
altered taste, dyspepsia, and thrombocytopenia.

The data described below reflect exposure to SUTENT in patients who participated in the treatment 
phase of a randomized trial of  adjuvant treatment of RCC (n=306).
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Adverse reactions in the study of SUTENT for the adjuvant treatment of RCC. The safety of SUTENT 
was evaluated in S-TRAC, a randomized, double-blind, placebo-controlled trial in which patients 
who had undergone nephrectomy for RCC received SUTENT 50 mg daily (n=306) on Schedule 4/2 or 
placebo (n=304). The median duration of treatment was 12.4 months (range: 0.13-14.9) for SUTENT 
and 12.4 months (range: 0.03-13.7) for placebo. Permanent discontinuation due to an adverse 
reaction occurred in 28% of patients on SUTENT and 6% on placebo. Adverse reactions leading to 
permanent discontinuation in >2% of patients include hand-foot syndrome and fatigue/asthenia. 
Dosing interruptions or delays occurred in 166 (54%) and 84 (28%) patients on SUTENT and placebo, 
respectively. One hundred forty patients (45.8%) out of 306 patients in the SUTENT arm and 15 
patients (5%) out of 304 patients in the placebo arm had dose reductions.

The following table compares the incidence of common (≥10%) treatment-emergent adverse 
reactions for patients receiving SUTENT versus placebo.

Adverse Reactions Reported in S-TRAC in ≥10% of Patients With RCC Who Received SUTENT  
and More Commonly Than in Patients Given Placebo*

Any Adverse Reaction

Constitutional

 Fatigue/Asthenia

 Localized edemaa

 Pyrexia

Gastrointestinal

 Mucositis/Stomatitis

b

 Diarrhea

 Nausea  

 Dyspepsia

 Abdominal pain

c

 Vomiting

 Constipation

Cardiac

 Hypertension

d

 Edema/Peripheral edema

Dermatology

 Hand-foot syndrome

 Hair color changes

 Rashe

 Skin discoloration/Yellow skin

 Dry skin

Neurology

 Altered tastef

 Headache

Musculoskeletal

 Pain in extremity

 Arthralgia

Endocrine

 Hypothyroidism/TSH increased

Metabolism/Nutrition

 Anorexia/Decreased appetite

Hemorrhage/Bleeding

 Bleeding events, all sitesg

Adverse Reaction

SUTENT (N=306)

99

57

18

12

61

57

34

27

25

19

12

39

10

50

22

24

18

14

38

19

15

11

24

19

24

All Grades 

%

88

34

<1

6

15

22

15

7

9

7

11

14

7

10

2

12

1

6

6

12

7

10

4

5

5

All Grades 

%

60

8

<1

<1

6

4

2

1

2

2

0

8

<1

16

0

2

0

0

<1

<1

<1

<1

<1

<1

<1

Grade 3-4 

%

15

2

0

0

0

<1

0

0

<1

0

0

1

0

<1

0

0

0

0

0

0

0

0

0

0

<1

Grade 3-4 

%

PLACEBO (N=304)

Adjuvant treatment of RCC

*Common Terminology Criteria for Adverse Events (CTCAE), version 3.0.
Abbreviations: ARs=adverse reactions; N=number of patients; RCC=renal cell carcinoma.
a Includes edema localized, face edema, eyelid edema, periorbital edema, swelling face, and  
eye edema.

b Includes mucosal inflammation, stomatitis apthous ulcer, mouth ulceration, tongue ulceration, 
oropharyngeal pain and oral pain.

cIncludes abdominal pain, abdominal pain lower, and abdominal pain upper.
d Includes hypertension, blood pressure increased, blood pressure systolic increased, blood 
pressure diastolic increased, and hypertensive crisis.

e Includes dermatitis, dermatitis psoriasiform, exfoliative rash, genital rash, rash, rash erythematous, 
rash follicular, rash generalized, rash macular, rash maculopapular, rash papular, and rash pruritic.

fIncludes ageusia, hypogeusia, and dysgeusia.
g Includes epistaxis, gingival bleeding, rectal hemorrhage, hemoptysis, anal hemorrhage, upper 
gastrointestinal hemorrhage, hematuria.

Grade 4 adverse reactions in patients on SUTENT included hand-foot syndrome (1%), fatigue (<1%), 
abdominal pain (<1%), stomatitis (<1%), and pyrexia (<1%). Grade 4 adverse reactions in patients on 
placebo included asthenia (<1%) and hypertension (<1%).

Grade 3-4 laboratory abnormalities that occurred in ≥2% of patients receiving SUTENT include 
neutropenia (13%), thrombocytopenia (5%), leukopenia (3%), lymphopenia (3%), elevated alanine 
aminotransferase (2%), elevated aspartate aminotransferase (2%), hyperglycemia (2%), and 
hyperkalemia (2%).

Venous Thromboembolic Events. In patients treated with SUTENT (N=7527) for GIST, advanced RCC, 
adjuvant treatment of RCC and pNET, 3.5% of patients experienced a venous thromboembolic event; 
2.2% Grade 3-4.

Reversible Posterior Leukoencephalopathy Syndrome. There have been reports (<1%), some fatal,  
of patients presenting with seizures and radiological evidence of reversible posterior 
leukoencephalopathy syndrome (RPLS). Patients with seizures and signs/symptoms consistent with 
RPLS, such as hypertension, headache, decreased alertness, altered mental functioning, and visual 
loss, including cortical blindness, should be controlled with medical management including control 
of hypertension. Temporary suspension of SUTENT is recommended; following resolution, treatment 
may be resumed at the discretion of the treating healthcare provider.

Pancreatic Function. Pancreatitis was observed in 5 patients (1%) receiving SUTENT for  
treatment-naïve RCC compared to 1 patient (<1%) receiving IFN-α. In a trial of patients receiving  

adjuvant treatment for RCC, 1 patient (<1%) on SUTENT and none on placebo experienced 
pancreatitis. Pancreatitis was observed in 1 patient (1%) receiving SUTENT for pNET and 1 patient  
(1%) receiving placebo.

Postmarketing Experience. The following adverse reactions have been identified during 
post-approval use of SUTENT. Because these reactions are reported voluntarily from a population  
of uncertain size, it is not always possible to reliably estimate their frequency or establish a causal 
relationship to drug exposure.

Blood and lymphatic system disorders: hemorrhage associated with thrombocytopenia*. 
Suspension of SUTENT is recommended; following resolution, treatment may be resumed at the 
discretion of the treating healthcare provider.

Gastrointestinal disorders: esophagitis.

Hepatobiliary disorders: cholecystitis, particularly acalculous cholecystitis.

Immune system disorders: hypersensitivity reactions, including angioedema.

Infections and infestations: serious infection (with or without neutropenia)*. The infections most 
commonly observed with SUTENT treatment include respiratory, urinary tract, skin infections, and 
sepsis/septic shock.

Musculoskeletal and connective tissue disorders: fistula formation, sometimes associated with 
tumor necrosis and/or regression*; myopathy and/or rhabdomyolysis with or without acute renal 
failure*. Patients with signs or symptoms of muscle toxicity should be managed as per standard 
medical practice.

Renal and urinary disorders: renal impairment and/or failure*.

Respiratory disorders: pulmonary embolism*.

Skin and subcutaneous tissue disorders: pyoderma gangrenosum, including positive dechallenges.

Vascular disorders: arterial thromboembolic events*. The most frequent events included 
cerebrovascular accident, transient ischemic attack, and cerebral infarction.

*including some fatalities.

DRUG INTERACTIONS
Effect of Other Drugs on SUTENT
Strong CYP3A4 Inhibitors. Co-administration with strong CYP3A4 inhibitors may increase sunitinib 
plasma concentrations. Select an alternate concomitant medication with no or minimal enzyme 
inhibition potential. Consider a dose reduction for SUTENT when it is co-administered with strong 
CYP3A4 inhibitors [see Dosage and Administration].

Strong CYP3A4 Inducers. Co-administration with strong CYP3A4 inducers may decrease sunitinib 
plasma concentrations. Select an alternate concomitant medication with no or minimal enzyme 
induction potential. Consider a dose increase for SUTENT when it must be co-administered with 
CYP3A4 inducers [see Dosage and Administration].

USE IN SPECIFIC POPULATIONS
Pregnancy
Risk Summary. Based on animal reproduction studies and its mechanism of action, SUTENT can cause 
fetal harm when administered to a pregnant woman. There are no available data in pregnant women to 
inform a drug-associated risk. In animal developmental and reproductive toxicology studies, oral 
administration of sunitinib to pregnant rats and rabbits throughout organogenesis resulted in 
teratogenicity (embryolethality, craniofacial and skeletal malformations) at 5.5 and 0.3 times the AUC in 
patients administered the recommended daily doses (RDD), respectively [see Data]. Advise pregnant 
women or females of reproductive potential of the potential hazard to a fetus.

The background risk of major birth defects and miscarriage for the indicated populations are 
unknown. However, the estimated background risk in the United States (U.S.) general population of 
major birth defects is 2%-4% and of miscarriage is 15%-20% of clinically recognized pregnancies.

Data
Animal Data. In a female fertility and early embryonic development study, female rats were 
administered oral sunitinib (0.5, 1.5, 5 mg/kg/day) for 21 days prior to mating and for 7 days after 
mating. Embryolethality was observed at 5 mg/kg/day (approximately 5 times the AUC in patients 
administered the RDD of 50 mg/day).

In embryo-fetal developmental toxicity studies, oral sunitinib was administered to pregnant rats  
(0.3, 1.5, 3, 5 mg/kg/day) and rabbits (0.5, 1, 5, 20 mg/kg/day) during the period of organogenesis. In  
rats, embryolethality and skeletal malformations of the ribs and vertebrae were observed at the dose 
of 5 mg/kg/day (approximately 5.5 times the systemic exposure [combined AUC of sunitinib + primary 
active metabolite] in patients administered the RDD). No adverse fetal effects were observed in rats  
at doses ≤3 mg/kg/day (approximately 2 times the AUC in patients administered the RDD). In rabbits, 
embryolethality was observed at 5 mg/kg/day (approximately 3 times the AUC in patients administered 
the RDD), and craniofacial malformations (cleft lip and cleft palate) were observed at ≥1 mg/kg/day 
(approximately 0.3 times the AUC in patients administered the RDD of 50 mg/day).

Sunitinib (0.3, 1, 3 mg/kg/day) was evaluated in a pre- and postnatal development study in pregnant 
rats. Maternal body weight gains were reduced during gestation and lactation at doses ≥1 mg/kg/
day (approximately 0.5 times the AUC in patients administered the RDD). At 3 mg/kg/day 
(approximately 2 times the AUC in patients administered the RDD), reduced neonate body weights 
were observed at birth and persisted in the offspring of both sexes during the preweaning period 
and in males during postweaning period. No adverse developmental effects were observed at doses 
≤1 mg/kg/day.

Lactation. There is no information regarding the presence of sunitinib and its metabolites in human 
milk. Sunitinib and its metabolites were excreted in rat milk at concentrations up to 12-fold higher 
than in plasma. Because of the potential for serious adverse reactions in breastfed infants from 
SUTENT, advise a lactating woman not to breastfeed during treatment with SUTENT and for at least 
4 weeks after the last dose.

Data
Animal Data. In lactating female rats administered 15 mg/kg, sunitinib and its metabolites were 
excreted in milk at concentrations up to 12-fold higher than in plasma.

Females and Males of Reproductive Potential. Based on animal reproduction studies and its 
mechanism of action, SUTENT can cause fetal harm when administered to a pregnant woman.

Pregnancy Testing
Females of reproductive potential should have a pregnancy test before treatment with SUTENT  
is started. 
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Contraception
Females. Advise females of reproductive potential to use effective contraception during treatment 
with SUTENT and for at least 4 weeks after the last dose.

Males. Based on findings in animal reproduction studies, advise male patients with female partners 
of reproductive potential to use effective contraception during treatment with SUTENT and for  
7 weeks after the last dose.

Infertility 
Based on findings in animals, male and female fertility may be compromised by treatment with 
SUTENT.

Pediatric Use. The safety and effectiveness of SUTENT in pediatric patients have not been 
established. Safety and pharmacokinetics of sunitinib were assessed in an open-label study 
(NCT00387920) in pediatric patients 2 years to <17 years of age (n=29) with refractory solid tumors. 
In addition, efficacy, safety and pharmacokinetics of sunitinib was assessed in another open-label 
study (NCT01462695) in pediatric patients 2 years to <17 years of age (n=27) with high-grade glioma 
or ependymoma. The maximum tolerated dose (MTD) normalized for body surface area (BSA) was 
lower in pediatric patients compared to adults. Sunitinib was poorly tolerated in pediatric patients. 
The occurrence of dose-limiting cardiotoxicity prompted an amendment of the NCT00387920 study 
to exclude patients with previous exposure to anthracyclines or cardiac radiation. No responses 
were reported in patients in either of the trials.

Apparent clearance and volume of distribution normalized for BSA for sunitinib and its active major 
metabolite were lower in pediatrics as compared to adults.

The effect on open tibial growth plates in pediatric patients who received SUTENT has not been 
adequately studied. See Juvenile Animal Toxicity Data below.

Juvenile Animal Toxicity Data. Physeal dysplasia was observed in cynomolgus monkeys with open 
growth plates treated for ≥3 months (3 month dosing 2, 6, 12 mg/kg/day; 8 cycles of dosing 0.3, 1.5,  
6.0 mg/kg/day) with sunitinib at doses that were >0.4 times the RDD based on systemic exposure 
(AUC). In developing rats treated continuously for 3 months (1.5, 5.0, and 15.0 mg/kg) or 5 cycles (0.3, 
1.5, and 6.0 mg/kg/day), bone abnormalities consisted of thickening of the epiphyseal cartilage of the 
femur and an increase of fracture of the tibia at doses ≥5 mg/kg (approximately 10 times the RDD 
based on AUC). Additionally, caries of the teeth were observed in rats at >5 mg/kg. The incidence 
and severity of physeal dysplasia were dose related and were reversible upon cessation of 
treatment; however, findings in the teeth were not. A no-effect level was not observed in monkeys 
treated continuously for 3 months, but was 1.5 mg/kg/day when treated intermittently for 8 cycles. 
In rats the no-effect level in bones was ≤2 mg/kg/day.

Geriatric Use. Among the 158 patients at least age 65 receiving adjuvant SUTENT/placebo for RCC, 
the hazard ratio for disease-free survival was 0.59 (95% CI: 0.36, 0.95). Among patients 65 years and 
older receiving adjuvant SUTENT/placebo for RCC, 50 patients (16%) in the SUTENT arm 
experienced a Grade 3-4 adverse reaction, compared to 15 patients (5%) in the placebo arm.

Hepatic Impairment. No starting dose adjustment is required in patients with mild or moderate 
(Child-Pugh Class A or B) hepatic impairment. SUTENT was not studied in patients with severe 
(Child-Pugh Class C) hepatic impairment.

Renal Impairment. No starting dose adjustment is recommended in patients with mild (CLcr 50 to  
80 mL/min), moderate (CLcr 30 to <50 mL/min), or severe (CLcr <30 mL/min) renal impairment who  
are not on dialysis.

In patients with end-stage renal disease (ESRD) on hemodialysis, starting dose adjustment is 
recommended. However, subsequent doses may be increased gradually up to 2-fold based on safety 
and tolerability.

OVERDOSAGE
Treatment of overdose with SUTENT should consist of general supportive measures. There is no 
specific antidote for overdosage with SUTENT. If indicated, elimination of unabsorbed drug should 
be achieved by emesis or gastric lavage. Cases of accidental overdose have been reported; these 
cases were associated with adverse reactions consistent with the known safety profile of SUTENT, 
or without adverse reactions. A case of intentional overdose involving the ingestion of 1500 mg of 
SUTENT in an attempted suicide was reported without adverse reaction. In nonclinical studies, 
mortality was observed following as few as 5 daily doses of 500 mg/kg (3000 mg/m2) in rats. At this 
dose, signs of toxicity included impaired muscle coordination, head shakes, hypoactivity, ocular 
discharge, piloerection, and gastrointestinal distress. Mortality and similar signs of toxicity were 
observed at lower doses when administered for longer durations.

NONCLINICAL TOXICOLOGY
Carcinogenesis, Mutagenesis, Impairment of Fertility. The carcinogenic potential of sunitinib has 
been evaluated in 2 species: rasH2 transgenic mice and Sprague-Dawley rats. There were similar 
positive findings in both species. In rasH2 transgenic mice, gastroduodenal carcinomas and/or 
gastric mucosal hyperplasia, as well as an increased incidence of background hemangiosarcomas 
were observed at doses of ≥25 mg/kg/day following daily dose administration of sunitinib in studies 
of 1 or 6 months duration. No proliferative changes were observed in rasH2 transgenic mice at 8 mg/
kg/day. Similarly, in a 2-year rat carcinogenicity study, administration of sunitinib in 28-day cycles 
followed by 7-day dose-free periods resulted in findings of duodenal carcinoma at doses as low as  
1 mg/kg/day (approximately 0.9 times the AUC in patients given the RDD of 50 mg/day). At the high 
dose of 3 mg/kg/day (approximately 8 times the AUC in patients at the RDD of 50 mg/day), the 
incidence of duodenal tumors was increased and was accompanied by findings of gastric mucous 
cell hyperplasia and by an increased incidence of pheochromocytoma and hyperplasia of the 
adrenal gland.

Sunitinib did not cause genetic damage when tested in in vitro assays (bacterial mutation [Ames test], 
human lymphocyte chromosome aberration) and an in vivo rat bone marrow micronucleus test. 

In a female fertility and early embryonic development study, female rats were administered oral 
sunitinib (0.5, 1.5, 5 mg/kg/day) for 21 days prior to mating and for 7 days after mating. 

Preimplantation loss was observed in females administered 5 mg/kg/day (approximately 5 times the 
AUC in patients administered the RDD of 50 mg/day). No adverse effects on fertility were observed 
at doses ≤1.5 mg/kg/day (approximately 1 time the clinical AUC at the RDD of 50 mg/day). In addition, 
effects on the female reproductive system were identified in a 3-month oral repeat-dose monkey 
study (2, 6, 12 mg/kg/day). Ovarian changes (decreased follicular development) were noted at 12 mg/
kg/day (approximately 5 times the AUC in patients administered the RDD), while uterine changes 
(endometrial atrophy) were noted at ≥2 mg/kg/day (approximately 0.4 times the AUC in patients  
administered the RDD). With the addition of vaginal atrophy, the uterine and ovarian effects were 
reproduced at 6 mg/kg/day (approximately 0.8 times the AUC in patients administered the RDD) in a 9-month 
monkey study (0.3, 1.5, and 6 mg/kg/day administered daily for 28 days followed by a 14 day respite).

In a male fertility study, no reproductive effects were observed in male rats dosed with 1, 3, or 10 mg/ 
kg/day oral sunitinib for 58 days prior to mating with untreated females. Fertility, copulation, conception 
indices, and sperm evaluation (morphology, concentration, and motility) were unaffected by sunitinib 
at doses ≤10 mg/kg/day approximately ≥26 times the AUC in patients administered the RDD).

PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Medication Guide).

Hepatotoxicity Inform patients of the signs and symptoms of hepatotoxicity. Advise patients to 
contact their healthcare provider immediately for signs or symptoms of hepatotoxicity.

Cardiovascular Events Advise patients to contact their healthcare provider if they develop 
symptoms of heart failure.

QT Prolongation and Torsade de Pointes Inform patients of the signs and symptoms of QT 
prolongation. Advise patients to contact their healthcare provider immediately in the event of 
syncope, pre-syncopal symptoms, and cardiac palpitations.

Hypertension Inform patients of the signs and symptoms of hypertension. Advise patients to 
undergo routine blood pressure monitoring and to contact their health care provider if blood 
pressure is elevated or if they experience signs or symptoms of hypertension.

Hemorrhagic Events Advise patients that SUTENT can cause severe bleeding. Advise patients to 
immediately contact their healthcare provider for bleeding or symptoms of bleeding.

Gastrointestinal Disorders Advise patients that gastrointestinal disorders such as diarrhea, nausea, 
vomiting, and constipation may develop during SUTENT treatment and to seek immediate medical 
attention if they experience persistent or severe abdominal pain because cases of gastrointestinal 
perforation and fistula have been reported in patients taking SUTENT. 

Dermatologic Effects and Toxicities Advise patients that depigmentation of the hair or skin may 
occur during treatment with SUTENT due to the drug color (yellow). Other possible dermatologic 
effects may include dryness, thickness or cracking of skin, blister or rash on the palms of the hands 
and soles of the feet. Severe dermatologic toxicities including Stevens-Johnson syndrome, Toxic 
Epidermal Necrolysis, erythema multiforme, and necrotizing fasciitis have been reported. Advise 
patients to immediately inform their healthcare provider if severe dermatologic reactions occur.

Thyroid Dysfunction Advise patients that SUTENT can cause thyroid dysfunction. Advise patient to 
contact their healthcare provider if symptoms of abnormal thyroid function occur.

Hypoglycemia Advise patients that SUTENT can cause severe hypoglycemia and may be more 
severe in patients with diabetes taking antidiabetic medications. Inform patients of the signs, 
symptoms, and risks associated with hypoglycemia. Advise patients to immediately inform their 
healthcare provider if severe signs or symptoms of hypoglycemia occur.

Osteonecrosis of the Jaw Advise patients to consider preventive dentistry prior to treatment with 
SUTENT. Inform patients being treated with SUTENT, particularly who are receiving 
bisphosphonates, to avoid invasive dental procedures if possible.

If possible, avoid invasive dental procedures while on SUTENT treatment, particularly in patients 
receiving intravenous bisphosphonate therapy.

Concomitant Medications Advise patients to inform their healthcare providers of all concomitant 
medications, including over-the-counter medications and dietary supplements.

Embryo-Fetal Toxicity Advise females to inform their healthcare provider if they are pregnant or 
become pregnant. Inform female patients of the risk to a fetus and potential loss of the pregnancy.

Advise females of reproductive potential to use effective contraception during treatment and for  
4 weeks after receiving the last dose of SUTENT.

Advise males with female partners of reproductive potential to use effective contraception during 
treatment and for 7 weeks after receiving the last dose of SUTENT.

Lactation Advise lactating women not to breastfeed during treatment with SUTENT and for at least  
4 weeks after the last dose.

Infertility Advise patients that male and female fertility may be compromised by treatment  
with SUTENT.

Missed Dose Advise patients that miss a dose of SUTENT by less than 12 hours to take the missed 
dose right away. Advise patients that miss a dose of SUTENT by more than 12 hours to take the next 
scheduled dose at its regular time.

This product’s label may have been updated. For full prescribing information, please visit  
www.pfizer.com.

Rx only Revised: May 2019
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Chairman’s Letter

Autumn heralds busy season
for urology-focused meetings

This year’s autumn season brings with it 
the usual full slate of conferences and 
meetings of interest to the practicing 

urologist, meetings for which you’ll see cover-
age in this issue and subsequent months.

On the cover, Urology Times spoke to four 
leading urologists in the area of BPH regarding 
the most important recent research in this area. 
Among the interviewees was Helen L. Bernie, 
DO, who presented on this topic at the Sexual 
Medicine Society of North America annual fall 
scientific meeting in Nashville, TN.

Also on the cover, you’ll find a report on the 
phase III PROfound study of the PARP inhibitor 
olaparib (Lynparza), presented by Maha Hussain, 
MD, at the European Society of Medical Oncolo-
gy annual congress in Barcelona, Spain. From the 
ESMO congress, we also report on the results of 
the phase III IMvigor 130 study of atezolizumab 
(Tecentriq)/platinum-based chemotherapy com-
bination treatment compared with chemotherapy 
alone in patients with previously untreated meta-
static urothelial carcinoma (page 26).

This issue of Urology Times contains a wide 
assortment of coverage of benign disease as well. 
A recent study found that single-use and reus-
able catheters show similar urinary tract infection 
rates; look for coverage of this, as well as commen-
tary on the study from Urology Times Editorial 
Consultant Gopal H. Badlani, MD, and Whit-
ney Renee Smith, MD, on pages 10-11. Also in 
the area of overactive bladder/incontinence, Dr. 
Badlani interviews Sandip Vasavada, MD, who 
discusses the recent amendment to the AUA/
Society of Urodynamics, Female Pelvic Medi-
cine & Urogenital Reconstruction guideline for 
OAB (page 12).

This month’s BPH content doesn’t end with 
our cover feature; we also report on recently 
published studies looking at the use of statins for 
reducing prostate growth (page 17) and 18-year 
data on holmium laser enucleation of the pros-
tate (page 18).

Beginning on page 30, our kidney stones cover-
age highlights studies examining ureteral access 
sheath use during ureteroscopy, the presence of 
residual fragments after ureteroscopy, and an 
EMR-system that could help clinicians track stent 
insertion and removal.

Shifting gears to sexual dysfunction (page 32), 
we report on recent research regarding the effica-
cy of the International Index of Erectile Function, 
an association between low free testosterone and 
erectile dysfunction in post-radical prostatecto-
my males, and a set of nomograms that help pre-
dict erectile function recovery post-RP.

This month’s issue includes our full comple-
ment of columns. For the latest installment of 
“Journal Article of the Month,” Badar M. Mian, 
MD, provides thoughtful analysis of a recent 
paper evaluating robotic versus open cystectomy 
(page 25). In their “Coding and Reimbursement” 
column, Ray Painter, MD, and Mark Painter, 
break down everything you need to know regard-
ing updates to urology-centric ICD-10 and CPT 
coding (page 36).

Meanwhile, Robert A. Dowling, MD, examines 
the impact of the Protecting Access to Medicare 
Act of 2014’s Appropriate Use Criteria for Certain 
imaging Services provision on reimbursement of 
laboratory tests, many of which are commonly 
performed by urologists (page 38). In the area of 
personal finance, Jeff Witz, CFP, sets out a year-
end financial checklist (page 40).

For our “Speak Out” column, Urology Times 
asked three urologists for their opinions on Medi-
care for All; their opinions reflect the universal 
debate and controversy surrounding this topic.

We wrap up this issue with a legislative update 
from Bob Gatty (page 49) and “Malpractice 
Consult,” in which Brianne Goodwin, JD, RN, 
discusses the continuing course of treatment doc-
trine and whether it was applicable in a lawsuit 
involving a retained metallic object from bladder 
suspension surgery (page 50).

For next month’s issue, among highlights to 
watch for are reports from the World Congress 
of Endourology as well as our annual “State of the 
Specialty” report. Thanks for reading, and from 
all of us at Urology Times, Happy Thanksgiving!

MIKE HENNESSY, SR
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Dave Levitan
UT Correspondent

CHICAGO—A randomized trial found no dif-
ference between single-use polyvinylchloride 
(PVC) catheters and reused PVC catheters for 
patients with neurogenic bladder due to spina 
bifida.

Urinary tract infections (UTIs) are a com-
mon and severe complication of spina bifida.

“Urological management includes intermit-
tent catheterization, either clean or sterile, with 
either single-use or reused catheters, pharma-
cologic suppression of detrusor hyperactivity, 
and antibiotic prophylaxis. There is insufficient 
evidence to recommend either technique, or 
reutilization of catheters,” said Pedro A. Made-
ro-Morales, MD, of Hospital Universitario Dr 
José Eleuterio Gonzalez in Monterrey, Mexico.

Dr. Madero-Morales presented results of a 
randomized study conducted along with senior 
author Adrián Gutiérrez-Gonzalez, MD, PhD, 
at the AUA annual meeting in Chicago. The 

study included a total of 75 patients with neu-
rogenic bladder caused by spina bifida, random-
ized to intermittent catheterization with either 
sterile, single-use PVC catheters (37 patients) 
or reusable catheters (38 patients) washed with 
water and soap and stored in a container with a 
0.5% benzalkonium chloride solution.

There were 29 male and 46 female patients, 
and the mean age in the study was 12.7 years. 
Urinary symptoms began at a mean age of 2.1 
years, and intermittent catheterization was 
started at a mean age of 4.1 years. Forty-one 
patients were unable to walk, and 38 patients 
could self-catheterize. The mean number of 
catheterizations per day was 3.59. Fifty per-
cent of the cohort was receiving antimuscarinic 
therapy, and 54% received UTI prophylaxis. 
About one quarter of the cohort (23%) had 
bladder diverticula, and 19% had a history of 
vesicoureteral reflux of grade 2 or higher.

At baseline, 35.1% of the single-use group 
and 39.5% of the reusable group had asymp-
tomatic bacteriuria based on a urine culture. 
At the follow-up assessment, 32.4% of the sin-
gle-use group and 23.7% of the reusable group 
had bacteriuria, for an odds ratio of 0.65 (95% 
CI [0.23, 1.82]).

UTI was defined in the study as a positive 
urine culture along with fever, flank pain, mal-
aise, and cloudy or odorous urine. The rate of 
UTI seen at follow-up was 35.2% with single-use 
catheters and 36.8% with reusable catheters, for 
an OR of 0.877 (95% CI [0.42, 2.76]).

Inability to walk increased UTI risk
in both cohorts
An evaluation of demographic, pharmacologic, 
and other parameters found that being unable to 
walk was associated with an increased risk of UTI 
in both the single-use and reusable catheter groups 
(p<.01). This was true as well for the absence of 
antimuscarinic therapy (p<.05) and for patients 
with a history of vesicoureteral reflux grade 2 or 
higher (p<.01). Other factors, including gender, 
age, body mass index, self-catheterization, and 
urodynamic parameters were not associated with 
any differences in the rate of UTI.

“In conclusion, we found that there were no 
differences between both types of catheterizia-
tion,” Dr. Madero-Morales said. He added that 
these results are consistent with a Cochrane 
review published in 2014, though that review 
identified substantial heterogeneity between 
studies.

“Selection of catheterization technique should 
regard personal preferences, cost, and the ease 
of use. Further evidence is required to determine 
a standard among the techniques,” Dr. Made-
ro-Morales said.UT

Single-use, reusable catheters show 
similar urinary tract infection rates
Technique selection should factor in personal preference, ease of use, researcher says

“We found that there were no 
differences between both types 
of catheteriziation.”

PEDRO A. MADERO-MORALES, MD

FIGURE / UTI rate in single-use,
reusable catheters

Source: Pedro A. Madero-Morales, MD
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SNM SYSTEM SHOWS IMPROVEMENTS IN INCONTINENCE SYMPTOMS

Axonics Modulation Technologies, Inc. recently announced the presentation of detailed 1-year results 
from its ARTISAN-SNM (sacral neuromodulation) pivotal study of the company’s r-SNM System at a ple-
nary session at the joint scientific meeting of the American Urogynecologic Society and the International 
Urogynecological Association in Nashville, TN. 

The ARTISAN-SNM study is a 129-patient single-arm, prospective, multicenter, unblinded pivotal clinical 
study approved under an FDA Investigational Device Exemption to evaluate the safety and efficacy of the 
Axonics r-SNM System for urinary dysfunction. The presentation summarized the clinical study 12-month out-
comes demonstrating that patients implanted with the Axonics r-SNM System received clinically meaningful 
and statistically significant improvements in urinary urgency incontinence symptoms and quality of life. 

According to a press release from Axonics, 89% of treated patients were therapy responders, defined as a 
≥50% reduction in urgency incontinence episodes compared to their baseline. These results are consistent 
with the 6-month results. Urgency incontinence episodes across all patients were reduced from an average of 
5.6 per day at baseline to 1.3 per day at 6 months.

The Axonics r-SNM System received FDA clearance in September 2019.

OAB/Incontinence / CLINICAL UPDATES
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From the Board

Are reusable catheters safe?
Study provides an answer

F rom the time Lapides popularized the use 
of self-intermittent or clean intermittent 
catheterization (J Urol 1972; 107:458-61), 

it has improved the quality of life of patients with 
neurogenic bladder due to a variety of conditions. 
Reuse of catheters for intermittent catheterization 
was the norm and still is common practice; it is 
in fact, the standard of care in some health care 
systems. In many develop-
ing countries, patients have 
limited access to medical 
supplies necessitating reus-
able catheters. It was not 
too long ago in the United 
States that insurances cov-
ered only four catheters per 
month, but in 2008 Medi-
care/Medicaid allowed for 
patients to receive up to 200 
catheters per month.

The authors of a study by 
Madero-Morales et al pro-
vide answers to what many urologic providers and 
patients need (see page 10).

What was lacking in the literature was a head-
to-head comparison of intermittent catheter-
ization with single-use versus reusable catheters 
(cleansed with 0.5% benzalkonium chloride) with 
a primary endpoint of urinary tract infections 
(defined as having a positive urine culture and 
symptoms). In this study of 75 patients with an 
average age of 12.7 years, they found that the rate 
of urinary tract infection did not differ between 
the groups: 35.2% with single-use catheters vs. 
36.8% with reusable catheters (OR: 0.877, 95% 
CI: 0.42, 2.76). Rates of asymptomatic bacteriuria 
also did not differ between the two groups.

Interestingly, being unable to walk and hav-
ing vesicoureteral reflux grade 2 or higher were 
identified as risk factors for having a symptom-
atic UTI in both groups. In the reusable cathe-
ter group, male gender and presence of a bladder 
diverticulum were risk factors for developing 
a UTI.

One of the arguments against reusable cathe-
ters is the variability among cleansing methods 
and patient adherence to a sanitation regimen. In 
this study, the catheters were washed with plain 
soap and water, stored in a container with benzal-
konium chloride, and used for 1 week. Although 
this regimen is simple enough, having protocols 
designed for patients who spend part of their day 
outside the home is needed.

A topic of interest and debate is the environmen-
tal impact of the waste that humans generate. It is 
estimated that the generated waste of single-use 
intermittent catheterization is between 26,500 
and 235,400 pounds per day, with the vast majority 
of urinary catheters made from non-biodegrad-
able materials (Neurourol Urodyn 2018; 37:2204-8). 
We should all be considering alternatives to help 
reduce waste going to our landfills. Perhaps with 
policies and protocols for reusable urinary cath-
eters, we can help lower waste while maintaining 
patient safety. Reduce, reuse, and recycle!

Single-use catheters were 
introduced as a means to 
decrease the risk of devel-
oping UTIs, and many 
patients in the Western 
world cannot fathom the 
idea of a reusable catheter, 
especially when multiple 
health care providers are 
telling them this. Howev-
er, the author of this study 
essentially calls this “fake 
news.” Patient perception 
is an important aspect of 

developing an effective treatment plan, and we 
should be able to arm patients with accurate data 
to help them make an informed decision.

If reusable catheters are going to be presented 
as an option, future research should be focused 
on determining the number of times a catheter 
may be reused, developing a protocol for sanita-
tion, identifying additional risk factors that may 
contribute to UTIs, and calculating potential cost 
savings and affordability. With further insight 
into these factors, reusable catheters can again 
become a standard of care.

Also, while we are on the subject, use of anti-
biotics should be limited to symptomatic UTIs 
and not bacteriuria in patients performing self-in-
termittent or clean intermittent catheterization.

Send your comments to Dr. Smith and Dr. Badlani
c/o Urology Times, at urology_times@mmhgroup.com
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Q: What prompted the recent amendment 
to the OAB guideline?
A: Every time new data comes out, we 
assess the current guideline to determine 
whether there is anything we need to add. 
In this case, the guideline update was done 
because there was new data regarding sec-
ond-line therapies, predominantly medi-
cation use. Specifically, the data indicated 
that the use of an anticholinergic in con-
junction with a beta-3 agonist is an option 
for patients who perhaps didn’t get signif-
icant relief with either beta-3 agonist or 
anticholinergic monotherapy.

Q: Does the guideline address the 
inability to prescribe beta-3 agonists 
initially, especially in the elderly?
A: It doesn’t directly address that. There 
is an ongoing national dialogue on the use 
of anticholinergics in the elderly espe-
cially that concerns its potential adverse 
effects on cognition. While beta-3 ago-
nists work on a different nerve receptor, 
the issue of initial prescription also has 

to do with pharmaceutical coverage, and 
that is a tougher area to address.

Q: How do you sequence treatment in 
a drug-naive patient who presents with 
symptoms of OAB?
A: Just like any other patient we see with 
OAB, we still want to go through the path-
way sequentially. I think we would all agree 
that proceeding from least invasive to most 
invasive therapy is still best. We did keep 
a little bit of flexibility within this current 
guideline, but the main point is still starting 
with behavioral therapies and fluid man-
agement as well as pelvic floor exercises and 
continuing that to the second- and third-
line therapies if initial therapies do not work 
after an acceptable period of time. That’s 
one of the points we’d like to emphasize.

Q: What is the role of OAB drugs in a patient 
with predominantly daytime symptoms with 
minimal nighttime frequency?
A: They still have a strong role. You don’t 
have to have a lot of nighttime symptoms 
to merit the need for overactive bladder 
drugs, although OAB seems to have a day 
and night tendency for many. Regardless, 
some patients seem to have predominantly 
daytime symptoms. Again, we’d want to 
determine whether there’s a behavioral factor 
or something else going on during the day 
that is creating their overactive bladder. Is 
there a transient cause or another factor that’s 
perhaps creating the disparity between day 
and night? We can target our interventions 
at some of the behavioral factors in addition 
to using medications. We wanted to also 
emphasize this in the guideline.

Q: Do drugs help patients with 
predominantly sensation-driven frequency?
A: I think the data would suggest there 

are some slight improvements, but not 
as much as we like to believe. The sen-
sory symptoms are oftentimes quite 
challenging; you’re looking at different 
scales. Most data is on urge incontinence 
and frequency as harder endpoints. Still, 
the hallmark of OAB is urgency, patho-
logic urgency specifically, and it is still 
probably best assessed using a variety of 
validated instruments.

Q: What is the role of OAB drugs in nocturia?
A: In solitary nocturia, unless there’s 
another cause, as often there is—fluid over-
load and other background factors—it can 
still have a role but probably less. But you 
have to be very careful, as anticholinergics 
especially can have a fair amount of side 
effects. We have to be considerate of that 
in a nocturia patient, where there may be 
another cause, whether it’s fluid overload, 
obstructive sleep apnea, edema, or any 
number of other causes. I would do my best 
to try to treat all of those attending causes 
before proceeding with an anticholinergic 
or for that matter a beta-3 agonist.

Q: How do you define refractory 
overactive bladder?
A: I don’t believe it’s ever been formal-
ly defined, but typically a patient with 
refractory overactive bladder is one 
who’s tried and failed first- and sec-
ond-line therapy and/or is intolerant to 
second-line therapy. Those patients then 
go on to the so-called third-line thera-
pies. Again, I don’t think it’s ever been 
truly defined in clinical guidelines.

Q: There are a plethora of treatments 
for refractory overactive bladder: 
percutaneous tibial nerve stimulation, 
sacral neuromodulation, and onabotulinum 
toxin. How do you sequence these 
treatments? Do you use an algorithm?
A: I don’t know if it directly falls into an 
algorithm because every patient has unique 
factors that might dictate a reason why one 
would be more apt to undergo one thera-
py over another. You have to individualize 
each patient scenario. Less often, deter-
mining which therapy is best for a patient 
would come down to a “coin flip.”

Combination therapy addressed
in amended OAB guideline

SANDIP 
VASAVADA, MD

Dr. Vasavada is urologic 
director, the Center for 

Female Urology and 
Reconstructive Pelvic 

Surgery at Cleveland Clinic.
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interviewed by Urology 
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Gopal H. Badlani, MD, 
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Center, Winston-Salem, NC.

The AUA and Society of Urodynamics, Female Pelvic Medicine & 

Urogenital Reconstruction’s guideline for overactive bladder was recently 

amended to include updates regarding patient factors and treatment 

selection as well as second- and fourth-line treatments. In this interview, 

Sandip Vasavada, MD, a member of the guideline amendment panel, 

discusses the rationale behind the amendment, the role of overactive 

bladder drugs in the treatment of nocturia, and treatment of refractory 

OAB. (To read the amended guideline, see bit.ly/oabguideline.)

What prompted the recent 
amendment to the OAB 
guideline? 
GOPAL H. BADLANI, MD

The guideline update 
was done because there 
was new data regarding 
second-line therapies, 
predominantly medication 
use.
SANDIP VASAVADA, MD
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Q: There are data suggesting that patients who 
fail neuromodulation then switch to Botox, and 
vice versa. Is that your experience?
A: When we ran a randomized trial, it was 
hard to enroll patients for whom determina-
tion of treatment came down to a coin f lip. 
Oftentimes, there’s a specific patient factor 
that will guide the clinician’s choice of treat-
ment. If a patient has bowel issues, perhaps you 
may lean more toward neuromodulation. For a 
neurogenic patient, you might tailor your rec-
ommendations toward onabotulinumtoxinA 
injections. If a patient doesn’t need anything 
more invasive therapeutically and is willing to 

make frequent visits, then you may consider 
tibial nerve stimulation.

Q: As we learn more about OAB, it becomes 
apparent that particularly in the elderly, there are 
so many different factors to look at before you start 
treating the patient. What suggestions do you have for 
evaluating management options in this population?
A: I’d see if there’s anything else more easily 
remediable. Is there another factor? Is it stress 
incontinence? Is it prolapse, which often co-ex-
ists for some of these patients? Is it vaginal atro-
phy, which can have an effect in some patients in 
terms of overactive bladder symptomatology? Is 
it a fluid factor? If you work with your primary 
care colleagues to articulate what the real issue 
is leftover for the overactive bladder alone, you 
can tailor your therapy most appropriately.

Q: Is there anything else you feel urologists 
should know about the updated guideline?
A: One of the important things we brought out 
with this new guideline is that one does not 
necessarily need to progress stepwise in order: 
one, two, three, four. We did codify the fourth 
line, which includes augmentation cystoplasty, 
urinary diversion, and catheter placement. The 
patient shouldn’t just be stopped at third-line 
therapy. There are, in selective situations, 
opportunities to deliver care with any of these 
slightly more invasive therapies. Perhaps some-
one may be cognitively at risk for using a med-
ication, so we might consider tibial nerve stim-
ulation earlier in the treatment pathway. Based 
on the guideline and expert opinion, we felt that 
that’s an option we wanted to leave our provid-
ers with.UT

GUIDELINE
continued from page 12

Wayne Kuznar
UT Correspondent  

Treatment for overactive bladder (OAB) improves 
OAB symptoms similarly in frail and nonfrail 
older patients with no difference in side effects, 
according to a multi-institutional study presented 
at the AUA annual meeting in Chicago.

In a questionnaire-based prospective study of 
men and women ≥60 years of age starting phar-
macotherapy, onabotulinumtoxinA (Botox), or 
sacral neuromodulation for OAB, frail and non-
frail patients had significant improvement over 
time in OAB symptom scores.

“At 3 months, there was no difference in the 
overall symptom scores between the two groups. 
This trend was similar for the health-related 
quality of life questionnaire as well as the bother 
subscales,” said co-investigator Casey G. Kow-
alik, MD.

Up to one-third of individuals older than 65 
years have OAB symptoms, and OAB has been 
strongly correlated with the frailty phenotype. 
Frailty can lead to an increase in the number of 
falls and resultant disability, and is associated 
with loss of independence and death. Among 
older individuals, frailty is associated with a 
higher risk of postoperative complications and 
a prolonged recovery period.

Most clinical trials of OAB treatments either 
exclude older individuals or only include the 
healthiest older individuals, therefore not reflect-

ing a real-world experience, said Dr. Kowalik, 
assistant professor of urology, University of Kan-
sas Health System, Kansas City. The study was 
led by Anne Suskind, MD, of the University of 
California, San Francisco.

The authors’ objective was to determine 
whether frailty affected the outcome of OAB 
treatments (medications, onabotulinumtoxinA, 
and sacral neuromodulation) in adults ≥60 years 
of age.

At baseline, all patients underwent a postvoid 
residual, animal fluency test, and timed up and 
go test. In the timed up and go test, patients are 
timed on how long it takes them to rise out of 
a chair, walk 10 feet, turn around, walk back to 
the chair, and sit down. A timed up and go test 
≥12 seconds indicates frailty. The OAB symp-
tom score and the OAB short form health-related 
quality of life and bother scores were measured 
at baseline, 1 month, and 3 months. Side effects 
were assessed by self-report at 1 month and 3 
months.

Sixty-four patients were enrolled and 45 
returned baseline questionnaires, which formed 
the study population. A total of 33 patients com-
pleted the 3-month questionnaires.

Groups were compared based on their timed 
up and go tests (<12 seconds was considered to 
be not frail and ≥12 seconds was considered to 
be frail). Forty percent of the study group had 
a timed up and go test ≥12 seconds. The groups 
were comparable with respect to age, gender, 

race, previous OAB treatments, and over-
all general health. There were no differences 
in responses to baseline OAB questionnaires 
between the frail and nonfrail groups (all p val-
ues >.05).

There was no difference in treatment selec-
tion between the two groups. Half (50%) of 
patients in the frail group and 48% in the non-
frail group received medical therapy as their 
OAB treatment. 

In the nonfrail group, seven patients each were 
treated with onabotulinumtoxinA and sacral 
neuromodulation compared with five and four, 
respectively, in the frail group. Patients in the frail 
group were more likely to have received mirabe-
gron (Myrbetriq) for medical treatment than in 
the nonfrail group.

Using mixed effects linear modeling, both 
timed up and go groups demonstrated statisti-
cally significant improvement in OAB symptom 
scores, health-related quality of life, and bother 
scores over time (all p values <.05), with no statis-
tically significant differences in these responses 
between groups (all p values >.05).

Some 81% of patients reported side effects at 3 
months, with no difference in this rate between 
the frail and nonfrail groups. Self-reported side 
effects included headache, dry mouth, consti-
pation, urinary tract infection, nausea, urinary 
retention, fatigue, confusion, and pain.

“In conclusion, we think that in appropri-
ately selected frail older individuals, second- 
and third-line OAB treatments should be con-
sidered. An appropriately selected frail older 
patient would be an individual who has failed 
behavioral therapy for OAB and who, despite 
being frail, is generally healthy enough to either 
start a new medication or undergo a procedure 
(onabotulinum or sacral neuromodulation),” 
Dr. Kowalik said.

Pfizer provided funding for the study.UT

OAB treatment efficacy similar 
in frail, nonfrail patients
2nd-, 3rd-line treatments feasible in appropriately selected frail adults
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Wayne Kuznar
UT Correspondent

CHICAGO—The first long-term study of an 
implantable electrode for tibial stimulation to treat 
overactive bladder (OAB) shows a sustained high 
responder rate and a clean safety profile, said Roger 
R. Dmochowski, MD, at the AUA annual meeting 
in Chicago.

Three-year data show that 75% of patients are 
responders, with an 80% response rate in patients 
with large leaks.

“No technical failures were encountered at 3 
years. This does appear to be a good platform for 
the purpose of the long-term management of OAB. 
The implantation procedure is simple and safe. It is 
designed to be patient-centric and has a good home 
use profile,” said Dr. Dmochowski, director, Pelvic 
Medicine and Reconstruction fellowship, Vanderbilt 
University, Nashville, TN.

He reported data from 20 patients of 36 who were 
enrolled in a pilot study of the wireless neurostimu-
lator (RENOVA iStim).

Implanted near the tibial nerve, the device elec-
trically stimulates the tibial nerve, modulating neu-
ronal signals to the bladder, urinary sphincter, and 
pelvic floor.

“The patient wears a power stimulator around the 
ankle for a variable period of time on a daily basis. 
That device has closed loop radiofrequency ener-
gy and data transfer capabilities, so power comes 

through it to the receiver in the implant. We can 
also determine patient compliance as well as interact 
with the patient based upon the patient’s response. 
There is a clinician programmer associated with the 
wearable device that functions via Bluetooth,” Dr. 
Dmochowski said.

The initial pilot study enrolled 36 patients, 88% of 
whom were women. Mean age was 54.1 years. At base-
line, the mean number of voids was 12 and the mean 
number of leaks was 6.6. More than 70% of the 34 
patients who completed the study experienced clinical 
improvement at the predefined 6-month follow-up.

The extended cohort included 20 with baseline 
characteristics similar to those of the overall study 
cohort, followed up to a total of 3 years (mean dura-
tion: 34 months). OAB symptom relief was defined 
as the proportion of patients with ≥50% reduction in 
urgency urinary episodes or urgency urinary inconti-

nence or normalization of the num-
ber of voids (<8/day).

Per protocol OAB symptoms 
relief was experienced by 71% at 6 
months, 71% at 24 months, and 75% 
at 36 months. On an intent-to-treat 
basis, 70% experienced OAB symp-
toms relief at 6 months and 75% at 
last observation carried forward.

Clinical success on urgency uri-

nary incontinence (UUI) episodes was analyzed sep-
arately for ≥50% reduction in the number of leaks 
and ≥50% reduction in the number of large leaks. 
In the 29 patients with wet OAB, on a per protocol 
analysis, 52% had a ≥50% reduction in the number of 
leaks and 85% had a ≥50% reduction in the number 
of large leaks at 6 months.

In the 12 patients with 36-month follow-up, 
reductions of ≥50% in the number of leaks and 
large leaks were achieved by 58% and 75%, respec-
tively. Rates of clinical success on UUI were sim-
ilar on an intent-to-treat analysis.

“It’s interesting that the large leaks appeared to 
respond better than the small leaks. We posit from 
this mixed population that incontinent patients 
potentially have a small degree of stress, and it 
appears that the benefit is being ascertained at the 
level of large leaks, for the urge episodes, but the 
patient may still reflect some stress symptoms, and 
that’s why the [reduction in the number of] overall 
leaks is less robust,” Dr. Dmochowski said.

The improvement in health-related quality of 
life (HRQL) was durable as well, with a statistical-
ly significant improvement (p<.05) in HRQL and 
symptoms maintained throughout the 36 months 
of follow-up. The improvements in HRQL and 
all of its subscales were greater than the minimal 
important difference (>10 points).

At 36 months, 11 of 15 (73.3%) patients report-
ed to be very satisfied with their treatment, three 
(20%) were moderately satisfied, and one (6%) was 
slightly satisfied.

One explantation was required during the ini-
tial pilot phase due to wound complications. There 
were no long-term surgical revisions or failures.

Optimal delivery of neurostimulation is still a 
work in progress, said Dr. Dmochowski. Patients 
used the device for 30 minutes, 3-6 times/week 
during the pilot study but were permitted to mod-
ify use during the extension study.

BlueWind Medical Ltd. funded the study.UT

Tibial stimulation device demonstrates 
sustained OAB symptom relief
Statistically significant health-related quality of life improvement seen through 36-month follow-up

“This does appear to be a good 
platform for the purpose of the 
long-term management of OAB. 

The implantation 
procedure is simple 
and safe.”

ROGER R. DMOCHOWSKI, MD

PRE-MARKET APPROVAL SUPPLEMENT FILED
FOR NEUROSTIMULATION DEVICE, MRI LEADS

Medtronic plc has announced that it has filed a pre-market approval supplement with 
the FDA for approval of its InterStim Micro neurostimulator and also its InterStim 
SureScan MRI leads.

InterStim Micro is a rechargeable, implantable sacral neuromodulation (SNM) 
device to treat patients affected by overactive bladder, urinary urge incontinence, 
unobstructed urinary retention, and fecal incontinence. The SureScan leads, 
which will be used in future implants of the recharge-free InterStim II system and 

rechargeable InterStim Micro system, are designed to provide full-body 1.5 and 3 
Tesla MRI conditional labeling, pending FDA approval.

The rechargeable InterStim Micro device works by sending electrical impulses to the 
sacral nerves, normalizing the connections between the brain, bladder, and bowel. It 
is 80% smaller than the current recharge-free InterStim II neurostimulator and could 
reduce the need for battery replacement surgeries due to its life of 15 years.

Additionally, the SureScan full-body conditional MRI leads will enable patients to 
undergo imaging procedures that were not previously indicated under the current FDA 
approval for the InterStim II system.

TABLE OAB SYMPTOMS RELIEF RATE IN PATIENTS 
USING RENOVA ISTIM

6 months 24 months 36 months

OAB symptoms relief rate 71% 71% 75%

Source: Roger R. Dmochowski, MD
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to patients with LUTS attributed to BPH provided 
prostate volume >30/<80g; however, patients should 
be informed that long-term evidence of efficacy and 
retreatment rates remains limited.”

Also important: a similar study that analyzed 2 
years of data comparing Aquablation and TURP 
(Adv Ther 2019; 36:1326-36) as well as studies report-
ing 1-year data comparing Aquablation and TURP 
(Urology 2019; 125:169-73 and Urology 2019; 129:1-7).

Has the data around Aquablation influenced 
practice patterns? “No, simply because of reim-
bursement,” said Steven A. Kaplan, MD, profes-
sor of urology at the Icahn School of Medicine at 
Mount Sinai, New York, and a member of the AUA’s 
BPH Guideline Panel. “Insurance companies aren’t 
paying for it yet. So, as much as we would like to try 
it, the financial issues are precluding that.”

Large review of prostatic urethral lift
A comprehensive database review examined the use 
of the prostatic urethral lift (PUL [UroLift]) for the 
treatment of LUTS in men with BPH (Cochrane 
Database Syst Rev 2019; 5:CD012832).

“There is such a variety of minimally invasive 
treatments now for symptoms of BPH,” said Helen 
L. Bernie, DO, director of sexual and reproduc-
tive medicine, IU Health, and assistant professor 
of urology, Indiana University, Indianapolis. “This 
study sought to determine: What are the long-term 
data [on PUL]? Have they been successful?”

In this study, researchers performed a compre-
hensive search of multiple databases, trials registries, 
literature and conference proceedings through Jan. 
31, 2019, and performed subgroup analyses by age, 
prostate volume, and severity of baseline symptoms. 
They studied 297 patients who underwent PUL 
versus placebo surgery or TURP and reviewed 
short-term outcomes (through the first 12 months 
after treatment) and long-term outcomes (up to 24 
months). Among the 91 patients who underwent 
PUL or TURP:

• PUL appears less effective in improving uro-
logic symptoms than TURP, with similar quality 
of life, the authors concluded.

• Ejaculatory function likely is substantially 
better with PUL. The impact on erectile function 

appears similar between the two procedures.
• There is uncertainty around retreatment rates 

for UroLift, both in the short term and long term.
“It was very surprising because it’s not what peo-

ple thought the results would show,” Dr. Bernie said. 
Given that the quality of life outcomes from the 
two procedures are similar, she said the primary 
benefit of UroLift over TURP is preservation of 
ejaculatory function.

While other studies have examined medical and 
surgical retreatment rates for UroLift, “In some 
of the reports, retreatment rates are revealed only 
in the discussion, not in the results,” said Kevin 
McVary, MD, professor of urology, Loyola Uni-
versity Medical Center, Chicago. “This report pulls 
the information right up front. I like it.”

In May 2019, the AUA guidelines on BPH surgi-
cal treatment were amended to state that “patients 
should be informed that the evidence of efficacy 
and retreatment rates [of PUL] are poorly defined.”

The authors of a study that measured the 
12-month impact of UroLift on treatment of 
obstructive median lobes concluded: “Prostates, 
including those with middle lobe obstruction, can 
be treated with the PUL procedure safely and effec-
tively” (Prostate Cancer Prostatic Dis 2019; 22:411-

9). The study, known as MedLift, was reviewed by 
the BPH Guideline Panel but ultimately was not 
included in the amendments because it was not a 
randomized trial.

Durability of Rezum
An April 2019 study examined 4-year outcomes in 
135 men ages 50 and older with an International Pros-
tate Symptom Score ≥13, a maximum flow rate ≤15 
mL/s, and prostate volume of 30 to 80 cc who were 

treated with Rezum System water vapor thermal 
therapy (Urology 2019; 126:171-9). Researchers also 
followed 53 men who requalified for crossover from 
control to active treatment over a period of 3 years.

This study, too, has changed the discussions 
urologists have with patients regarding surgical 
treatment of LUTS, Dr. Te said.

The results showed LUTS significantly improved 
within 3 months after surgery and remained “con-
sistently durable,” with no disturbances in sexual 
function. The surgical retreatment rate was 4.4% 
over 4 years.

In 2019, the AUA amended guidelines on BPH sur-
gical treatment around water vapor thermal therapy:

• “Water vapor thermal therapy may be 
offered to patients with LUTS attributed to 
BPH provided prostate volume <80 g; however, 
patients should be counseled regarding efficacy 
and retreatment rates.”

• “Water vapor thermal therapy may be offered 
to eligible patients who desire preservation of erec-
tile and ejaculatory function.”

“The AUA guidelines do temper everyone’s 
expectations,” Dr. Te said. For example, while this 
procedure is minimally invasive and preserves sex-
ual function, the population for this randomized, 
controlled study is small, he said.

PSA monitoring after HoLEP
A recent study, performed by researchers at Indi-
ana University, sought to assess the value of PSA 
levels and PSA density (PSAD) in predicting pros-
tate cancer risk following HoLEP (J Urol Sept. 5, 
2019 [Epub ahead of print]). For men with large 
prostates, HoLEP provides a minimally invasive 
option for treatment, enabling patients to return 
home the day of the procedure. But one big question 
remained: “Now that we’ve removed the prostate 
in this way, how are we supposed to monitor PSA 
in these patients?” Dr. Bernie said.

The researchers pulled data from HoLEP sur-
geries performed at Indiana University from 1999 
to 2018 and identified 1,147 patients with post-Ho-
LEP PSA data. Among these patients, 55 post-Ho-
LEP biopsies were recorded, with cancer identified 
in more than 90% of the patients. 

The results showed:
• Men with a PSA above 1.0 ng/mL at time of 

BPH STUDIES
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“In some of the reports, 
retreatment rates are revealed 
only in the discussion, not in 

the results. This report 
pulls the information 
right up front.”

KEVIN MCVARY, MD

“These results show the 
thresholds for PSA should 

actually be lower 
in men who have 
undergone HoLEP.”

HELEN L. BERNIE, DO

“The AUA guidelines 
do temper everyone’s 
expectations.”

ALEXIS E. TE, MD

BPH  / COVER FEATURE

“What we’re learning as we’re 
gaining experience is that the 
long-term use of medication may 

create unexpected, 
untoward, long-term 
consequences.”

STEVEN A. KAPLAN, MD

See BPH STUDIES page 17
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biopsy had a 94% probability of cancer detection and 
an 80% risk of clinically significant disease.

• Men with a PSAD above 0.1 ng/mL faced a 95% 
risk of cancer and an 88% risk of clinically signif-
icant cancer.

• A PSA greater than 5.8 ng/mL or PSAD greater 
than 0.17 ng/mL2 was universally associated with 
biopsy-proven cancer.

“Typically, we think of PSA thresholds in men 
who have not undergone surgery as having a val-
ue of 4,” Dr. Bernie said. “These results show the 
thresholds for PSA should actually be lower in men 
who have undergone HoLEP.”

Anticholinergic use and dementia
A study published in JAMA Internal Medicine (2019; 
179:1084-93) found that individuals ages 55 years 

and older face increased risk of dementia after using 
anticholinergics, particularly anticholinergic antide-
pressants, bladder antimuscarinics, antipsychotics, 
and antiepileptic drugs.

“Discussion around whether anticholinergics pre-
dispose men to dementia has been going back and 
forth for several years,” Dr. McVary said. “It’s been 
hard to get a handle on this because it takes large 
groups of patients to make this determination, and 
you can only infer it from administrative datasets, 
which isn’t the best science, but sometimes it’s the 
only science you have.”

Also of interest to urologists: a study that exam-
ined whether the use of 5-alpha-reductase inhibitors 
(dutasteride or finasteride) to treat LUTS is asso-
ciated with increased risk of diabetes (BMJ 2019; 
365:l1204).

“I think what we’re learning as we’re gaining 
experience is that the long-term use of medication 
may create unexpected, untoward, long-term con-

sequences,” Dr. Kaplan said. “We need prospective 
studies to get some of those answers.”

The diabetes study is “a signal,” Dr. Kaplan said, 
but he added: “I don’t think there’s enough data there 
yet to change how we do business.”

Starting points for discussion
The studies outlined here provide the ground-
work for discussion with BPH patients around 
the benefits, advantages, and concerns related to 
treatment, whether surgery or medical therapy, 
Dr. Te said.

“There is a trend right now to find alternatives to 
medical therapy, but I still think medical therapy 
has its place in a majority of patients because it is 
efficacious for a good portion of the population,” 
Dr. Te said. “BPH is a progressive disease. Studies 
such as these provide the basis for discussion of risks 
and advantages of various treatments so patients 
can make informed decisions.”UT
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Cheryl Guttman Krader
UT Contributing Editor 

Results from analyses of data collected in the random-
ized, placebo-controlled Reduction by Dutasteride 
of prostate Cancer Events (REDUCE) trial point to 
a potential role for statins in attenuating age-related 
prostate enlargement.

Published online ahead of print in BJU Interna-
tional (Sept. 3, 2019), the study found that statin use at 
baseline was associated with a statistically significant 
reduction in prostate growth over the 4-year trial 
period. Among men receiving dutasteride (Avodart) 
in REDUCE, prostate volume at 4 years was 4% low-
er in men who were statin users at baseline compared 
with those who were non-users. In the placebo arm, 
prostate volume at 4 years was 3.3% lower in statin 
users versus non-users.

“Further study is needed to deter-
mine whether this modest effect on 
prostate growth translates into a 
benefit for reducing the develop-
ment or progression of BPH-asso-
ciated lower urinary tract symptoms 
(LUTS). As such, it is too soon to 

recommend statins for BPH and LUTS preven-
tion,” said Emma H. Allott, PhD, lecturer in cancer 
epidemiology, Queen’s University Belfast, Belfast, 
Northern Ireland, and joint first author of the paper 
with Ilona Csizmadi, PhD.

“However, in men already using statins, our find-
ings may support an added benefit of these choles-

terol-lowering drugs for slowing benign prostate 
growth over and above their established benefit for 
cardiovascular disease prevention.”

In REDUCE, men with a negative prostate biop-
sy were randomized to treatment with dutasteride 
or placebo and underwent transrectal ultrasound 
(TRUS)-guided prostate biopsies at baseline and 
after 2 and 4 years. They were included in the anal-
ysis investigating the association between statin use 
and prostate volume change over time if they had a 
baseline TRUS-measured prostate volume ≤80 mL, 
did not undergo prostate surgery or develop prostate 
cancer during the follow-up period, and were not on 
another lipid-lowering agent at baseline.

A total of 4,106 men were included in the analy-
sis, of whom 692 (17%) were statin users at baseline. 
Prostate volume at baseline was similar in statin users 
and non-users.

Magnitude of effect aligns
with previous research
The REDUCE researchers noted that the magni-
tude of the observed effect of statins on attenuating 
prostate growth aligns with previous reports of statin 
effects on prostate growth and for lowering PSA.

“These consistent findings from our group and 
others suggesting that statins lower prostate volume 
itself as well as blood PSA, a marker closely linked to 
prostate volume, support an anti-proliferative effect 
of statins on benign prostate tissue,” said Dr. Allott.

Observational studies and clinical trials inves-
tigating the effects of statins on LUTS and BPH 

prevention, however, have generated mixed results. 
Insufficient power may have played a role in negative 
studies.

“If the effect of statins on prostate growth is indeed 
as modest as was found in our study, it will likely 
require large, well-powered studies to observe any 
effect of statins on these clinical outcomes,” Dr. Allott 
told Urology Times.

As one of its strengths, the present study used data 
from a large clinical trial in which prostate volume 
was measured at regular pre-specified intervals. Dr. 
Allott and colleagues observed, however, that their 
analysis had several limitations.

First, statin use was assessed only at enrollment. 
There was no capture of whether men on a statin at 
baseline discontinued treatment over time or patients 
who were non-users at study entry later initiated use.

“However, any misclassification of statin use result-
ing from these treatment changes would be expected 
to bias our findings towards the null. Therefore the 
relationship between statin use and prostate growth 
may even be slightly stronger than we observed,” Dr. 
Allott said.

“Nevertheless, our findings require validation in 
large studies that ideally include longitudinal mea-
sures of prostate volume and collect detailed infor-
mation on statin use.”

The ability to generalize the findings of the study 
is another issue that should be considered recognizing 
that the population of men in the REDUCE trial is 
enriched for those with larger prostates at high risk 
of prostate cancer.UT

New data point to statins’ potential
for reducing prostate growth
Further study needed to determine whether drugs could reduce LUTS development/progression

DR.  ALLOTT

CLINICAL UPDATES  / BPH

BPH STUDIES
continued from page 16
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Data from 18-year study support 
HoLEP’s efficacy
Treatment associated with mean PSA reduction of ~66.7%, researchers report

Cheryl Guttman Krader
UT Contributing Editor 

Findings from an analysis of data collected pro-
spectively over an 18-year period provide further 
evidence supporting guidelines that recommend 
holmium laser enucleation of the prostate (HoLEP) 
as the size-independent gold standard for surgical 
management of BPH, say urologists from McGill 
University, Montreal.

They reported on their center’s long-term expe-
rience with HoLEP in a recently published paper (J 
Urol 2019; 202:795-800). The retrospective review 
included 1,476 patients who underwent HoLEP for 
symptomatic BPH between March 1998 and June 
2016. A single surgeon (Mostafa Elhilali, MD) per-
formed or supervised all of the procedures.

Operative and postoperative follow-up data 
showed that the procedure was safe and associated 
with durable improvements in both objective and 
subjective outcome parameters.

“As a minimally-invasive procedure, the intro-
duction of HoLEP 20 years ago marked a turning 
point in treatment for symptomatic BPH, and it has 
demonstrated superior safety and efficacy in studies 
comparing it with other surgical options. However, 
previous studies on HoLEP are small series and/or 
have short-term follow-up,” said Ahmed Ibrahim, 
MD, MSc, clinical fellow, department of surgery 
(urology), McGill University.

“Our study addresses the gap in information about 
long-term outcomes of HoLEP, which was eagerly 
awaited.”

“Based on our results, we believe that HoLEP 
should be a standard of reference for any emergent 
technology aiming to treat benign prostatic enlarge-
ment,” said co-author Serge Carrier, MD, professor 
of surgery (urology), McGill University.

In the series, HoLEP was performed with either 
a two- or three-lobe technique, depending on 
prostate morphology and the presence or absence 
of a prominent median lobe. A 100-W or 120-W 
holmium laser system (Lumenis) was used.

Reoperation required in 1.4% 
of patients
Reoperation was required in only 1.4% of the study 
cohort. Long-term complications included urethral 
strictures that developed after the first year of fol-
low-up in 1.4% of the study cohort. Bladder neck 
contracture occurred in about 2.1% of patients.

“The majority of patients with bladder neck 
contractures had a history of regular transurethral 
resection of the prostate, and all of the contractures 
were treated successfully by laser incision of the 
bladder neck,” Dr. Ibrahim said.

Urinary incontinence, defined as accidental or 
involuntary leakage of urine immediately preceded 
by urgency or straining, occurred in 64 patients 
(4.3%). Most cases were stress urinary incontinence 
and tended to resolve with Kegel exercise. Risk 
factors for post-HoLEP incontinence identified 
by multivariable regression analysis were age >70 
years, prostate volume >90 cc, and operative time 
>90 minutes.

Long-term functional outcomes were analyzed 
for men with ≥10 years of follow-up. In this cohort 
that was comprised of 132 patients with a median 
follow-up of 12.6 years.

Mean International Prostate Symptom Score 
improved significantly from 15.9 pre-HoLEP to 6.8 
at the most recent follow-up. Quality of life score was 
also significantly improved, being reduced from 3.1 
at baseline to 1.5.

Objective voiding parameters were also signifi-
cantly improved immedi-
ately after the operation and 
at last follow-up. Results 
from the long-term analy-
sis showed mean postvoid 
residual urine was reduced 
from 204 mL at baseline to 
43 mL and maximum flow 
rate improved from 7.2 mL/
sec at baseline to 17.7 mL/
sec. Mean PSA was signifi-
cantly reduced by about 
66.7% from 6.1 ng/mL to 
1.7 ng/mL.

Sexual function was not 
formally evaluated, and the 
study also had a high rate of 
follow-up loss for >10 years 
post-op, which could be 
largely attributable to the 
advanced age of the pop-
ulation. The authors also 
observed that any impact 

of technical modifications introduced during the 
study period were not analyzed, and they noted 
the need for further modifications in technique 
with the aims of reducing the procedure’s steep 
learning curve, relatively long operative time, and 
risk of postoperative urinary incontinence.

In an editorial comment about the paper Peter 
Gilling, MD, professor of surgery, University of 
Auckland, Bay of Plenty Clinical School, Tauran-
ga, New Zealand, wrote, “This well-documented 
series provides further evidence of the safety, effi-
cacy, and durability of HoLEP by its sheer size 
(1,476 patients) and the meaningful follow-up 
duration (18 years). A 66.7% reduction in PSA and 
a 1.4% reoperation rate with a transfusion rate less 
than 1% in a series of relatively larger prostates 
(mean TRUS volume of 92.3 cc) will be bench-
marks by which newer treatments should be 
judged” (J Urol 2019; 202:800).UTAHMED IBRAHIM, MD, MSC

“Our study addresses the gap 
in information about long-term 
outcomes of HoLEP, which was 
eagerly awaited.”

SERGE CARRIER, MD

“Based on our results, we believe 
that HoLEP should be a standard 
of reference for any emergent 
technology aiming to treat 
benign prostatic enlargement.”

TABLE EFFICACY OF HOLMIUM LASER ENUCLEATION OF THE 
PROSTATE OVER TIME

Baseline Last follow-up

Mean International Prostate Symptom Score 15.9 6.8

Quality of life score 3.1 1.5

Mean postvoid residual urine 204 mL 43 mL

Maximum flow rate 7.2 mL/sec 17.7 mL/sec

Mean PSA 6.1 ng/mL 1.7 ng/mL

Source: Ahmed Ibrahim, MD, MSc, and Serge Carrier, MD
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In the overall study population, which includ-
ed men with ≥1 alteration in any of 15 genes 
with a role in homologous recombination 
repair (HRR), median rPFS improved from 
3.52 months in patients treated with hormonal 
therapy to 5.82 months in those treated with 
olaparib (HR 0.49; p<.001).

“Over the past 10 years, we have come to 
realize that mCRPC is a disease that can have 
deleterious alterations in a variety of genes. 
Some of these genes are involved in HRR. The 
intent is to target those types of genes to pre-
vent the cancer cell from repairing itself,” said 
Dr. Hussain, who presented the findings at the 
European Society of Medical Oncology annual 
congress in Barcelona, Spain.

“PROfound is the first positive biomark-
er-selected phase III clinical study evaluating 
a molecularly targeted therapy in men with 
mCRPC, highlighting the importance of 
genomic testing in this population, and also 
importantly, highlighting the feasibility of pre-

cision medicine trial in this disease.”
PROfound randomized 386 men with 

mCRPC who had progressed on prior therapy 
with either or both hormonal agents in a 2:1 
ratio to olaparib, 300 mg twice daily, with phy-
sician’s choice of enzalutamide, 160 mg/day, or 
abiraterone, 1,000 mg/day plus prednisone, 5 
mg twice daily.

Two groups of men with mCRPC were 
enrolled. Men in cohort A had alterations in 
BRCA1, BRCA2, or ATM, and those in cohort 
B had alterations in any one of the 12 other 
genes known to be involved in DNA repair 
(BARD1, BRIP1, CDK12, CHEK1, CHEK2, 
FANCL, PALB2, PPP2R2A, RAD51B, RAD51C, 
RAD51D, or RAD54L).

Median patient age was about 68 years, with a 
maximum age of 91. Slightly less than one-fourth 
had metastatic disease at initial diagnosis. More 
than 60% had prior chemotherapy, and about 
one-fourth had two lines of prior chemotherapy.

The median duration of treatment was 7.4 
months in the olaparib arm and 3.9 months in 
the hormonal therapy arm. Olaparib was asso-
ciated with a higher rate of adverse events of any 
grade compared with hormonal therapy (95.3% 
vs. 87.7%).

Anemia (46.1 vs. 15.4%), nausea (41.4 vs. 
19.2%), decreased appetite (30.1 vs. 17.7%), and 
fatigue (26.2 vs. 20.8%) were more common in 
the olaparib arm compared with the hormonal 
arm. Some 16.4% and 8.5% of patients, respec-
tively, discontinued due to adverse events.

Primary endpoint statistically, 
clinically significant
“The primary endpoint [rPFS by blinded inde-
pendent central review in cohort A] was not only 
statistically significant but clinically significant 
with separations of the [rPFS] curves occur-
ring very early in the process and continuing 
to beyond a year,” said Dr. Hussain, translat-
ing into a 66% reduction in the risk of disease 
progression with assignment to olaparib versus 
hormonal therapy.

The confirmed objective response rate in 
cohort A was 33.3% in the olaparib arm and 
2.3% in the hormonal therapy arm (OR 20.36; 
p<.0001). The time to pain progression also 
favored olaparib. The median time to pain pro-
gression was not reached in the olaparib arm 
compared with 9.92 months in the hormonal 
therapy arm (HR 0.44; p=.0192).

Overall survival (OS) data were not mature 
but in an interim analysis, median OS was 18.5 
months with olaparib compared with 15.11 
months with hormonal treatment (HR 0.64, 
p=.0173). Median OS in the overall population 
(cohorts A+B) was 17.51 vs. 14.26 months (HR 
0.67, p=.0063 [nominal]), respectively.

AstraZeneca and Merck provided funding for 
the study.UT

“PROfound is the first positive 
biomarker-selected phase 
III clinical study evaluating a 
molecularly targeted therapy in 
men with mCRPC, highlighting 
the importance of genomic 
testing in this population, and 
also importantly, highlighting the 

feasibility of precision 
medicine trial in this 
disease.”

MAHA HUSSAIN, MD

PARP INHIBITOR
continued from page 1

Theragnostics recently announced the successful completion of a phase II clinical 
study of novel prostate cancer diagnostic imaging Gallium-68 (68Ga) THP-PSMA 
PET/CT.

The PRONOUNCED trial is a prospective open-label study of 50 patients to eval-
uate the safety and clinical impact of 68Ga THP-PSMA PET/CT imaging (THP-PS-
MA) on patient management and treatment decisions in men who are newly diag-
nosed or have biochemically recurrent prostate cancer after initial treatment.

The study met its primary and secondary endpoints, Theragnostics reported in 
a press release. Data demonstrates that post THP-PSMA scan, one-third of newly 
diagnosed prostate cancer patients, and over 50% of patients with biochemically 
recurrent disease including 75% in a post-radical radiotherapy setting, saw their 
treatment plan altered to be more appropriate as a result of re-staging their pros-

tate cancer. The safety data showed that THP-PSMA was well tolerated with no 
serious adverse events reported and was therefore considered safe.

“The PRONOUNCED study was completed with a substantial number of changes to 
the treatment regime made following the THP-PSMA scan and shows how this excit-
ing technology can influence the management of prostate cancer patients,” said Jam-
shed Bomanji, MD, PhD, co-investigator and head of department at the Institute of 
Nuclear Medicine, University College London Hospitals NHS Foundation Trust. “The 
new THP-PSMA PET/CT imaging allows for prospective analysis of the clinical disease 
status rather than retrospective, allowing for better informed decision-making.”

The trial is jointly funded by Innovate UK and Theragnostics and conducted at 
University College London Hospitals NHS Foundation Trust with multiple referral 
sites in the UK.

FIGURE / Median radiographic PFS in 
metastatic castration-resistant PCa 
cohort*

* Men with mCRPC who had alterations in BRCA1, BRCA2, or ATM
Source: Maha Hussain, MD
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Wayne Kuznar
UT Correspondent 

Localization of recurrence was possible in more 
than half of men with biochemical recurrence of 
prostate cancer after radical prostatectomy (RP) 
who underwent 18F-fluciclovine positron emission 
tomography (PET)/computed tomography (CT) 
imaging (Axumin) following equivocal or negative 
findings on standard imaging.

In the LOCATE study, 57% of men overall 
with biochemical recurrence after curative intent 
therapy were found to have one or more lesions by 
18F-fluciclovine PET/CT. The detection rate was 
higher with increasing PSA level and in men with 
intact prostates, said Gerald Andriole, MD, at the 
AUA annual meeting in Chicago.

LOCATE was a prospective, U.S., open-label 
study conducted at 15 sites that enrolled 213 men 
with biochemically recurrent prostate cancer who 
had conventional imaging scans that were either 
negative or equivocal. Some 59% of men had 
their management plans altered after the results of 
18F-fluciclovine PET/CT imaging were made avail-
able, which was the primary endpoint of the study. 
Of those changes, 78% were classified as “major” 
(ie, a change in treatment modality).

In a patient with biochemical 
recurrence following RP or radi-
ation, “we rarely knew where the 
recurrent disease was located,” 
said Dr. Andriole, chief of urologic 
surgery, Washington University 
School of Medicine, St. Louis. 
“We wouldn’t know if the patient 

had a tiny metastasis in a lymph node near the aorta 
or a bone metastasis in his shoulder, or if the recur-
rence was local or a combination.”

More detailed and precise localization permits 
targeted treatment after a PSA recurrence, he said, 
whereas standard imaging methods aren’t sensitive 

enough to localize the recurrence.
“If you didn’t know what you were treating, the 

default was to treat aggressively, for example to the 
entire pelvis,” he said.

In the new analysis presented at the AUA annual 
meeting, the detection rate of 18F-fluciclovine PET/
CT in men with prostate cancer recurrence with 
or without RP was evaluated. A total of 164 of the 
213 men (77%) had RP prior to being enrolled in 
the study.

The median PSA level was 5.50 ng/mL in men 
with an intact prostate versus 0.57 ng/mL in those 
with prior RP, although the range was greater in 
the prior RP group (0.2 to 93.5 ng/mL) than in 
the intact group (0.93 to 53.75 ng/mL). Some 65% 
in the prior RP group and 55% in the group with 
intact prostates had a Gleason score of 7, and 9.1% 
and 24.0%, respectively, had a Gleason score ≤6.

“The key finding is that for patients who had RP, 
the 18F-fluciclovine PET/CT scan was informative 
for more than half of the patients who had a PSA less 
than 1.0, which often represents a very low amount 
of residual cancer,” said Dr. Andriole.

Detection rate increased with 
increasing pre-scan PSA
18F-Fluciclovine-avid lesions were found in 122 men 
(57%). The detection rate was 49% (81/164) in men 
with prior RP and 84% (41/49) in the men with an 
intact prostate. The detection rate increased with 
increasing pre-scan PSA, ranging from 31% among 
those with a PSA level <0.5 ng/mL to 95% among 
men with a PSA >10.0 ng/mL. In the men with pri-
or RP, the detection rate ranged from 31% (25/81) 
among the men with a PSA value <0.5 ng/mL to 
95% (18/19) among men with a PSA >10.0 ng/mL.

One fourth (53/213) of patients had oligometa-
static disease (ie, <3-5 sites of recurrence), with 38% 
of them (20/53) having PSA levels ≤1.0 ng/mL.

“Oligometastaic disease is an important con-
cept because it now appears that with target-

ed treatment, we can eradicate tiny amounts 
of recurrence and metastatic disease,” said Dr. 
Andriole.

“So it’s a real home run to say that we can pick 
out from the relatively vast population of patients 
who have biochemical recurrence after RP, those 
who have a tiny amount of PSA measured in their 
blood. On the basis of this, it looks like we can 
salvage about a quarter of them because the test 
is sensitive enough to find the recurrent disease 
when there’s three or fewer sites of recurrent 
disease.”

Blue Earth Diagnostics provided funding for the 
study.UT

Imaging agent helps localize recurrence
Detection rate higher with increasing PSA levels, patients with intact prostates, study finds

See GUIDELINE page 21

DR. ANDRIOLE

FIGURE / 18F-fl uciclovine PET/CT recur-
rence detection rate by pre-scan PSA

Source: Gerald Andriole, MD
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Guide for adjuvant, salvage RT after RP amended
New evidence supports use of hormone therapy with salvage radiation after radical prostatectomy

Lisette Hilton
UT Correspondent 

New high-quality and long-term evidence sup-
ports using hormone therapy with salvage radiation 
therapy after radical prostatectomy, according to 
a recent amendment to the American Society for 
Radiation Oncology (ASTRO) and AUA joint clin-

ical guideline on adjuvant and salvage radiotherapy 
after prostatectomy.

“In the past, we would defer on the use of hor-
monal therapy in combination with radiation thera-
py,” said guideline panel co-chair Richard Valicenti, 
MD, MA, chair and professor of radiation oncology 
of the University of California, Davis. “The data 
now shows that we should be offering hormonal 

therapy, or androgen deprivation therapy, with radi-
ation when these patients are progressing after a 
radical prostatectomy. That’s the main message of 
the updated evidence-based guideline.”

The guideline amendment was published in 
Practical Radiation Oncology (2019; 9:208-13). The 
authors reviewed 294 studies published from Jan-
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uary 1990 to December 2012 in the original doc-
ument, incorporating data from articles published 
between September 2012 and December 2017 in 
the amended version.

Data from three randomized controlled trials, 
including the ARO 96-02 trial (Eur Urol 2014; 
66:243-50), provided 10-year data on the use of 
radiation therapy after radical prostatectomy. Only 
5-year data were available from this trial when the 
original guideline was published, according to the 
amended guideline.

“We now know that radiotherapy and the 
combination of hormone therapy with radi-
ation, following radical prostatectomy, have 
contributed to even more favorable outcomes 
for patients than seen previously,” Dr. Valicenti 
said in a press release. “With the current update, 
this collaborative guideline now reflects nearly 
three decades of multidisciplinary research.”

The amendment includes the recommendation 

that clinicians should inform patients with adverse 
pathologic findings including seminal vesicle inva-
sion, positive surgical margins, and extraprostatic 
extension that, compared to radical prostatectomy 
only, adjuvant radiotherapy reduces risks of bio-

chemical (PSA) recurrence, local recurrence, and 
clinical progression of cancer. Clinicians should 
also let patients know that the impact of adjuvant 
radiotherapy on subsequent metastases and over-
all survival is less clear, according to the amended 
guideline.

The authors concluded two randomized con-
trolled trials offered sufficient evidence to create 
a new statement. Guideline Statement 9 includes 
data from the RTOG 9601 (N Engl J Med 2017; 
376:417-28) and GETUG-AFU 16 (Lancet Oncol 
2016; 17:747-56) trials, both analyzing hormonal 
therapy’s effects on overall survival and on bio-
chemical and clinical progression among patients 
who received salvage radiotherapy after prostatec-
tomy. The trials offer strong evidence overall to 
support the use of hormonal therapy in those who 
are candidates for salvage radiotherapy. Clinicians 
offering the therapy should communicate its bene-
fits and harms, according to the amended guideline.

The amended guideline also recommends more 
research on genomic classifiers that can predict 
treatment effectiveness.UT

“In the past, we would defer on 
the use of hormonal therapy 
in combination with radiation 
therapy. The data now shows 
that we should be offering 
hormonal therapy, or androgen 
deprivation therapy, with 
radiation when these patients 

are progressing 
after a radical 
prostatectomy.”

RICHARD VALICENTI, MD, MA

Prostate-sparing treatment uses nanoparticles
Ultrafocal photothermal ablation technique appears safe, feasible for low/intermediate-risk localized cancer

Lisette Hilton
UT Correspondent 

A new technique using gold-silica nanoparti-
cles to perform ultrafocal photothermal ablation 
of prostate cancer tumors seems feasible, safe, 
and relatively free of serious complications or 
life-altering changes in genitourinary function 
for men with low- or intermediate-risk localized 
prostate cancer, according to a recent study.

In a pilot device study published in the Proceed-
ings of the National Academy of Sciences (Aug. 26, 
2019 [Epub ahead of print]), researchers report-
ed on 16 patients with low- or intermediate-risk 
localized prostate cancer who had the gold-silica 
nanoshell (GSN)-mediated focal laser ablation 
technique (AuroLase Therapy). The approach 
involves infusing prostate tumors with biocom-
patible gold silica nanoshells and performing 
high-precision laser ablation.

GSN-mediated focal laser ablation success-
fully eradicated cancer cells in 87.5% of lesions 
treated at 1 year of follow-up and resulted in 
about a 42% reduction in patients’ PSAs at 3 
months.

Researchers have since completed enrollment 
for the first 45 patients to test the primary end-
point of tumor ablation—data that will take 
about 1 year to mature, according to principal 
investigator and lead author Ardeshir (Art) Ras-
tinehad, DO, associate professor of urology and 

radiology, Icahn School of Medicine at Mount 
Sinai, New York. Dr. Rastinehad invented the 
technique used in the AuroLase Therapy trial.

“What is really exciting about this research is 
it is the first human use of nanoparticle-direct-
ed photothermal therapy. It has taken 20 years 
of research to finally make it to human trials, 
and we are having very promising results. There 
are endless possibilities for clinical applications 
in other tumors,” Dr. Rastinehad told Urology 
Times.

Dr. Rastinehad began his work on the tech-
nique as a fellow working at the National Insti-
tutes of Health and Philips Healthcare on a 

transperineal MR/ultrasound 
fusion-guided biopsy device.

“This biopsy approach allows 
patients to have a targeted 
biopsy with little to no risk of 
infection. It is also a very stable 
platform that allows the prior 
biopsy data to be retargeted 

for treatment. In our study, we used the fusion 
biopsy information to target specific areas of the 
prostate—thus creating a focal therapy approach 
for prostate tumors,” Dr. Rastinehad said.

The next part of the project involved using 
gold silica nanoshells to target the tumors, cre-
ating a tumor-specific ablation site.

“The big difference between laser ablation 
and AuroLase-mediated ablation is that a typ-

ical laser generates heat, which kills tissue. In 
our study, we use a low-temperature laser that 
sends light energy through the tissue to excite 
the Auroshells to create heat and thus kill pros-
tate tumors,” he said.

Prostate cancer patients most likely to benefit 
from GSN-mediated focal laser ablation are men 
with focal lesions that have been diagnosed using 
multiparametric MRI and have no disease out-
side of the prostate, according to Dr. Rastinehad.

“This would not be applicable to patients with 
advanced, or metastatic, disease,” Dr. Rastinehad 
said.

According to Dr. Rastinehad, it’s important 
for urologists to know that the diagnosis of pros-
tate cancer is changing with use of high-quality 
multiparametric MRI of the prostate and target-
ed biopsies. This could change a conversation 
urologists often have with their prostate cancer 
patients when they ask their doctors: “If you see 
it on MRI and then completed a targeted biopsy, 
why can’t you just treat the spot? Why would I 
have to have my entire prostate out if the cancer 
is only in one area?”

Treatment options like this would do precise-
ly that, targeting therapy, preserving critical 
structures within the prostate and avoiding side 
effects associated with whole-gland treatment.

Dr. Rastinehad receives research support from 
and is a consultant for Philips Healthcare and 
Nanospectra.UT

DR. RASTINEHAD

CLINICAL UPDATES   / Prostate Cancer

UT1119_020-021_Clinical Update_TRC1_TRC2-PROSTATE CANCER.indd   21 11/11/19   12:05 PM



Visit erleadahcp.com
Janssen Biotech, Inc.
© Janssen Biotech, Inc. 2019 9/19 cp-94338v1

$'7� �DQGURJHQ�GHSULYDWLRQ�WKHUDS\��&Ζ� �FRQ��GHQFH�LQWHUYDO��
+5� �KD]DUG�UDWLR��7Ζ7$1� �7DUJHWHG�ΖQYHVWLJDWLRQDO�7UHDWPHQW�$QDO\VLV�RI�
1RYHO�$QWLDQGURJHQ�

NEW INDICATION

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

Start early with ERLEADA®

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

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

Now approved for the treatment of 
patients with metastatic castration-
sensitive prostate cancer (mCSPC).

ERLEADA® + ADT reduced 

the risk of death 

by ǳǳ% vs placebo + ADT1

�$OO�SDWLHQWV�ZKR�HQUROOHG�LQ�WKH�7Ζ7$1�VWXG\�VWDUWHG�$'7�IRU�P&63&�
���PRQWKV�SULRU�WR�UDQGRPL]DWLRQ�

† Study Design:�7Ζ7$1�ZDV�D�SKDVH����PXOWLFHQWHU��UDQGRPL]HG��
GRXEOH�EOLQG��SODFHER�FRQWUROOHG�WULDO�RI�SDWLHQWV�ZLWK�P&63&��1 �������
3DWLHQWV�KDG�de novo�P&63&�RU�UHODSVHG�PHWDVWDWLF�GLVHDVH�DIWHU�LQLWLDO�
GLDJQRVLV�RI�ORFDOL]HG�GLVHDVH��$OO�SDWLHQWV�LQ�WKH�7Ζ7$1�WULDO�UHFHLYHG�D�
FRQFRPLWDQW�*Q5+�DQDORJ�RU�KDG�D�ELODWHUDO�RUFKLHFWRP\��3DWLHQWV�ZLWK�
YLVFHUDO��LH��OLYHU�RU�OXQJ��PHWDVWDVHV�DV�WKH�RQO\�VLWHV�RI�PHWDVWDVHV�
ZHUH�H[FOXGHG��3DWLHQWV�ZHUH�UDQGRPL]HG�����WR�UHFHLYH�(5/($'$®

����PJ�RUDOO\�RQFH�GDLO\���$'7�RU�SODFHER�RUDOO\�RQFH�GDLO\���$'7��
7KH�GXDO�SULPDU\�HQGSRLQWV�ZHUH�RYHUDOO�VXUYLYDO�DQG�UDGLRJUDSKLF�
SURJUHVVLRQ�IUHH�VXUYLYDO����References: 1.�(5/($'$®�>3UHVFULELQJ�ΖQIRUPDWLRQ@��+RUVKDP��3$��

-DQVVHQ�%LRWHFK��ΖQF� 2.�&KL�.1��$JDUZDO�1��%MDUWHOO�$��HW�DO��RQ�EHKDOI�
RI�7Ζ7$1�LQYHVWLJDWRUV��$SDOXWDPLGH�IRU�PHWDVWDWLF�FDVWUDWLRQ�VHQVLWLYH�
SURVWDWH�FDQFHU��N Engl J Med.�ΖQ�SUHVV�

GXULQJ�WUHDWPHQW��ΖW�LV�XQNQRZQ�ZKHWKHU�DQWL�HSLOHSWLF�
PHGLFDWLRQV�ZLOO�SUHYHQW�VHL]XUHV�ZLWK�(5/($'$®��$GYLVH�
SDWLHQWV�RI�WKH�ULVN�RI�GHYHORSLQJ�D�VHL]XUH�ZKLOH�UHFHLYLQJ�
(5/($'$®�DQG�RI�HQJDJLQJ�LQ�DQ\�DFWLYLW\�ZKHUH�VXGGHQ�ORVV�
RI�FRQVFLRXVQHVV�FRXOG�FDXVH�KDUP�WR�WKHPVHOYHV�RU�RWKHUV�

Embryo-Fetal Toxicity—7KH�VDIHW\�DQG�Hɝ��FDF\�RI�
(5/($'$®�KDYH�QRW�EHHQ�HVWDEOLVKHG�LQ�IHPDOHV��%DVHG�RQ�
LWV�PHFKDQLVP�RI�DFWLRQ��(5/($'$®�FDQ�FDXVH�IHWDO�KDUP�DQG�
ORVV�RI�SUHJQDQF\�ZKHQ�DGPLQLVWHUHG�WR�D�SUHJQDQW�IHPDOH��
$GYLVH�PDOHV�ZLWK�IHPDOH�SDUWQHUV�RI�UHSURGXFWLYH�SRWHQWLDO�
WR�XVH�H
�HFWLYH�FRQWUDFHSWLRQ�GXULQJ�WUHDWPHQW�DQG�IRU���
PRQWKV�DIWHU�WKH�ODVW�GRVH�RI�(5/($'$® >VHH�8VH�LQ�6SHFL��F�
Populations (8.1, 8.3)]�

ADVERSE REACTIONS 

Adverse Reactions—7KH�PRVW�FRPPRQ�DGYHUVH�UHDFWLRQV�
�	�����WKDW�RFFXUUHG�PRUH�IUHTXHQWO\�LQ�WKH�(5/($'$®�WUHDWHG�
SDWLHQWV��	���RYHU�SODFHER��IURP�WKH�UDQGRPL]HG�SODFHER�
FRQWUROOHG�FOLQLFDO�WULDOV��7Ζ7$1�DQG�63$57$1��ZHUH�IDWLJXH��
DUWKUDOJLD��UDVK��GHFUHDVHG�DSSHWLWH��IDOO��ZHLJKW�GHFUHDVHG��
K\SHUWHQVLRQ��KRW���XVK��GLDUUKHD��DQG�IUDFWXUH��
Laboratory Abnormalities—All Grades (Grade 3-4)
•  Hematology—ΖQ�WKH�7Ζ7$1�VWXG\��ZKLWH�EORRG�FHOO�
GHFUHDVHG�(5/($'$®�������������SODFHER�������������ΖQ�
WKH�63$57$1�VWXG\��DQHPLD�(5/($'$®�������������SODFHER�
������������OHXNRSHQLD�(5/($'$®�������������SODFHER�����
������O\PSKRSHQLD�(5/($'$®�����������SODFHER����������

•  Chemistry—ΖQ�WKH�7Ζ7$1�VWXG\��K\SHUWULJO\FHULGHPLD�
(5/($'$®�����������SODFHER�����������ΖQ�WKH�63$57$1�VWXG\��
K\SHUFKROHVWHUROHPLD�(5/($'$®�������������SODFHER�����
������K\SHUJO\FHPLD�(5/($'$®�����������SODFHER�����������
K\SHUWULJO\FHULGHPLD�(5/($'$®�����������SODFHER�������������
K\SHUNDOHPLD�(5/($'$®�����������SODFHER�����������

Rash—ΖQ���UDQGRPL]HG�VWXGLHV��UDVK�ZDV�PRVW�FRPPRQO\�
GHVFULEHG�DV�PDFXODU�RU�PDFXORSDSXODU��$GYHUVH�UHDFWLRQV�RI�
UDVK�ZHUH�����ZLWK�(5/($'$®�YV����ZLWK�SODFHER��*UDGH���
UDVKHV��GH��QHG�DV�FRYHULQJ�!����ERG\�VXUIDFH�DUHD�>%6$@��ZHUH�
UHSRUWHG�ZLWK�(5/($'$®�WUHDWPHQW������YV�SODFHER��������
7KH�RQVHW�RI�UDVK�RFFXUUHG�DW�D�PHGLDQ�RI����GD\V��5DVK�
UHVROYHG�LQ�����RI�SDWLHQWV�ZLWKLQ�D�PHGLDQ�RI����GD\V�
IURP�RQVHW�RI�UDVK��5DVK�ZDV�FRPPRQO\�PDQDJHG�ZLWK�RUDO�
DQWLKLVWDPLQHV��WRSLFDO�FRUWLFRVWHURLGV��DQG�����RI�SDWLHQWV�
UHFHLYHG�V\VWHPLF�FRUWLFRVWHURLGV��'RVH�UHGXFWLRQ�RU�GRVH�
LQWHUUXSWLRQ�RFFXUUHG�LQ�����DQG�����RI�SDWLHQWV��UHVSHFWLYHO\��
2I�WKH�SDWLHQWV�ZKR�KDG�GRVH�LQWHUUXSWLRQ������H[SHULHQFHG�
UHFXUUHQFH�RI�UDVK�XSRQ�UHLQWURGXFWLRQ�RI�(5/($'$®�

Hypothyroidism—ΖQ���UDQGRPL]HG�VWXGLHV��K\SRWK\URLGLVP�
ZDV�UHSRUWHG�IRU����RI�SDWLHQWV�WUHDWHG�ZLWK�(5/($'$® and 

���RI�SDWLHQWV�WUHDWHG�ZLWK�SODFHER�EDVHG�RQ�DVVHVVPHQWV�RI�
WK\URLG�VWLPXODWLQJ�KRUPRQH��76+��HYHU\���PRQWKV��(OHYDWHG�
76+�RFFXUUHG�LQ�����RI�SDWLHQWV�WUHDWHG�ZLWK�(5/($'$®�DQG����
RI�SDWLHQWV�WUHDWHG�ZLWK�SODFHER��7KH�PHGLDQ�RQVHW�ZDV�DW�WKH�
��UVW�VFKHGXOHG�DVVHVVPHQW��7KHUH�ZHUH�QR�*UDGH���RU���DGYHUVH�
UHDFWLRQV��7K\URLG�UHSODFHPHQW�WKHUDS\��ZKHQ�FOLQLFDOO\�LQGLFDWHG��
VKRXOG�EH�LQLWLDWHG�RU�GRVH�DGMXVWHG��

DRUG INTERACTIONS

(��HFW�RI�2WKHU�'UXJV�RQ�(5/($'$®—&R�DGPLQLVWUDWLRQ�
RI�D�VWURQJ�&<3�&��RU�&<3�$��LQKLELWRU�LV�SUHGLFWHG�WR�LQFUHDVH�
WKH�VWHDG\�VWDWH�H[SRVXUH�RI�WKH�DFWLYH�PRLHWLHV��1R�LQLWLDO�GRVH�
DGMXVWPHQW�LV�QHFHVVDU\��KRZHYHU��UHGXFH�WKH�(5/($'$® dose 

EDVHG�RQ�WROHUDELOLW\�[see Dosage and Administration (2.2)]�
(��HFW�RI�(5/($'$®�RQ�2WKHU�'UXJV—(5/($'$® is a 

VWURQJ�LQGXFHU�RI�&<3�$��DQG�&<3�&����DQG�D�ZHDN�LQGXFHU�
RI�&<3�&��LQ�KXPDQV��&RQFRPLWDQW�XVH�RI�(5/($'$®�ZLWK�
PHGLFDWLRQV�WKDW�DUH�SULPDULO\�PHWDEROL]HG�E\�&<3�$���&<3�&����
RU�&<3�&��FDQ�UHVXOW�LQ�ORZHU�H[SRVXUH�WR�WKHVH�PHGLFDWLRQV��
6XEVWLWXWLRQ�IRU�WKHVH�PHGLFDWLRQV�LV�UHFRPPHQGHG�ZKHQ�
SRVVLEOH�RU�HYDOXDWH�IRU�ORVV�RI�DFWLYLW\�LI�PHGLFDWLRQ�LV�FRQWLQXHG��
&RQFRPLWDQW�DGPLQLVWUDWLRQ�RI�(5/($'$®�ZLWK�PHGLFDWLRQV�WKDW�
DUH�VXEVWUDWHV�RI�8'3�JOXFXURQRV\O�WUDQVIHUDVH��8*7��FDQ�UHVXOW�
LQ�GHFUHDVHG�H[SRVXUH��8VH�FDXWLRQ�LI�VXEVWUDWHV�RI�8*7�PXVW�EH�
FR�DGPLQLVWHUHG�ZLWK�(5/($'$®�DQG�HYDOXDWH�IRU�ORVV�RI�DFWLYLW\�
3�JS��%&53��RU�2$73�%��6XEVWUDWHV—$SDOXWDPLGH�LV�D�
ZHDN�LQGXFHU�RI�3�JO\FRSURWHLQ��3�JS���EUHDVW�FDQFHU�UHVLVWDQFH�
SURWHLQ��%&53���DQG�RUJDQLF�DQLRQ�WUDQVSRUWLQJ�SRO\SHSWLGH�
�%���2$73�%���FOLQLFDOO\��&RQFRPLWDQW�XVH�RI�(5/($'$®�ZLWK�
PHGLFDWLRQV�WKDW�DUH�VXEVWUDWHV�RI�3�JS��%&53��RU�2$73�%��
FDQ�UHVXOW�LQ�ORZHU�H[SRVXUH�RI�WKHVH�PHGLFDWLRQV��8VH�
FDXWLRQ�LI�VXEVWUDWHV�RI�3�JS��%&53��RU�2$73�%��PXVW�EH�FR�
DGPLQLVWHUHG�ZLWK�(5/($'$®�DQG�HYDOXDWH�IRU�ORVV�RI�DFWLYLW\�LI�
PHGLFDWLRQ�LV�FRQWLQXHG�
Please see Brief Summary of full Prescribing 
Information for ERLEADA® on subsequent pages.

INDICATION 

(5/($'$®��DSDOXWDPLGH��LV�DQ�DQGURJHQ�UHFHSWRU�LQKLELWRU�
LQGLFDWHG�IRU�WKH�WUHDWPHQW�RI�SDWLHQWV�ZLWK��
ȏ�0HWDVWDWLF�FDVWUDWLRQ�VHQVLWLYH�SURVWDWH�FDQFHU��P&63&�
ȏ��1RQ�PHWDVWDWLF�FDVWUDWLRQ�UHVLVWDQW�SURVWDWH�FDQFHU��QP&53&��

IMPORTANT SAFETY INFORMATION 

WARNINGS AND PRECAUTIONS 

Ischemic Cardiovascular Events—ΖQ�D�UDQGRPL]HG�
VWXG\��63$57$1��RI�SDWLHQWV�ZLWK�QP&53&��LVFKHPLF�
FDUGLRYDVFXODU�HYHQWV�RFFXUUHG�LQ����RI�SDWLHQWV�WUHDWHG�
ZLWK�(5/($'$®�DQG����RI�SDWLHQWV�WUHDWHG�ZLWK�SODFHER��ΖQ�D�
UDQGRPL]HG�VWXG\��7Ζ7$1��LQ�SDWLHQWV�ZLWK�P&63&��LVFKHPLF�
FDUGLRYDVFXODU�HYHQWV�RFFXUUHG�LQ����RI�SDWLHQWV�WUHDWHG�ZLWK�
(5/($'$®�DQG����RI�SDWLHQWV�WUHDWHG�ZLWK�SODFHER��$FURVV�
WKH�63$57$1�DQG�7Ζ7$1�VWXGLHV����SDWLHQWV��������WUHDWHG�
ZLWK�(5/($'$®�DQG���SDWLHQWV��������WUHDWHG�ZLWK�SODFHER�
GLHG�IURP�DQ�LVFKHPLF�FDUGLRYDVFXODU�HYHQW��3DWLHQWV�ZLWK�
FXUUHQW�HYLGHQFH�RI�XQVWDEOH�DQJLQD��P\RFDUGLDO�LQIDUFWLRQ��
RU�FRQJHVWLYH�KHDUW�IDLOXUH�ZLWKLQ���PRQWKV�RI�UDQGRPL]DWLRQ�
ZHUH�H[FOXGHG�IURP�WKH�63$57$1�DQG�7Ζ7$1�VWXGLHV�
ΖVFKHPLF�FDUGLRYDVFXODU�HYHQWV��LQFOXGLQJ�HYHQWV�OHDGLQJ�
WR�GHDWK��RFFXUUHG�LQ�SDWLHQWV�UHFHLYLQJ�(5/($'$®��
0RQLWRU�IRU�VLJQV�DQG�V\PSWRPV�RI�LVFKHPLF�KHDUW�GLVHDVH��
2SWLPL]H�PDQDJHPHQW�RI�FDUGLRYDVFXODU�ULVN�IDFWRUV��VXFK�
DV�K\SHUWHQVLRQ��GLDEHWHV��RU�G\VOLSLGHPLD��&RQVLGHU�
GLVFRQWLQXDWLRQ�RI�(5/($'$®�IRU�*UDGH���DQG���HYHQWV�
Fractures—ΖQ�D�UDQGRPL]HG�VWXG\��63$57$1��RI�SDWLHQWV�
ZLWK�QP&53&��IUDFWXUHV�RFFXUUHG�LQ�����RI�SDWLHQWV�WUHDWHG�
ZLWK�(5/($'$®�DQG�LQ����RI�SDWLHQWV�WUHDWHG�ZLWK�SODFHER��ΖQ�
D�UDQGRPL]HG�VWXG\��7Ζ7$1��RI�SDWLHQWV�ZLWK�P&63&��IUDFWXUHV�
RFFXUUHG�LQ����RI�SDWLHQWV�WUHDWHG�ZLWK�(5/($'$® and in 

���RI�SDWLHQWV�WUHDWHG�ZLWK�SODFHER��(YDOXDWH�SDWLHQWV�IRU�
IUDFWXUH�ULVN��0RQLWRU�DQG�PDQDJH�SDWLHQWV�DW�ULVN�IRU�IUDFWXUHV�
DFFRUGLQJ�WR�HVWDEOLVKHG�WUHDWPHQW�JXLGHOLQHV�DQG�FRQVLGHU�XVH�
RI�ERQH�WDUJHWHG�DJHQWV��
Falls—ΖQ�D�UDQGRPL]HG�VWXG\��63$57$1���IDOOV�RFFXUUHG�LQ�
����RI�SDWLHQWV�WUHDWHG�ZLWK�(5/($'$®�FRPSDUHG�ZLWK����RI�
SDWLHQWV�WUHDWHG�ZLWK�SODFHER��)DOOV�ZHUH�QRW�DVVRFLDWHG�ZLWK�
ORVV�RI�FRQVFLRXVQHVV�RU�VHL]XUH��)DOOV�RFFXUUHG�LQ�SDWLHQWV�
UHFHLYLQJ�(5/($'$®�ZLWK�LQFUHDVHG�IUHTXHQF\�LQ�WKH�HOGHUO\��
(YDOXDWH�SDWLHQWV�IRU�IDOO�ULVN�
Seizure—ΖQ���UDQGRPL]HG�VWXGLHV��63$57$1�DQG�7Ζ7$1�����
SDWLHQWV��������WUHDWHG�ZLWK�(5/($'$®�DQG���SDWLHQW�WUHDWHG�
ZLWK�SODFHER��������H[SHULHQFHG�D�VHL]XUH��3HUPDQHQWO\�
GLVFRQWLQXH�(5/($'$®�LQ�SDWLHQWV�ZKR�GHYHORS�D�VHL]XUH�
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In the TITAN study†

in patients with mCSPC:
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Brief Summary of Prescribing Information for ERLEADA® (apalutamide)
ERLEADA® (apalutamide) tablets, for oral use
See package insert for Full Prescribing Information

INDICATIONS AND USAGE
ERLEADA is indicated for the treatment of patients with 
• Metastatic castration-sensitive prostate cancer (mCSPC)
• Non-metastatic castration-resistant prostate cancer (nmCRPC)

CONTRAINDICATIONS
None.

WARNINGS AND PRECAUTIONS
Ischemic Cardiovascular Events
Ischemic cardiovascular events, including events leading to death, 
occurred in patients receiving ERLEADA. Monitor for signs and symptoms 
of ischemic heart disease. Optimize management of cardiovascular 
risk factors, such as hypertension, diabetes, or dyslipidemia. Consider 
discontinuation of ERLEADA for Grade 3 and 4 events.
In a randomized study (SPARTAN) of patients with nmCRPC, ischemic 
cardiovascular events occurred in 4% of patients treated with 
ERLEADA and 3% of patients treated with placebo. In a randomized 
study (TITAN) in patients with mCSPC, ischemic cardiovascular events 
occurred in 4% of patients treated with ERLEADA and 2% of patients 
treated with placebo. Across the SPARTAN and TITAN studies, 
6 patients (0.5%) treated with ERLEADA and 2 patients (0.2%) treated 
with placebo died from an ischemic cardiovascular event. Patients 
with current evidence of unstable angina, myocardial infarction, or 
congestive heart failure within six months of randomization were 
excluded from the SPARTAN and TITAN studies.
Fractures
Fractures occurred in patients receiving ERLEADA. Evaluate patients 
for fracture risk. Monitor and manage patients at risk for fractures 
according to established treatment guidelines and consider use of 
bone-targeted agents.
In a randomized study (SPARTAN) of patients with non-metastatic 
castration-resistant prostate cancer, fractures occurred in 12% of 
patients treated with ERLEADA and in 7% of patients treated with 
placebo. Grade 3-4 fractures occurred in 3% of patients treated with 
ERLEADA and in 1% of patients treated with placebo. The median 
time to onset of fracture was 314 days (range: 20 to 953 days) for 
patients treated with ERLEADA. Routine bone density assessment 
and treatment of osteoporosis with bone-targeted agents were not 
performed in the SPARTAN study.
In a randomized study (TITAN) of patients with metastatic castration-
sensitive prostate cancer, fractures occurred in 9% of patients treated  
with ERLEADA and in 6% of patients treated with placebo. Grade 3-4 
fractures were similar in both arms at 2%. The median time to onset 
of fracture was 56 days (range: 2 to 111 days) for patients treated with 
ERLEADA. Routine bone density assessment and treatment of osteoporosis 
with bone-targeted agents were not performed in the TITAN study.
Falls
Falls occurred in patients receiving ERLEADA with increased frequency in 
the elderly [See Use in Specific Populations]. Evaluate patients for fall risk.
In a randomized study (SPARTAN), falls occurred in 16% of patients 
treated with ERLEADA compared to 9% of patients treated with placebo. 
Falls were not associated with loss of consciousness or seizure.
Seizure
Seizure occurred in patients receiving ERLEADA. Permanently 
discontinue ERLEADA in patients who develop a seizure during 
treatment. It is unknown whether anti-epileptic medications will 
prevent seizures with ERLEADA. Advise patients of the risk of 
developing a seizure while receiving ERLEADA and of engaging in 
any activity where sudden loss of consciousness could cause harm 
to themselves or others.
In two randomized studies (SPARTAN and TITAN), five patients (0.4%) 
treated with ERLEADA and one patient treated with placebo (0.1%) 
experienced a seizure. Seizure occurred from 159 to 650 days after 
initiation of ERLEADA. Patients with a history of seizure, predisposing 
factors for seizure, or receiving drugs known to decrease the seizure 
threshold or to induce seizure were excluded. There is no clinical 
experience in re-administering ERLEADA to patients who experienced 
a seizure.
Embryo-Fetal Toxicity
The safety and efficacy of ERLEADA have not been established in 
females. Based on its mechanism of action, ERLEADA can cause fetal 
harm and loss of pregnancy when administered to a pregnant female 
[see Clinical Pharmacology (12.1) in full Prescribing Information]. Advise 
males with female partners of reproductive potential to use effective 
contraception during treatment and for 3 months after the last dose of 
ERLEADA [see Use in Specific Populations].

ADVERSE REACTIONS
The following are discussed in more detail in other sections of the labeling:
• Ischemic Cardiovascular Events [see Warnings and Precautions].
• Fractures [see Warnings and Precautions].
• Falls [see Warnings and Precautions].
• Seizure [see Warnings and Precautions].

Clinical Trial Experience
Because clinical trials are conducted under widely varying conditions, 
adverse reaction rates observed in the clinical trials of a drug cannot 
be directly compared to rates in the clinical trials of another drug and 
may not reflect the rates observed in practice.
The most common adverse reactions (≥  10%) that occurred more 
frequently in the ERLEADA-treated patients (≥  2% over placebo) 
from the randomized placebo-controlled clinical trials (TITAN and 
SPARTAN) were fatigue, arthralgia, rash, decreased appetite, fall, 
weight decreased, hypertension, hot flush, diarrhea, and fracture.

Metastatic Castration-sensitive Prostate Cancer (mCSPC)
TITAN, a randomized (1:1), double-blind, placebo-controlled, multi-center 
clinical study, enrolled patients who had mCSPC. In this study, patients 
received either ERLEADA at a dose of 240 mg daily or placebo. All patients 
in the TITAN study received a concomitant gonadotropin-releasing 
hormone (GnRH) analog or had prior bilateral orchiectomy. The median 
duration of exposure was 20 months (range: 0 to 34 months) in patients 
who received ERLEADA and 18  months (range: 0.1 to 34  months) in 
patients who received placebo.

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

Table 1: Adverse Reactions in TITAN (mCSPC)

System/Organ Class  
Adverse reaction

ERLEADA
N=524

Placebo
N=527

All Grades
%

Grade 3-4
%

All Grades
%

Grade 3-4
%

General disorders and  
administration site conditions

Fatigue1,3 26 3 25 2

Musculoskeletal and connective  
tissue disorders

Arthralgia3 17 0.4 15 0.9

Skin and subcutaneous  
tissue disorders

Rash2 28 6 9 0.6

Pruritus 11 <1 5 <1

Vascular disorders

Hot flush 23 0 16 0

Hypertension 18 8 16 9
1  Includes fatigue and asthenia
2  Includes rash, rash maculo-papular, rash generalized, urticaria, 

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

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

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

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

Laboratory Abnormality

ERLEADA
N=524

Placebo
N=527

All Grades
%

Grade 3-4
%

All Grades
%

Grade 3-4
%

Hematology

   White blood cell decreased 27 0.4 19 0.6

Chemistry

   Hypertriglyceridemia1 17 3 12 2
1 Does not reflect fasting values

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

Table 3: Adverse Reactions in SPARTAN (nmCRPC)

System/Organ Class  
Adverse reaction

ERLEADA
N=803

Placebo
N=398

All Grades
%

Grade 3-4
%

All Grades
%

Grade 3-4
%

General disorders and  
administration site conditions

Fatigue1,4 39 1 28 0.3

Musculoskeletal and  
connective tissue disorders

Arthralgia4 16 0 8 0

Skin and subcutaneous  
tissue disorders

Rash2 25 5 6 0.3

Table 3: Adverse Reactions in SPARTAN (nmCRPC) (continued)

System/Organ Class  
Adverse reaction

ERLEADA
N=803

Placebo
N=398

All Grades
%

Grade 3-4
%

All Grades
%

Grade 3-4
%

Metabolism and nutrition disorders

Decreased appetite5 12 0.1 9 0

Peripheral edema6 11 0 9 0

Injury, poisoning and procedural  
complications

Fall4 16 2 9 0.8

Fracture3 12 3 7 0.8

Investigations

Weight decreased4 16 1 6 0.3

Vascular disorders

Hypertension 25 14 20 12

Hot flush 14 0 9 0

Gastrointestinal disorders

Diarrhea 20 1 15 0.5

Nausea 18 0 16 0

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

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

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

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

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

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

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

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

Laboratory Abnormality

ERLEADA
N=803

Placebo
N=398

All Grades
%

Grade 3-4
%

All Grades
%

Grade 3-4
%

Hematology

  Anemia 70 0.4 64 0.5

  Leukopenia 47 0.3 29 0

  Lymphopenia 41 2 21 2

Chemistry

  Hypercholesterolemia1 76 0.1 46 0

  Hyperglycemia1 70 2 59 1

  Hypertriglyceridemia1 67 2 49 0.8

  Hyperkalemia 32 2 22 0.5

1 Does not reflect fasting values

Rash
In the combined data of two randomized, placebo-controlled 
clinical studies, rash associated with ERLEADA was most commonly 
described as macular or maculo-papular. Adverse reactions of rash 
were reported for 26% of patients treated with ERLEADA versus 8% 
of patients treated with placebo. Grade 3 rashes (defined as covering 
>  30% body surface area [BSA]) were reported with ERLEADA 
treatment (6%) versus placebo (0.5%).
The onset of rash occurred at a median of 83  days of ERLEADA 
treatment. Rash resolved in 78% of patients within a median of 
78 days from onset of rash. Rash was commonly managed with oral 
antihistamines, topical corticosteroids, and 19% of patients received 
systemic corticosteroids. Dose reduction or dose interruption 
occurred in 14% and 28% of patients, respectively. Of the patients 
who had dose interruption, 59% experienced recurrence of rash upon 
reintroduction of ERLEADA. 
Hypothyroidism
In the combined data of two randomized, placebo-controlled clinical 
studies, hypothyroidism was reported for 8% of patients treated 
with ERLEADA and 2% of patients treated with placebo based on 
assessments of thyroid-stimulating hormone (TSH) every 4  months. 
Elevated TSH occurred in 25% of patients treated with ERLEADA 
and 7% of patients treated with placebo. The median onset was at 
the first scheduled assessment. There were no Grade 3 or 4 adverse 
reactions. Thyroid replacement therapy was initiated in 5% of patients 
treated with ERLEADA. Thyroid replacement therapy, when clinically 
indicated, should be initiated or dose-adjusted [see Drug Interactions].

DRUG INTERACTIONS
Effect of Other Drugs on ERLEADA
Strong CYP2C8 or CYP3A4 Inhibitors 
Co-administration of a strong CYP2C8 or CYP3A4 inhibitor is predicted 
to increase the steady-state exposure of the active moieties (sum of 
unbound apalutamide plus the potency-adjusted unbound N-desmethyl-
apalutamide). No initial dose adjustment is necessary however, reduce 
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the ERLEADA dose based on tolerability [see Dosage and Administration (2.2) in full Prescribing Information]. 
Mild or moderate inhibitors of CYP2C8 or CYP3A4 are not expected to affect the exposure of apalutamide.
Effect of ERLEADA on Other Drugs
CYP3A4, CYP2C9, CYP2C19 and UGT Substrates
ERLEADA is a strong inducer of CYP3A4 and CYP2C19, and a weak inducer of CYP2C9 in humans. Concomitant 
use of ERLEADA with medications that are primarily metabolized by CYP3A4, CYP2C19, or CYP2C9 can result 
in lower exposure to these medications. Substitution for these medications is recommended when possible 
or evaluate for loss of activity if medication is continued. Concomitant administration of ERLEADA with 
medications that are substrates of UDP-glucuronosyl transferase (UGT) can result in decreased exposure. 
Use caution if substrates of UGT must be co-administered with ERLEADA and evaluate for loss of activity 
[see Clinical Pharmacology (12.3) in full Prescribing Information].
P-gp, BCRP or OATP1B1 Substrates
Apalutamide was shown to be a weak inducer of P-glycoprotein (P-gp), breast cancer resistance 
protein (BCRP), and organic anion transporting polypeptide 1B1 (OATP1B1) clinically. At steady-
state, apalutamide reduced the plasma exposure to fexofenadine (a P-gp substrate) and rosuvastatin 
(a BCRP/OATP1B1 substrate). Concomitant use of ERLEADA with medications that are substrates of 
P-gp, BCRP, or OATP1B1 can result in lower exposure of these medications. Use caution if substrates 
of P-gp, BCRP or OATP1B1 must be co-administered with ERLEADA and evaluate for loss of activity if 
medication is continued [see Clinical Pharmacology (12.3) in full Prescribing Information].

USE IN SPECIFIC POPULATIONS
Pregnancy
Risk Summary
The safety and efficacy of ERLEADA have not been established in females. Based on its mechanism of 
action, ERLEADA can cause fetal harm and loss of pregnancy [see Clinical Pharmacology (12.1) in full 
Prescribing Information]. There are no human data on the use of ERLEADA in pregnant women. ERLEADA 
is not indicated for use in females, so animal embryo-fetal developmental toxicology studies were not 
conducted with apalutamide.
Lactation
Risk Summary
The safety and efficacy of ERLEADA have not been established in females. There are no data on the 
presence of apalutamide or its metabolites in human milk, the effect on the breastfed child, or the 
effect on milk production.
Females and Males of Reproductive Potential
Contraception
Males
Based on the mechanism of action and findings in an animal reproduction study, advise male patients 
with female partners of reproductive potential to use effective contraception during treatment and for 
3 months after the last dose of ERLEADA. [see Use in Specific Populations].

Infertility
Males
Based on animal studies, ERLEADA may impair fertility in males of reproductive potential [see Nonclinical 
Toxicology (13.1) in full Prescribing Information].
Pediatric Use
Safety and effectiveness of ERLEADA in pediatric patients have not been established.
Geriatric Use
Of the 1327 patients who received ERLEADA in clinical studies, 19% of patients were less than 65 years, 
41% of patients were 65 years to 74 years, and 40% were 75 years and over.
No overall differences in effectiveness were observed between older and younger patients.
Of patients treated with ERLEADA (n=1073), Grade 3-4 adverse reactions occurred in 39% of patients 
younger than 65 years, 41% of patients 65-74 years, and 49% of patients 75 years or older. Falls in patients 
receiving ERLEADA with androgen deprivation therapy was elevated in the elderly, occurring in 8% of 
patients younger than 65 years, 10% of patients 65-74 years, and 19% of patients 75 years or older.

OVERDOSAGE
There is no known specific antidote for apalutamide overdose. In the event of an overdose, stop 
ERLEADA, undertake general supportive measures until clinical toxicity has been diminished or resolved.

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

Ischemic Cardiovascular Events
•  Inform patients that ERLEADA has been associated with ischemic cardiovascular events. Advise 

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

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

Warnings and Precautions].

Seizures
•  Inform patients that ERLEADA has been associated with an increased risk of seizure. Discuss conditions 

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

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

they develop a rash [see Adverse Reactions].

Dosage and Administration
•  Inform patients receiving concomitant gonadotropin-releasing hormone (GnRH) analog therapy that 

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

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

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

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

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

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

for 3 months following the last dose of ERLEADA [see Use in Specific Populations].

Manufactured by: Manufactured for:
Janssen Ortho LLC Janssen Products, LP
Gurabo, PR 00778 Gurabo, PR 00778

© 2019 Janssen Pharmaceutical Companies
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JOURNAL ARTICLE OF THE MONTH   / Bladder Cancer

Radical cystectomy is proba-
bly one of the most complex 
urologic procedures which, 
despite its significant mor-

bidity, is offered as a life-saving mea-
sure. Robot-assisted radical cystectomy 
(RARC) has been promoted as a means 
to reduce morbidity of this procedure. 
Some concerns have been raised that 
while attempting to reduce the morbid-
ity, a minimally invasive (laparoscopic, 
robotic) approach could potentially com-
promise cancer control.

Analyzing the data collected by the 
International Robotic Cystectomy Con-
sortium (IRCC), Hussein et al report 
that the long-term oncologic outcomes 
of RARC appear to be comparable to 
those reported by others for open cys-
tectomy (J Urol June 12, 2019 [Epub 
ahead of print]).

The IRCC database contains patient 
records that were contributed by 26 dif-
ferent institutions from 13 countries. 
The authors queried the database to 
identify 731 consecutive patients who 
underwent RARC at least 10 years 
ago and noted that 285 (39%) of these 
patients had either incomplete data or 
were lost to follow-up.

Of the 446 patients (median age, 67 
years) who met the study criteria, only 
10% received neoadjuvant chemother-
apy. Urinary diversion was performed 
extracorporeally (open) in 60% of cases 
and an ileal conduit diversion was con-
structed in 80% of the cases. Some type 
of complications (minor or major) were 
noted in 51%, and high-grade compli-
cations were noted in nearly one fourth 
of the patients (23%) after RARC. The 
median hospital length of stay was 9 
days, and the 90-day mortality after 
RARC was 4%.

Pathologic stage T3 or higher was not-
ed in 43% (clinical T3 was only 10%), 
lymph node metastases in 24%, and pos-
itive surgical margins 7%. Despite a sig-
nificant number of patients of high-risk 

pathology who would probably qualify 
for adjuvant chemotherapy, it was used 
in only 20% of cases.

At median follow-up of 5 years, 35% 
of patients suffered a relapse (local and/
or distant). Local recurrence was noted 
in 15% and distant recurrence in 29% 
of patients. Peritoneal carcinomatosis 
developed in six patients (1%) and there 
were no port site recurrences. The pelvis 
(5%) and the lungs (7%) were the most 
common sites of recurrence.

Operative time linked to disease-
specific survival 

For the entire cohort, 10-year recur-
rence-free, disease-specific and overall 
survival rates were 59%, 65%, and 35%, 
respectively. As expected, pathologic 
stage T3, N+, positive margins were 
associated with worse survival outcomes. 
Interestingly, longer operative time was 
associated with worse disease-specific 
survival. With some exception, RARC 
often has longer operative time than 
open cystectomy.

In comparing the results of this anal-
ysis of RARC outcomes with previously 
published open cystectomy series, the 
authors state that the survival rates and 
recurrence patterns appear to be compa-
rable. The IRCC should be congratulat-
ed for such an effort to collect data from 

multiple institutions. Despite including 
their early experience, the long-term 
data do appear to be comparable to oth-
er series.

While not a randomized study, it 
would be a worthwhile exercise to com-
pare the recurrence and survival rates 
of RARC with contemporaneous open 
cystectomy outcomes from the same 
centers that contributed RARC data to 
the IRCC. A previously published ran-
domized trial reviewed in an earlier col-
umn (“Robot-assisted cystectomy: Do 
the pros outweigh the cons?” July 2018, 
p. 9) comparing open cystectomy with 
RARC demonstrated similar short-term 
oncologic control and mostly similar 
perioperative outcomes.

The authors correctly state that the 
oncologic outcomes appear to be mainly 
driven by disease aggressiveness rather 
than by the surgical approach. It’s crit-
ically important to not overemphasize 
the benefits or overlook the concerns 
related to new technology or surgical 
approaches as is too often the case in the 
marketing campaigns by various centers 
(both academic and community). The 
incremental improvements in estimated 
blood loss, operative time, or length of 
hospital stay are important. But these 
are typically not the major concerns for 
these patients undergoing life-changing 
surgery.

In treating a lethal disease such as 
muscle-invasive bladder cancer, our 
efforts must remain squarely focused on 
improving long-term disease control 
and survival.UT

Survival rates appear comparable 
for robotic, open cystectomy
Oncologic outcomes appear driven by disease aggressiveness

BADAR M. MIAN, MD

Dr. Mian is 
professor of surgery in 

the division of urology at 
Albany Medical College, 

Albany, NY.
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It’s critically important to 
not overemphasize the 
benefits or overlook the 
concerns related to new 
technology or surgical 
approaches as is too often 
the case in the marketing 
campaigns by various 
centers (both academic and 
community).
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Wayne Kuznar
UT Correspondent

BARCELONA, SPAIN—Adding immunothera-
py in the form of atezolizumab (Tecentriq) to 
platinum-based chemotherapy extends pro-
gression-free survival (PFS) compared with 
chemotherapy alone in patients with previous-
ly untreated metastatic urothelial carcinoma, 
according to results from a phase III study.

In the IMvigor130 study, after a median fol-
low-up of 11.8 months, median PFS was 8.2 months 
in patients randomized to atezolizumab plus plat-
inum-based chemotherapy versus 6.3 months in 
those randomized to placebo plus platinum-based 
chemotherapy, corresponding to a statistically sig-
nificant hazard ratio (HR) of 0.82 (p=.007).

The data were announced by Enrique Grande, 
MD, at the European Society of Medical Oncol-
ogy annual congress in Barcelona, Spain.

“IMvigor130 is the first immune checkpoint 
inhibitor study to demonstrate an improvement 
in PFS over standard of care in first-line metastat-
ic urothelial carcinoma,” he said. “The results… 
support the use of atezolizumab in combination 
with chemotherapy as an important new treat-
ment option for patients with untreated metastatic 
urothelial carcinoma.”

Cisplatin-based chemotherapy had been the 
standard first-line treatment in metastatic urothe-
lial cancer for more than 30 years. About 50% of 
patients with metastatic urothelial cancer, howev-
er, are ineligible for cisplatin, and they generally 
receive inferior carboplatin-based regimens, said 
Dr. Grande, head of medical oncology at MD 
Anderson Cancer Center, Madrid, Spain.

PD-1 and PD-L1 inhibitors are the first new 
systemic therapies for metastatic urothelial cancer, 
both indicated for first-line treatment of cispla-
tin-ineligible patients and for patients who expe-
rience disease progression despite platinum-based 
chemotherapy. IMvigor130 is the first clinical trial 
examining the efficacy of combining immuno-
therapy and chemotherapy in this field.

IMvigor130 randomized 1,213 patients with 
either cisplatin-eligible or cisplatin-ineligible 
metastatic urothelial cancer from 35 countries in 
a 1:1:1 ratio to atezolizumab plus platinum-based 
chemotherapy (arm A), atezolizumab alone (arm 
B), or placebo plus platinum-based chemothera-
py (arm C). The co-primary efficacy endpoints 
were investigator-assessed PFS and overall sur-
vival (OS) in arm A versus arm C, and OS in arm 
B versus arm C.

As part of the chemotherapy regimen, gem-
citabine was administered at 1,000 mg/m2 IV on 
days 1 and 8, together with physician’s choice of 
either carboplatin, AUC 4.5 IV, or cisplatin, 70 
mg/m2 IV on day 1. Atezolizumab was dosed at 
1,200 mg IV on day 1 of each 3-week treatment 
cycle. Tumors were assessed at baseline and every 
9 weeks until disease progression or other events.

About two-thirds of patients in all three arms 
had PD-L1 expression on immune cells, and about 
one-fourth in each arm had high PD-L1 immune 
cell expression (IC2/3). Cisplatin ineligibility was 
45% in arm A, 30% in arm B, and 35% in arm C. 
Carboplatin was the investigator choice of che-
motherapy in 70%, 63%, and 66%, respectively.

Atezolizumab plus chemo PFS 
benefit seen in all subgroups
The PFS advantage to atezolizumab plus chemo-
therapy versus chemotherapy alone was evident 
in all subgroups analyzed.

“Those patients overexpressing PD-L1, and 
especially those patients receiving cisplatin as 
a platinum-based chemotherapy, seemed to do 
better [with the addition of atezolizumab], but 
this is an exploratory analysis and just hypothe-
sis-generating,” said Dr. Grande.

In an interim analysis, median OS was 16.0 
months in arm A versus 13.4 months in arm 
C (HR: 0.83, p=.027), a difference that “was 
remarkable in that there were 20% of patients 
in the chemotherapy arm that crossed over after 
progression to receive an immuno-oncology 
agent,” he said. As with PFS, the OS advan-
tage with atezolizumab added to chemothera-
py appeared to be greatest in patients with the 
highest expression of PD-L1 (IC2/3), especially 
when combined with cisplatin.

Median OS was 15.7 versus 13.1 months in 
arms B and C, respectively (HR: 1.02, 95% 
CI: 0.83–1.24). However, median OS in the 

patients with high expression of PD-L1 was 17.8 
months in arm B and 13.1 months in arm C, 
for an HR of 0.68 (95% CI: 0.43-1.08) in favor 
of atezolizumab monotherapy versus placebo/
chemotherapy.

Objective response rates were 47% with 
atezolizumab plus chemotherapy, 23% with 
atezolizumab monotherapy, and 44% with che-
motherapy alone. Complete responses were 
about twice as likely with the combination com-
pared with chemotherapy or immunotherapy 
alone—13%, 7%, and 6%, respectively. Medi-
an duration of response was 8.5 months in the 
combination arm, 7.6 months in the standard 
chemotherapy arm, and was not reached in the 
atezolizumab-only arm.

Adverse events leading to treatment withdraw-
al occurred in 34%, 6%, and 34% of patients in 
arms A, B, and C, respectively.

Roche provided funding for the study. Dr. 
Grande has served on the speakers’ bureau and 
provided expert testimony for and received a 
research grant/funding from Roche. For full 
disclosures, see bit.ly/LBA14PRdisclosures.UT

Tecentriq plus chemotherapy 
extends progression-free survival
Combination is new treatment option for patients with untreated metastatic urothelial carcinoma

“The results… support the use 
of atezolizumab in combination 
with chemotherapy as an 
important new treatment option 
for patients with untreated 
metastatic urothelial carcinoma.”

ENRIQUE GRANDE, MD

FIGURE / Atezolizumab plus chemo 
vs. placebo plus chemo: Median PFS

Source: Enrique Grande, MD
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Cheryl Guttman Krader
UT Contributing Editor 

Access to novel therapies early in the regulatory 
process as a result of the FDA’s accelerated approval 
program can be valuable for many cancer patients, 
but the clinicians who are responsible for their care 
must have heightened vigilance for incoming data 
and FDA guidance about these drugs that have not 
gone through the “gold standard” of phase III testing.

Findings from a study investigating treatment uti-
lization for advanced bladder cancer patients indi-
cate that physicians are doing a pretty good job of 
responding to incoming safety data, said Ravi Parikh, 

MD, MPP, lead author of the recently published data 
(JAMA 2019; 322:1209-11).

The study analyzed changes in rates of immuno-
therapy and chemotherapy use following the FDA 
label change in the approved indications for pem-
brolizumab (Keytruda) and atezolizumab (Tecentriq) 
that limited their use as first-line agents for treatment 
of advanced bladder cancer in cisplatin-ineligible 
patients to those with programmed death-ligand 1 
(PD-L1) positive tumors. The two immunother-
apy agents were originally approved through the 
accelerated approval program to be used as first-line 

treatment of any cisplatin-ineligible patients. The 
change, which was made in June 2018, was prompted 
by phase III clinical trial data showing patients with 
PD-L1-negative tumors had decreased survival when 
treated with the immunotherapies compared with 
patients receiving platinum-based chemotherapy.

“We undertook this study because our approach to 
clinical care of patients with advanced bladder cancer 
was essentially changed overnight by the FDA label 
restriction. Even among our study’s co-authors, there 
was a lot of debate about whether practice should 
change in the absence of published evidence, and 
we reasoned we were not the only ones asking this 
question,” said Dr. Parikh, instructor, medical eth-
ics and health policy, Perelman School of Medicine, 
University of Pennsylvania, Philadelphia.

“Given the recent availability of near-real-time data 
on prescribing patterns, we had the ability to conduct 
this unprecedented study looking at whether practice 
patterns changed after this novel label change.”

The authors used the Flatiron Health database to 
identify patients with advanced bladder cancer who 
received at least one line of systemic therapy between 
Jan. 1, 2016 and Jan. 31, 2019. They analyzed the effect 
of the FDA label change on the utilization of first-line 
immunotherapy, platinum-based chemotherapy, and 
PD-L1 testing at 8 months after the immunotherapy 
label change. The analysis included data for 1,965 
patients, of whom 94% received care in a community 
practice setting.

“Most cancer patients receive care in community 
oncology sites, and so we feel that our study popu-
lation accurately reflects the real-world population,” 
said Dr. Parikh.

Using a multivariable logistic regression model, 
the analysis showed that compared with the date 
of the label change, immunotherapy use decreased 
significantly 8 months later by 37.4% (p<.001). The 
shift in immunotherapy utilization correspond-
ed with a nearly identical significant increase of 

34.4% in the rate of chemotherapy use (p<.001). 
PD-L1 testing also increased significantly, but 
only by approximately 13%.

Dr. Parikh said that the main strength of the 
analysis was its use of a real-time database of patients 
with cancer that included highly granular infor-
mation on clinical characteristics. Additionally, it 
employed a robust quasi-experimental design to try 
to pinpoint the effect of the policy change rather 
than measuring other characteristics that could 
have contributed to the prescribing patterns.

One of the study’s limitations was that data on 
PD-L1 testing status were not available for all patients.

“Unfortunately, therefore, we could not assess 
whether the decline in immunotherapy use was 
appropriate or not. We hope to be able to investi-
gate that issue in future analyses,” Dr. Parikh said.

Dr. Parikh and colleagues are also planning to 
analyze data collected after longer term follow-up 
to try to identify the true “valley” of immunother-
apy use for advanced bladder cancer. They also plan 
to investigate how the policy affects clinical out-
comes for bladder cancer patients.UT

FDA label restriction linked with changes 
in practice patterns
Increased rate of chemotherapy use observed following label change for immunotherapies

RAVI PARIKH, MD, MPP

“Most cancer patients receive 
care in community oncology 
sites, and so we feel that our 

study population 
accurately reflects the 
real-world population.”

PHASE I DATA PRESENTED FOR ADVANCED
UROTHELIAL CANCER AGENT
Seattle Genetics, Inc. and Astellas Pharma Inc. recently announced initial results from 
the phase I clinical trial EV-103 of the investigational agent enfortumab vedotin in com-
bination with pembrolizumab (Keytruda).

Researchers examined safety with the combination treatment in 45 previously 
untreated patients with locally advanced or metastatic urothelial cancer who were 
ineligible for treatment with cisplatin-based chemotherapy. The study, presented 
at the European Society for Medical Oncology annual congress in Barcelona, met 
outcome measures for safety and exhibited encouraging clinical activity for this plat-

inum-free combination in a first-line setting.

The data demonstrated the combination of enfortumab vedotin plus pembrolizumab 
shrank tumors in the majority of patients, resulting in a confirmed objective response 
rate of 71% (32/45; 95% Confidence Interval: 55.7, 83.6). The complete response rate 
was 13%. Fifty-eight percent of patients had a partial response and 22% had stable 
disease. Ninety-one percent of responses were observed at the first assessment.

Enfortumab vedotin is currently under review by the FDA for the treatment of patients 
with locally advanced or metastatic urothelial cancer who have received a PD-1/L1 
inhibitor and who have received a platinum-containing chemotherapy in a neoadjuvant/
adjuvant, locally advanced, or metastatic setting.

TABLE EFFECT OF FDA LABEL CHANGE 
FOR PEMBROLIZUMAB AND ATEZOLIZUMAB 
ON RX PATTERNS

Change in immunotherapy use –37.4% (p<.001)

Change in chemotherapy use +34.4%

Change in PD-L1 testing +13%

Source: Ravi Parikh, MD, MPP

CLINICAL UPDATES   / Bladder Cancer

UT1119_027_028_Clinical Update-BLADDER CANCER 2.indd   27 11/6/19   11:00 AM



28 ∣ Urology Times ∣ NOVEMBER 2019

Gina Columbus
UT Correspondent 

Sacituzumab govitecan demonstrated clinical 
activity with an overall response rate (ORR) of 
29% in patients with heavily pretreated meta-
static urothelial carcinoma, according to find-
ings of a cohort from the single-arm phase II 
TROPHY-U-O1 trial that were presented at the 
European Society of Medical Oncology annual 
congress in Barcelona, Spain.

The ORR comprised two complete responses, 
six partial responses (PRs), and two additional 
PRs pending confirmation. In patients with liv-
er metastases (n=23), the ORR was 25.0%, lead 
study author Scott T. Tagawa, MD, MS, stated 
in a presentation during the meeting. Regarding 
safety, sacituzumab govitecan was found to be well 
tolerated with a manageable and predictable safety 
profile.

“The TROPHY-U-01 study confirms the 
previously presented clinical activity of sacitu-
zumab govitecan in heavily pretreated patients 
with advanced urothelial carcinoma. Sacitu-
zumab govitecan was overall well tolerated with 
a safety profile consistent with prior reports, with 
the most common toxicity of myelosuppression, 
which is reasonably managed with growth factors 
and/or dose reductions,” said Dr. Tagawa, Rich-
ard A. Stratton Associate Professor in Hematol-
ogy and Oncology, associate professor of clinical 
medicine & urology at Weill Cornell Medicine, 
and associate attending physician, NewYo-
rk-Presbyterian–Weill Cornell Medical Center. 
“These data, combined with the prior available 
data, demonstrate that sacituzumab govitecan has 
the potential to change the landscape of advanced 
urothelial carcinoma.”

Patients with metastatic urothelial carcinoma 
who progress on platinum-based therapy have lim-
ited therapeutic options and poor outcomes, with 
ORRs at approximately 10%. Checkpoint inhibi-
tors have also not been effective in the majority of 
these patients, emphasizing the need for additional 
treatments.

Sacituzumab govitecan, a Trop-2-directed anti-
body-drug conjugate, has also shown significant 
clinical activity in other solid tumors, such as 
metastatic triple-negative breast cancer. Trop-2 
is an epithelial cell surface antigen that is highly 
expressed in urothelial cancer.

In the open-label, phase II TROPHY-U-01 tri-
al, investigators evaluated sacituzumab govitecan 
in two cohorts: patients with metastatic urothelial 
cancer who progressed after platinum-based ther-
apy and checkpoint inhibition (n=100; cohort 1), 
and those who were ineligible for platinum-based 
therapy and progressed following prior check-
point inhibitor treatment (n=40; cohort 2).

Dr. Tagawa presented preliminary data from 
cohort 1, which was a Simon 2-stage design with 
90% power to reject the null hypothesis of ≤12% 
ORR. The preplanned interim analysis was 
based on an investigator assessment of data as per 
RECIST v1.1 criteria of cohort 1. Furthermore, 
the first stage included a prespecified futility stop-
ping rule if ≤4 responses were observed out of 35 
patients.

Patients received sacituzumab govitecan at 10 
mg/kg on days 1 and 8 every 3 weeks, and treat-
ment was continued until unacceptable toxicity or 
disease progression. The primary endpoint was 
ORR; secondary endpoints were safety/tolerabil-
ity, duration of response, PFS, and OS. The 35 
patients included in the interim analysis received 
≥1 cycle of sacituzumab govitecan and had ≥1 
on-treatment response assessment.

The median age was 64 years (range, 43-90), 
with 20% of patients ≥75 years. Most patients were 
male (80%) and Caucasian (83%), and more than 
half had an ECOG performance status of 1 (57%). 
Of those with visceral metastases, most were in 
the lung (40%), followed by liver (23%), and other 
(11%). The median number of prior therapies was 
three (range, two to six), and the median dura-
tion of the last anticancer regimen was 1.6 months 
(range, 1-60).

74% of patient experience reduction 
in tumor size
At a median follow-up of 4.1 months, results 
showed that 74% of patients experienced a reduc-

tion in tumor size. The median time to onset 
response was 1.5 months (range, 1.2-2.8 months). 
Although preliminary, responses were higher in 
patients <75 years (n=8), in those with ≥3 prior 
anticancer regimens (n=8), and in patients with 
0 to 1 Bellmunt risk factors (n=10). As of the 
data cutoff, eight of the 10 responders have an 
ongoing response.

“While admittedly each of these subgroups is 
small, it appears that the response rate is consis-
tent across subgroups,” Dr. Tagawa said.

Regarding safety, all-grade treatment-relat-
ed adverse events (TRAEs) included alopecia 
(74%), neutropenia (66%), diarrhea (57%), and 
fatigue (54%). Grade 3/4 TRAEs included neu-
tropenia (55%), leukopenia (29%), anemia (17%), 
febrile neutropenia (12%), decrease in lympho-
cyte count (9%), diarrhea (9%), urinary tract 
infection (11%), fatigue (6%), and abdominal 
pain (3%). Most cases of diarrhea were grade 
1/2, Dr. Tagawa said, adding that grade ≥2 rash 
occurred in five patients. There were no cases 
of grade >2 peripheral neuropathy or interstitial 
lung disease reported. Three patients discon-
tinued treatment due to TRAEs, and no treat-
ment-related deaths occurred.

Immunomedics Inc. provided funding for the 
research. For full disclosures, see bit.ly/trophyu-
01disclosures.UT

Agent demonstrates clinical activity
in metastatic urothelial carcinoma
Treatment well tolerated, with manageable and predictable safety profile, researcher reports

“These data, combined with the 
prior available data, demonstrate 
that sacituzumab govitecan 

has the potential to 
change the landscape 
of advanced urothelial 
carcinoma.”

SCOTT T. TAGAWA, MD, MS

Bladder Cancer / CLINICAL UPDATES 

TABLE KEY FINDINGS FROM TROPHY-U-O1 
TRIAL OF SACITUZUMAB GOVITECAN

At median follow-up of 4.1 months, 74% of patients 
experienced a reduction in tumor size

Median time to onset response was 1.5 months 
(range, 1.2-2.8 months)

Responses were higher in patients <75 years (n=8), 
in those with ≥3 prior anticancer regimens (n=8), 
and in patients with 0 to 1 Bellmunt risk factors 
(n=10)

Source: Scott T. Tagawa, MD, MS
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CHICAGO—A study presented at the AUA annual 
meeting in Chicago shows higher rates of emer-
gency department (ED) visits when ureteral 
access sheaths are used during ureteroscopy to 
remove kidney stones.

Ureteral access sheaths represent a major 
advance in ureteroscopy due to the ease with 
which urologists can remove multiple kidney 
stones from the ureter without having to rein-
troduce guidewires into the urethra. But the use 
of sheaths is not without risk, cost, and operating 
room time, and opinions regarding which patients 
are ideal candidates for this procedure vary.

Researchers from the Michigan Urological Sur-
gery Improvement Collaborative (MUSIC)—a 
physician-led quality improvement collaborative 
comprising a consortium of urology practices 
across Michigan—sought to determine the impact 
of the use of ureteral access sheaths on surgical com-
plications. They also examined whether the use of 
sheaths led to an increase in surgical complications.

Using the MUSIC Reducing Operative 
Complications from Kidney Stones (MUSIC 
ROCKS) registry, the authors identified patients 
who underwent ureteroscopy using a ureteral 
access sheath between June 2016 and July 2018. 
Then, they examined data related to the use of 
ureteral access sheaths during ureteroscopy, 
complications resulting from these procedures, 
readmission rates, and ED visits.

Among the 5,316 ureteroscopies performed 
across the state, ureteral access sheaths were used 

in more than one-third of cases, from ureteral 
stones (nearly 40% of cases involving ureteral 
access sheaths) to renal stones (about 47%). The 
frequency with which sheaths were used varied 
by physician practice.

The authors uncovered wide variation across 
practices in the use of ureteral access sheaths to 
remove kidney stones:

• Demographic factors associated with ureter-
al access sheaths included older age, increasing 
morbidity, and obesity.

• Clinical factors included the presence of a 
preoperative urinary tract infection and the pres-
ence of a preoperative ureteral stent.

• Operative factors included larger stone size, 
renal stone location, ureteral dilation, and use of 
a postoperative ureteral stent.

The results were striking. While use of ure-
teral access sheaths was not associated with an 
improvement in stone-free rates, patients who 
were treated using ureteral access sheaths were 
37.3% more likely to go to the ED after dis-
charge. Even when adjusting for risk factors, 
these patients faced higher odds of an ED visit 
following the procedure.

No difference in intraoperative 
complications
The authors did not find significant differences 
in intraoperative complications among patients 
who underwent stone removal with and with-
out ureteral access sheaths. After adjusting for 
risk factors, they also found that hospitalization 
rates and stone-free rates among these groups of 
patients remained the same.

Funded by Blue Cross Blue 
Shield of Michigan, the study 
demonstrates the need to craft 
guidance around the use of uret-
eral access sheaths, the authors say.

“Most urologists use access 
sheaths for complex stones. I 
think we need to develop a better 

method for the use of access sheaths,” said Kris-
ten Meier, MD, a resident at Beaumont Health in 
Royal Oak, MI, working with Mohammad Jafri, 
MD, and colleagues.

While ED visits also were associated with the 
use of stents during stone removal, “The number 
of ED visits associated with the use of sheaths 
was significantly higher,” Dr. Meier said.UT

27% of renal 
units remained 
free of a stone-
related event 
30 months after 
ureteroscopy.

ER visit rates higher when sheath used during URS
Study uncovers wide variation across practices in use of ureteral access sheaths

See FRAGMENTS page 29

DR. MEIER

High rate of residual fragments seen after URS
Post-procedure stone-related event rate comparable to rates reported with SWL, PCNL

Jeni Williams
UT Correspondent 

CHICAGO—High rates of residual fragments 
after ureteroscopy point to the 
need to both improve selection 
of patients for this procedure 
and find ways to boost stone-free 
rates, according to researchers at 
UT Southwestern Medical Cen-
ter, Dallas.

Rates of stone-related events 
after ureteroscopy are comparable 

to those reported after shock wave lithotripsy 
and percutaneous nephrolithotomy. Even with 
aggressive retrieval of kidney stone fragments 
after ureteroscopy for upper-tract stones, com-

puted tomography scans show the 
procedure yields stone-free rates 
in only half of patients.

Researchers sought to deter-
mine the outcomes for patients 
with residual fragments following 
ureteroscopy. They identified 167 
patients who underwent ureteros-
copy between December 2015 and 

February 2017 and had a CT scan performed 6 to 
8 weeks after the procedure. Because CT scans 
were used, “Our cohort of patients with [residual 
fragments] is more truly inclusive than previous-
ly seen in studies not utilizing early postopera-
tive CT imaging,” the authors wrote.

From there, the authors identified 54 patients 
who had residual fragments 12 months or more 
after the procedure, with a total of 67 renal units 
identified. The mean number of residual frag-
ments per patient was 2.2±1.5, and the mean size 
of the largest fragment was 3.7±2.0 mm, they 

TABLE FACTORS ASSOCIATED WITH URETERAL ACCESS SHEATH USE

Demographic factors Clinical factors Operative factors

Older age
Increasing morbidity
Obesity

Presence of pre-op urinary tract infection
Presence of pre-op ureteral stent

Larger stone size
Renal stone location
Ureteral dilation
Use of a post-op ureteral stent

Source: Kristen Meier, MD
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reported at the AUA annual meeting in Chicago.
Patients were evaluated during follow-up visits 

using abdominal radiographs and ultrasounds. 
Additionally, all patients were contacted by 
phone to determine whether they had experi-
enced any symptoms of stone events that could 
be attributed to residual fragments. The authors 
defined stone events as stone passage, the need 
for intervention, symptoms requiring an emer-
gency department (ED) visit, or stone growth.

A review of patient charts as well as interviews 
with patients showed that stone-related events 
occurred in 48% of renal units (32 of 67):

• 12 (18%) required additional surgical inter-
vention.

• 10 resulted in an ED visit.
• Spontaneous passage of residual fragments 

occurred in 11 renal units.

Just 27% of renal units remained free of a 
stone-related event 30 months after ureterosco-
py. The mean time to a stone-related event: 15.6 
months (plus or minus 8.6 months).

No significant predictors of surgical 
intervention observed
“We found that these stone events are very fre-
quent, and fragments of any size result in events,” 
study author Joseph Crivelli, MD, told Urolo-
gy Times. In addition, “The size of the residual 

fragment was not a risk factor for an event,” said 
Dr. Crivelli, an endourologist at UT Southwest-
ern, working with Brett Johnson, MD, and col-
leagues. In fact, multivariable analysis revealed 
no significant predictors of surgical intervention.

Women with residual fragments following 
ureteroscopy faced greater risk of a stone event, 
the study found.

It’s important to note that many of the 
stone-related events that took place were patient 
reported. Additionally, one of the limitations 
of the study is that it did not track the rate of 
retreatment with ureteroscopy.

“Focusing on the retreatment rate is really 
important,” Dr. Crivelli said. So, too, is having 
an understanding of the aggressiveness of the 
patient’s stone disease.

Given the high rate of residual fragments after 
ureteroscopy, efforts to better select patients or 
to improve stone-free rates after ureteroscopy 
are necessary, according to the authors.UT

System tracks stent insertion, removal in EMR
Tool could reduce incidence of retained stents while limiting administrative, financial burden

Jeni Williams
UT Correspondent 

CHICAGO—Forgotten stents are one of the most 
common challenges urologists and their patients 
face, and they can cause significant complica-
tions and increase costs of care. Now, a program 
that tracks stent insertion and removal in the 
electronic medical record shows strong potential 
to help eliminate retained stents.

Nearly 10% of ureteral stents are retained, and 
76% begin to encrust after 12 weeks. Researchers 
at UC San Diego School of Medicine’s department 
of urology sought to design an EMR-integrated 
stent tracking system “that doesn’t increase doc-
umentation for physicians” and helps to prevent 
incidence of retained stents, Fady Ghali, MD, a 
second-year urology resident, told Urology Times.

A case study on the initiative was presented at 
the AUA annual meeting in Chicago.

The authors worked with Epic to design a 
point-of-care tracking system that prompts the 
circulating nurse to input the expected explant 
date of all ureteral stents placed during surgery, 
as determined by the surgeon. The informa-
tion is documented at the same time all other 
implant information is entered, making this 
step easy to incorporate into existing clinical 
workflows.

Epic then generates an alert when this expect-
ed explant date has passed, with messages sent 
to the appropriate clinical team to contact the 
patient and schedule a follow-up appointment.

System flags patient for missed 
removal
The results were striking. Among 30 patients 
who underwent ureteral stent placement using 
the new tracking system:

• 26 underwent successful stent removal before 
the anticipated date of removal.

• Three patients’ stents were successfully 
removed after the expected explant date.

• One patient was flagged for missed stent 
removal and was subsequently scheduled for an 
appointment to remove the stent.

Today, the authors enroll all ureteral stent 
patients into a database to assess the efficacy 
of the EMR tracking system, particularly with 
regard to timeliness of stent removal and inci-

dence of retained or missed stents.
The approach is a feasible method for reducing 

the incidence of retained stents while limiting 
the administrative and financial burden on the 
surgeon and the hospital, said Dr. Ghali, who 
worked on the study with Seth K. Bechis, MD, 
and colleagues.

“It’s easily incorporated into clinical practice 
with some education. Since the rollout, we’ve 
seen very quick assimilation [among clinicians],” 
Dr. Ghali said.

The tool was easy to design and implement, 
Dr. Ghali told Urology Times.

“We sat with our Epic folks and told them what 
we wanted, and they worked with us to design 
it,” he said.

Previous attempts to more effectively avoid 
incidence of retained stents—such as patient 
wristbands, mobile phone apps, and external 
registries—have been met with varying limita-
tions and success, according to the authors. Such 
strategies typically increase the documentation 
burden for the surgeon. They also require sep-
arate electronic systems, such as smartphone 
applications or registries, to track patients who 
have received stents, raising concerns around 
patient privacy.

The success of an EMR-integrated clinical 
tracking system for stent removal could point to 
the potential to use EMR-integrated tracking 
for other procedures and conditions, Dr. Ghali 
told Urology Times.UT

“It’s easily incorporated into 
clinical practice with some 
education. Since the rollout, 

we’ve seen very quick 
assimilation [among 
clinicians].”

FADY GHALI, MD

“We found that these stone 
events are very frequent, and 
fragments of any size result in 
events.”

JOSEPH CRIVELLI, MD
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In the workup of such patients, a specialist may identify a mutation or biochemical component 
as the underlying cause of kidney stone formation.1,9 Once suspected, diagnosing PH1 can be 
straightforward.10,11 Prompt management may help to mitigate damage that may result in the 
need for burdensome supportive care, such as dialysis for some patients.3,12,13

SEE WHAT MORE MAY BE 
  BEHIND THEIR STONE1

CHILD/ADOLESCENT
•  Any stone1

•  Family history 
of stones1

ADULT
•  Recurring stones1

•  Multiple or 
bilateral stones1

•  Stones may be larger on average, such as 
staghorn stones4-7

•  Family history of stones1

•  Biochemical composition (eg, high proportion of 
calcium oxalate monohydrate, cystine, xanthine, uric acid)1,8

Refer your patients for a full metabolic workup when you 
suspect a metabolic stone disease1 and visit AboutPH1.com

A kidney stone may be a sign of a metabolic stone disease, such as primary hyperoxaluria 
type 1 (PH1), that can result in progressive renal impairment.1-3 So, any unusual presentation 
among stone formers merits further investigation1:

References: 1. Ferraro PM, D’Addessi A, Gambaro G. Nephrol Dial Transplant. 2013;28(4):811-820. 2. Hoppe B. Nat 
Rev Nephrol. 2012;8(8):467-475. 3. Milliner DS, Harris PC, Cogal AG, Lieske JC. https://www.ncbi.nlm.nih.gov/books/
NBK1283/. Updated November 30, 2017. Accessed September 17, 2018. 4. Jendeberg J, Geijer H, Alshamari M, Cierzniak 
B, Lidén M. Eur Radiol. 2017;27(11):4775-4785. 5. Carrasco A Jr, Granberg CF, Gettman MT, Milliner DS, Krambeck AE. 
Urology. 2015;85(3):522-526. 6. Hoppe B, Beck BB, Milliner DS. Kidney Int. 2009;75(12):1264-1271. 7. Leumann E, Hoppe 
B. J Am Soc Nephrol. 2001;12:1986-1993. 8. Sperling O. Mol Genet Metab. 2006;89(1-2):14-18. 9. American Urological 
Association. https://www.auanet.org/guidelines/kidney-stones-medical-mangement-guideline. Published 2014. Accessed 
April 17, 2019. 10. Ben-Shalom E, Frishberg Y. Pediatr Nephrol. 2015;30(10):1781-1791. 11. Cochat P, Hulton SA, 
Acquaviva C, et al. Nephrol Dial Transplant. 2012;27(5):1729-1736. 12. Raju DL, Cantarovich M, Brisson ML, Tchervenkov 
J, Lipman ML. Am J Kidney Dis. 2008;51(1):e1-e5. 13. Cochat P, Rumsby G. N Engl J Med. 2013;369(7):649-658.

©
 2

01
9 

Al
ny

la
m

 P
ha

rm
ac

eu
tic

al
s,

 In
c.

 A
ll 

rig
ht

s 
re

se
rv

ed
.  

  0
7.

20
19

   
 G

O
1-

US
A-

00
01

0

UT1119_031_Alnylam_AD.indd   31 10/29/19   4:15 PM



32 ∣ Urology Times ∣ NOVEMBER 2019

Jeni Williams
UT Correspondent 

CHICAGO—A patient-reported outcomes survey 
that is widely used to determine whether men are 
experiencing erectile dysfunction (ED) fails to 
ask three critical questions that could uncover 
whether men truly have ED and the extent to 
which they face challenges, researchers say.

In a presentation at the AUA annual meeting 
in Chicago, one research methodologist said 
there are three obvious problems to using the 
six-question version of the International Index 
of Erectile Function (IIEF-6) to assess erectile 
function:

• Men who respond that they are not sexual-
ly active are not asked why—and their answer 
significantly lowers their survey score. Yet for 
many men, lack of sexual activity is not due to a 
loss of sexual function.

• Men are not asked whether they are using 
erectile aids.

• Because men do not report use of erectile 
aids, physicians miss an opportunity to ask 

patients to rate their level of sex-
ual function with these aids.

“Too often, a man who says he 
is not having sex is automatically 
defined as having ED when that 
may not be true. If someone is not 
having sexual activity, you cannot 
assume that person has ED. You 

must ask additional questions,” Andrew Vickers, 
PhD, attending research methodologist, Memo-
rial Sloan Kettering Cancer Center, told Urology 
Times.

Once men share the answer to this question, 
it’s important to adjust survey results to reflect 

the reason men are not having sex. 
Only in doing so can health care 
professionals gain valid insight 
into a man’s sexual health, Dr. 
Vickers said.

The study was conducted by 
researchers at the University of 
Michigan Medical School, Ann 
Arbor and Memorial Sloan Ket-
tering Cancer Center under the 
direction of Karandeep Singh, 
MD, MMSc, assistant professor 
of learning health sciences and 
assistant professor of medicine for the Univer-
sity of Michigan Medical School. The study was 
supported in part by funding from the National 
Institutes of Health/National Cancer Institute, 
Blue Cross and Blue Shield of Michigan, and the 
National Institute of Diabetes and Digestive and 
Kidney Disease.

Men with prostate cancer who had undergone 
radical prostatectomy were asked to complete 
the existing version of IIEF-6 as well as adjusted 
versions that added a question about the use of 
erectile aids, instructed men to respond to the 
survey based on their level of erectile function 
without use of aids, and asked men who report-
ed not having intercourse to share the reason 
why. EPIC sexual function scores were analyzed 
for men who reported no sexual activity on the 
IIEF-6.

A total of 24,732 surveys were completed by 
6,780 men as part of their routine care. The 
results show the extent to which the IIEF-6 
provides limited insight around erectile func-
tion in some men who have undergone radical 
prostatectomy.

Among the 16,573 surveys that included data 

around the use of erectile aids, 
15% reported the use of erectile 
aids, predominantly injections 
(89%). A simple modeling analy-
sis showed that before a question 
around the use of erectile aids 
was introduced, some men would 
report their level of erectile func-
tion using the aids; others would 
assess their erectile function with-
out the use of aids.

Among men who stated they 
were not having sexual inter-

course, 46% gave reasons other than ED for 
the absence of sexual activity, including lack of 
a partner, sexual orientation, sexual preference, 
and health problems of the female partner. In 
men who were having sexual intercourse, dou-
bling the first three questions on the survey 
resulted in almost perfect scores compared with 
the full IIEF-6.

In the 251 men who reported not having sexual 
activity, 13% reported they continued to have 
erections sufficient for sexual activity. Mean-
while, 5.6% reported scores of at least 65 on the 
EPIC sexual function domain.

Adjusting the survey to provide more detailed 
and informative insight into the erectile function 
of men who have undergone radical prostatecto-
my “is an easy fix,” Dr. Vickers said.

“The problem is not in calculating a group 
average. The problem is in working with indi-
vidual patients,” he added.

It’s also important to ensure patients under-
stand what is meant by the word “intercourse,” 
Dr. Vickers said.

“Some men think ‘sex’ means ‘intercourse’ 
[only],” he said.UT

Study: ED questionnaire lacks crucial questions
Patients should be asked whether they are using erectile aids, researchers report

In the 251 men 
who reported 

not having sexual 
activity, 13% 

reported they 
continued to 

have erections 
sufficient for 

sexual activity.

DR. VICKERS

Low free testosterone linked with ED in post-RP males
Researchers recommend T testing in all men >60 years undergoing prostatectomy

Jeni Williams
UT Correspondent 

CHICAGO—A recent study found low levels of 
free testosterone in older men with prostate 
cancer could increase these men’s odds of fac-
ing erectile dysfunction after undergoing radical 
prostatectomy.

The study, presented at the AUA annual meet-
ing in Chicago, indicated low levels of free tes-

tosterone have a negative effect on erectile func-
tion in men older than 60 years of age who have 
prostate cancer—and the effect worsens with age, 
researchers from the department of urology at the 
University of California Irvine found.

As a result, the authors recommend obtaining 
free testosterone levels in all men over the age 
of 60 years who are preparing to undergo radi-
cal prostatectomy. These levels could be used to 
predict recovery of sexual function after surgery.

In fact, “Maybe we should be treating free tes-
tosterone even if there are no symptoms now, 
because there could be symptoms of erectile 
dysfunction later,” Maxwell Towe, BS, a clin-
ical research fellow at University of California 
Irvine, told Urology Times.

Testosterone deficiency is associated with sig-
nificant health problems in adult men, including 
obesity, diabetes, and hypertension. Low levels 
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of total testosterone are one of the diagnostic 
criteria for hypogonadism. However, current 
clinical guidelines do not account for the impact 
of free testosterone levels on sexual dysfunction, 
even though levels of free testosterone are known 
to decrease as men age, while the prevalence of 
hypogonadism increases with age as well.

With this in mind, the authors sought to 
understand the relationships between free tes-
tosterone and sexual function in middle-aged-
to-older men with prostate cancer.

The authors studied 820 men who underwent 
robot-assisted radical prostatectomy for primary 
treatment of localized prostate cancer. Preoper-
ative evaluations included assessment of sexual 
function through International Index of Erec-
tile Function (IIEF-5) scores and measurement 
of baseline sex hormone levels, including total 
testosterone, sex-hormone binding globulin, and 
free testosterone. The authors also studied the 

impact of age, body mass index, and pathologic 
grade on sexual function.

The men were then separated into two cohorts: 
those between the ages of 40 and 60 years (35.4% 
of patients) and those 60-80 years of age (64.6%).

The results revealed mean free testosterone 
levels were significantly higher in men younger 
than 60 years of age (6.74±4.24 ng/dL) versus 
their older counterparts (5.6±2.52 ng/dL). Mul-
tivariate analyses showed free testosterone levels 
are an independent predictor of sexual function 

in men older than 60 years, but not in younger 
men. Similarly, body mass index is an indepen-
dent predictor of sexual function in older men, 
but does not have a significant correlation with 
sexual function in younger men. Meanwhile, age 
is an independent predictor of sexual function in 
both cohorts, the authors found.

Furthermore, men in the older cohort reported 
worse erectile function at a predetermined low free 
testosterone level compared with younger men. 
Only 30% of men ages 60-80 years reported an 
IIEF-5 score between 22 and 25 with a calculated 
free testosterone level below the 25th percentile 
(<4.42). In men 40-60 years of age, however, 65% 
reported IIEF-5 scores between 22 and 25 when 
their free testosterone level fell below this cutoff.

“I was surprised by the lack of correlation 
between low levels of free testosterone in young-
er men and erectile dysfunction. It could be 
because androgen levels decrease with age. Or, 
young men could be heartier,” said Towe, who 
worked on the study with Thomas Ahlering, 
MD, and colleagues.UT

“Maybe we should be treating 
free testosterone even if there 
are no symptoms now, because 
there could be symptoms of 
erectile dysfunction later.”

MAXWELL TOWE, BS

Nomograms predict erectile function recovery
Tools meant to aid clinicians in setting realistic expectations for radical prostatectomy patients

Cheryl Guttman Krader
UT Contributing Editor 

A set of evidence-based nomograms for predicting 
recovery of erectile function (EF) after radical pros-
tatectomy (RP) is now available, and the developers 
hope that surgeons will use these tools to provide 
prostate cancer patients with a more accurate per-
sonalized estimate of their sexual function outcome.

The project was reported in a recently published 
paper (J Sex Med Sept. 11, 2019 [Epub ahead of print]).

“Rates of post-RP erectile dysfunction reported 
in the literature range from 10% to 90%. The large 
variability can be explained by differences in criteria 
used to define erectile dysfunction as well as in the 
populations studied and the methods of data acqui-
sition. The discrepancy in reported outcomes also 
creates a dilemma for urologists who look to the litera-
ture for information to use in their patient counseling 
discussions,” lead author John P. Mulhall, MD, MSc, 
told Urology Times.

“With our instruments, which are the first pub-
lished nomograms for predicting post-RP EF, sur-
geons should be able to give each patient a realistic 
expectation for his outcome,” added Dr. Mulhall, 
director of the Male Sexual and Reproductive Med-
icine Program, Memorial Sloan Kettering Cancer 
Center (MSKCC), New York.

The set is comprised of three nomograms incor-
porating standard preoperative and postoperative 
factors that predict both the probability of recovery 

of EF at 24 months after surgery (ie, an International 
Index of Erectile Function erectile function domain 
[IIEF EFD] score ≤10) with or without use of a phos-
phodiesterase-type-5 inhibitor (PDE5i) and of severe 
EF at 24 months (ie, IIEF EFD score ≥24). A preoper-
ative nomogram includes the patient’s baseline IIEF 
EFD score, age, and comorbidity status. A second tool 
that is designed to be used in the first months after 
surgery takes into account nerve-sparing status, and 
the third nomogram, which is for use in the second 
year after surgery, adds in the patient’s 12-month 
post-op IIEF EFD score.

The nomograms were developed using a prospec-
tive quality-of-life database. Data were included from 
272 patients operated on by one of three experienced 
surgeons who had completed the IIEF preoperatively 
and at least once after surgery.

Nerve-sparing status was assigned using the 
MSKCC nerve-sparing score that is assigned by 
the surgeon for each neurovascular bundle to assess 
the quality of intraoperative nerve-sparing. Comor-
bidities were extracted from the patient’s chart and 
included coronary artery disease, peripheral vascular 

disease, stroke, diabetes, hyperten-
sion, hyperlipidemia, hypercholes-
terolemia, obesity, and cigarette 
smoking status.

Dr. Mulhall discussed a few 
caveats and limitations for using 
the nomograms. He noted that the 
predictions of EF recovery are with 

or without use of a PDE5i because data collection 
early on did not determine if and when men who were 
on one of these medications discontinued treatment.

In addition, the nerve-sparing status input 
uses the MSKCC scoring system. Clinicians who 
don’t use that method can derive a score for their 
patients by knowing that the MSKCC system 
assigns a score of 1 for perfect nerve sparing, 2 
for mild damage, 3 for moderate damage, and 4 
for complete resection.

Dr. Mulhall also said that because all of the data 
used to develop the nomograms are from patients 
operated on by very experienced surgeons, the pre-
dictions of recovery may be considered to repre-
sent a best-case scenario. With that in mind, he 
mentioned that the nomograms predict that even 
a patient with ideal factors is at risk for losing EF 
after RP.

As an example, Dr. Mulhall observed that 
according to the early postoperative nomogram, 
a man who is 40 years of age with robust erectile 
function preoperatively, perfect nerve-sparing 
surgery, and no comorbidities can be expected 
to have a 4- to 6-point drop in the EFD score at 
24 months after surgery.

“That is a clinically meaningful change,” Dr. 
Mulhall said.

Clinicians can now access the nomograms by 
referring to the published article. In the future, 
the nomograms will be posted on the MSKCC 
website.UT
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Benjamin P. Saylor / Content Managing Editor

Former professional football players who have 
experienced concussion symptoms, including loss 
of consciousness, disorientation, or nausea after 
a head injury, are more likely to report low tes-
tosterone and erectile dysfunction, according to a 
recent study (JAMA Neurol Aug. 26, 2019 [Epub 
ahead of print]).

The research—based on a survey of more than 
3,400 former NFL players representing the largest 
study cohort of former professional football play-
ers to date—was conducted by investigators at the 
Harvard T.H. Chan School of Public Health and 
Harvard Medical School as part of the ongoing 
Football Players Health Study at Harvard Univer-
sity, a research program that encompasses a con-
stellation of studies designed to evaluate various 
aspects of players’ health across their lifespans.

The authors caution that their findings are 
observational—based on self-reported concussion 
symptoms and indirect measures of ED and low 
testosterone.

The results do not prove a cause-effect link 
between concussion and ED, nor do they explain 
exactly how head trauma might precipitate the 
onset of ED, the investigators noted. However, 
the findings do reveal a link between history of 
concussions and hormonal and sexual dysfunction, 
regardless of player age. Notably, the ED risk per-
sisted even when the authors accounted for other 
possible causes such as diabetes, heart disease, or 
sleep apnea.

One possible explanation, the research team said, 
could be injury to the brain’s pituitary gland that 
sparks a cascade of hormonal changes culminating 
in diminished testosterone and ED. This biologic 
mechanism has emerged as a plausible explana-
tion in earlier studies that echo the current find-
ings, such as reports of higher ED prevalence and 
neurohormonal dysfunction among people with 
head trauma and traumatic brain injury, including 
military veterans and civilians with head injuries.

Could sleep apnea/pain meds play 
a role?
The new findings also suggest that sleep apnea 
and use of prescription pain medication con-
tribute to low testosterone and ED. It remains 
unclear whether they do so independently, as 
consequences of head injury or both, the authors 
said. Sexual function is not only a critical mark-
er of overall health but also central to overall 
well-being, the authors note. Understanding the 
mechanisms behind the possible downstream 

effects of head injury, they said, can inform treat-
ments and preventive strategies.

“Former players with ED may be relieved to 
know that concussions sustained during their NFL 
careers may be contributing to a condition that is 
both common and treatable,” said study lead author 
Rachel Grashow, PhD, a research associate at the 
Harvard T.H. Chan School of Public Health.

The results are based on a survey of 3,409 
former NFL players, average age 52 years (age 

range, 24 to 89 years), conducted between 2015 
and 2017. Participants were asked to report how 
often blows to the head or neck caused them 
to feel dizzy, nauseated, or disoriented, or to 
experience headaches, loss of consciousness, or 
vision disturbances—all markers of concussion. 
Responders were grouped in four categories by 
number of concussive symptoms.

Next, the former players were asked whether a 
clinician had recommended medication for either 
low testosterone or ED, and whether they were 
currently taking such medications.

Men who reported the highest number of con-
cussion symptoms were two-and-a-half times 
more likely to report receiving either a recom-
mendation for medication or to be currently 
taking medication for low testosterone, com-
pared to men who reported the fewest concus-
sion symptoms. Men with the most concussion 
symptoms were nearly two times more likely to 
report receiving a recommendation to take ED 
medication or to be currently taking ED medica-
tion than those reporting the fewest symptoms. 
Players who reported losing consciousness fol-
lowing head injury had an elevated risk for ED 
even in the absence of other concussion-related 
symptoms.

Notably, even former players with relatively few 
concussion symptoms had an elevated risk for low 
testosterone, a finding that suggests there may be 

no safe threshold for head trauma, the team said.
Of all participants, 18% reported low testos-

terone and nearly 23% reported ED. Slightly less 
than 10% of participants reported both.

As expected, individuals with cardiovascular 
disease, diabetes, sleep apnea, and depression, as 
well as those taking prescription pain medica-
tion, were more likely to report low testosterone 
levels and ED. Yet, the link between concussion 
history and low testosterone levels and ED per-
sisted even after the authors accounted for these 
other conditions.

The link between history of concussion and ED 
was present among both the older and the younger 
players—those under 50 years of age in this case—
the analysis showed, and it persisted over time.

“We found the same association of concus-
sions with ED among both younger and older 
men in the study, and we found the same risk 
of ED among men who had last played 20 years 
ago,” said senior author Andrea Roberts, MPH, 
PhD, a research associate at the Harvard T.H. 
Chan School of Public Health. “These findings 
suggest that increased risk of ED following head 
injury may occur at relatively young ages and 
may linger for decades thereafter.”

The research was supported by the National 
Football League Players Association.UT

Concussions associated
with ED in NFL players
Symptoms also linked with low testosterone, research finds

“We found the same association 
of concussions with ED among 
both younger and older men in 
the study, and we found the same 

risk of ED among men 
who had last played 
20 years ago.”

ANDREA ROBERTS, MPH, PHD

SMSNA STUDIES POINT TO ED
GEL’S SAFETY, EFFICACY 

Data supporting the safety and efficacy of 
MED2005 topical gel for the treatment of erectile 
dysfunction were presented at the Sexual Medi-
cine Society of North America annual fall scien-
tific meeting in Nashville, TN, Futura Medical plc 
reported.

One study presented evaluated the effect of 
escalating doses of MED2005 on erectile func-
tion as assessed by ultrasound Doppler meas-
urement of blood flow within the penile cav-
ernosal arteries. Results of the study demon-
strated that ultrasound Doppler measurement of 
penile blood flow is a useful predictive phase II 
pharmacodynamic tool in dose optimization, and 
correlates well with clinical efficacy.

Also presented at the meeting was a study evalu-
ating the safety of MED2005 in female partners 
of 232 men who participated in a phase IIa study. 
There was no significant difference between 
MED2005 and commercial lubricants on integrity 
of human epidermal membranes compared to KY 
warming (p=.58) and Astroglide (p=.30). The 
authors concluded that MED2005 has a favorable 
short-term safety profile in female partners. The 
data suggested that MED2005 shows no 
increased potential for sexually transmitted 
infection risk in partners compared to commer-
cial lubricants.
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CODING AND REIMBURSEMENT

Each year on Oct. 1, the new 
ICD-10 codes become effec-
tive. Over the past few years, 
this has resulted in a few major 

changes and a few changes that seemed 
minor but resulted in major payment 
delays. For 2020, the code set saw 273 
new codes and 21 deleted codes. There 
were a number of changes to ICD-10 
notes throughout the nomenclature but 
no major changes to the guidelines.

The table lists changes we have iden-
tified that could affect urology diag-
nosis coding. The list does not include 
changes that might be encountered for 
comorbidities but focuses on primary 
urologic issues.

Although the code changes don’t 
apply to billing and reporting for most 
urologists, the changes should be noted and 
appropriate steps taken for those affected.

Be sure to update templates
One of the common issues we have noted 
for urology practices in updating ICD-
10 codes is not the electronic medical 
record or practice management system 
failing to load new codes; rather, it is a 
failure to update templates.

Using the new codes as an example, 
before the update on Oct. 1, 2019, code 
R82.8 (Abnormal findings on cytological 
and histological examination of urine) 
was a valid ICD-10 code that may have 
been tied to either a specific shortcut list 
for a provider or to a specific HPI macro 
to prepopulate the charge communica-
tion form. As of Oct. 1, 2019, the same 
diagnosis now requires the addition of an 
additional digit R82.89 (Other abnormal 
findings on cytological and histological 
examination of urine).

Any shortcut lists or templates will 
also need to be updated. Many prac-
tices experienced—and are still experi-
encing—a lack of an additional digit for 
elevated PSA R97.20 (instead of R97.2), 
an update that occurred in 2017.

CPT code updates
Updates for CPT 2020 have been 
released for an effective date of Jan. 1, 

2020. Relative value units for new codes 
will not be released until the final rule 
is published (likely the first part of 
November).

Several CPT category III codes were 
added for Jan. 1, 2020 but were released 
early per CPT policy on July 1, 2019. 
Category III codes are often treated by 
payers as experimental procedures and 
therefore not covered. However, some 
payers will develop payment policies for 
these services as data become available 
to support medical necessity, safety, and 
efficacy. CPT nomenclature rules dic-
tate that the category III code should be 
used instead of an unlisted code from the 
appropriate section of CPT.

Payer interpretation of this CPT rule 

ICD-10/CPT updates involve 
coding for strictures, orchiopexy
Also watch for new category III codes for balloon continence device

RAY PAINTER, MD
MARK PAINTER

Dr. Painter (top) is the 
president of Physician 

Reimbursement Systems, 
Inc., in Denver, and is also 

publisher of Urology Coding 
and Reiumbursement 

Sourcebook. Mr. Painter 
is CEO of PRS Urology SC 

in Denver.

TABLE UROLOGY-RELATED ICD-10 CODE CHANGES

Code description changes

2019 N.35.814: Other anterior urethral stricture, male, anterior
2020 N.35.814: Other anterior urethral stricture, male

2019 R.82.993: Hyperuricoscuria
2020 R.82.993: Hyperuricosuria

Added codes

R82.81 Pyuria

R82.89 Other abnormal findings on cytological and histological examination of urine

Z86.002 Personal history of in-situ neoplasm of other and unspecified genital organs
Conditions classifiable to D07
Personal history of high-grade prostatic intraepithelial neoplasia III [HGPIN III]
Personal history of vaginal intraepithelial neoplasia III [VAIN III]
Personal history of vulvar intraepithelial neoplasia III [VIN III]

Z96.82 Presence of neurostimulator
Presence of brain neurostimulator
Presence of gastric neurostimulator
Presence of peripheral nerve neurostimulator
Presence of sacral nerve neurostimulator
Presence of spinal cord neurostimulator
Presence of vagus nerve neurostimulator

New instructional note added without description change

N39.0 Urinary tract infection, site not specified
Excludes1: pyuria (R82.81)

One of the common issues 
we have noted for urology 
practices in updating ICD-
10 codes is not the 
electronic medical record or 
practice management 
system failing to load new 
codes; rather, it is a failure 
to update templates.

Business /

Source: Centers for Medicare & Medicaid Services (bit.ly/ICD102020)
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The information in this column is designed to be 
authoritative, and every effort has been made to 
ensure its accuracy at the time it was written. Howev-
er, readers are encouraged to check with their individ-
ual carrier or private payers for updates and to confirm 
that this information conforms to their specific rules.

varies. You will need to check with each payer 
prior to reporting these services. The new codes 
pertain to transperineal periurethral balloon 
device (0548T-0551T) and transurethral abla-
tion of malignant prostate tissue by high-energy 
water vapor thermotherapy (0582T).

Note that the Rezum procedure for BPH is 
still reported with code 53854. The new category 
III code 0582T is for treatment of malignant 
prostate tissue.

Additionally, a new series of category III 
codes 0587T-0590T for insertion, replacement, 
or removal integrated single device neurostim-
ulation system and the analysis and testing was 
released that will become active Jan. 1, 2020.

The following change in description will 
become effective Jan. 1, 2020: 54640 (Orchio-
pexy, inguinal approach, with or without hernia 
repair) will change to 54640 (Orchiopexy, ingui-
nal or scrotal approach). This description change 
was made to reflect the current National Correct 
Coding Initiative coding data set that will allow 
reporting of hernia repair with orchiopexy, as 
well as adding scrotal approach.

Code 90911 (Biofeedback training, perine-
al muscles, anorectal or urethral sphincter, 
including EMG and/or manometry) was deleted 
and replaced with the following codes: 90912 
(Biofeedback training, perineal muscles, ano-
rectal or urethral sphincter, including EMG 
and/or manometry, when performed; initial 
15 minutes of one-on-one physician or other 
qualified health care professional contact with 
the patient) and 90913 (each additional 15 min-
utes of one-on-one physician or other quali-
fied health care professional contact with the 
patient). Parenthetical instructions have also 
been added.

While the changes for CPT codes in urology 
have been minimal over the last 2 years, we feel 
it important to address one change introduced 
for 2019 related to percutaneous nephrolithoto-
my, which we still receive a number of questions 
about. The following new codes were introduced 
in 2019:

• 50436 Dilation of existing tract, percutane-
ous, for an endourologic procedure including 
imaging guidance (eg, ultrasound and/or fluo-

roscopy) and all associated radiological supervi-
sion and interpretation, with postprocedure tube 
placement, when performed

• 50437 Dilation of existing tract, percutane-
ous, for an endourologic procedure including 
imaging guidance (eg, ultrasound and/or fluo-
roscopy) and all associated radiological super-
vision and interpretation, with postprocedure 
tube placement, when performed; including 
new access into the renal collecting system.

The 2019 CPT manual also included the 
following note under codes 50080 (Percutane-
ous nephrostolithotomy or pyelostolithotomy, 
with or without dilation, endoscopy, lithotrip-
sy, stenting, or basket extraction; up to 2 cm) 
and 50081 (Percutaneous nephrostolithotomy 
or pyelostolithotomy, with or without dila-
tion, endoscopy, lithotripsy, stenting, or basket 
extraction; over 2 cm).

• For establishment of nephrostomy without 
nephrostolithotomy, see 50040, 50432, 50433, 
52334.

• For fluoroscopic guidance, use 76000.
• Do not report 

50080 or 50081 in 
conjunct ion with 
50436 or 50437, 
when performed by 
the same physician 
or other qualif ied 
health care profes-
sional.

Bundling edits cor-
responded with the 
CPT note.

As the description 
for 50080 and 50081 
includes dilat ion, 
endoscopy, l itho-
tripsy, stenting, or 
basket extraction, 
these services can-
not be reported with 
a separate CPT code 
during the same ses-
sion. Likewise, codes 
50436 and 50437 are 
not to be reported 
when provided by 
the same physician, 
group, or advanced 
pract ice provider 
employed by the 
practice.

According to an 
AUA “Coding Cor-
ner” article, how-
ever, placement of a 
nephrostomy tube 

by the urologist can be separately reported 
with CPT code 50432 with code 50080 or 50081 
when performed (bit.ly/auacodingcorner).

Code 76000, as noted in CPT, may be report-
ed; however, many payers will deny the code, 
which is listed as a separate procedure. Medi-
care does not include 76000 in the NCCI data 
set. Nor is 74420 included in the bundle. It 
should be noted that any radiology code report-
ed must be supported by clear and separate dic-
tation in the medical record. We have recom-
mended that documentation ref lect similar 
analysis and findings to those found in a radiol-
ogy report provided by a radiologist.UT
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Several CPT category III codes 
were added for Jan. 1, 2020 but 
were released early per CPT 
policy on July 1, 2019.
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One of the signature health care-re-
lated pieces of legislation that has 
gone somewhat unnoticed is the 
Protecting Access to Medicare Act 

of 2014 (PAMA). I have discussed one provision 
of this law in previous articles—Appropriate 
Use Criteria for Certain imaging Services—that 
will significantly impact urologists beginning 
in 2020 (“How will regulatory changes affect 
EHR use in your practice?”, June 2018, page 
30). Another provision that has already had 
a significant impact is a restructuring of the 
policies and fees for clinical laboratory tests. 
In this article, I will discuss this provision and 

what you should know as a urologist who orders 
and/or performs these tests in your practice.

Clinical Laboratory Fee Schedule 
created
Medicare Part B covers most lab tests and pays 
100% of allowable charges (no patient copay)—
whether they are performed in independent 
labs, hospitals, or physician offices. PAMA 
reformed the payment for clinical laboratory 
(lab) tests by replacing a system based on his-
torical lab charges and 57 regional rates with a 
single national fee schedule effective January 
2018.

The new system is known as the Clinical 
Laboratory Fee Schedule and is based on 
payments to private payers during the first 
half of 2016 and reported to the Centers 
for Medicare & Medicaid Services in 2017; 
it is scheduled to be updated every 3 years.

In a recent report, the Inspector General 
of the Office of Health and Human Services 
reported ut i l izat ion data for common 

tests; additional data are available from 
CMS and form the basis for this article.

In 2017, over 400 million lab tests were ordered 
by 656,000 Medicare providers on 28 million 
beneficiaries, resulting in over $7 billion in 
Medicare payments (bit.ly/OIGpaymentdata). 
The average number of tests ordered per 
provider per year (2017) was 466; information 
is not available by specialty. Most of these lab 
payments (65%) were for 25 common tests, 
and 30% were for five tests: (TSH, CMP, 
CBC, lipid profile, and vitamin D3 level).

The table shows a list of lab tests commonly 
performed in urology practice-owned labs. 2019 
rates are about 19% lower than 2017 rates for 
almost all of these commonly performed tests. 
For example, total PSA was reimbursed $25.23 
in 2017 and $20.44 in 2019 (–19%). This was 
the 20th most common lab test reimbursed 
by the Medicare Part B program in 2017 
and ranked 15th in terms of total payments.

Serum testosterone, urinalysis 
codes see decline
Serum testosterone similarly declined 19% from 
$35.41 in 2017 to $28.68 in 2019 (rank 57 in number 
of payments). Automated urinalysis codes also 
declined 19%, while the manual urinalysis codes 
without and with microscopy dropped 0.6% 
and 7.6% respectively over the 3-year period.

Bottom line: Covered lab tests are reimbursed 
by Medicare Part B with no patient responsibil-
ity, and expenditures in the program have been 
relatively stable. PAMA introduced a national 
fee schedule that has lowered reimbursement 
almost 20% on common lab tests—including 
those tests commonly performed in an office 
setting or practice-owned lab.UT

ROBERT A. DOWLING, MD

How recent legislation has affected 
payment for lab tests
Reimbursement for total PSA sees 19% drop from 2017 to 2019

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

care. He is the former medical director of a large, metropolitan 
single-specialty urolgy group in Ft. Worth, TX. 

Automated urinalysis codes 
declined 19%, while the manual 
urinalysis codes without and 
with microscopy dropped 0.6% 
and 7.6% respectively over the 
3-year period.

TABLE MEDICARE ALLOWED CHARGES FOR COMMON UROLOGIC LAB TESTS

HCPCS* Description
2017
price

2018 
price

2019 
price

2017 total 
charges

2017 total 
volume

% change 
(2017-2019)

85025 Complete CBC w/auto diff WBC $10.66 $9.59 $8.63 $313,056,517 29,756,280 –19.0%

80053 Comprehen metabolic panel (CMP) $14.49 $13.04 $11.74 $322,478,212 28,883,771 –19.0%

80048 Metabolic panel total ca (BMP) $11.60 $10.44 $9.40 $72,842,693 7,404,122 –19.0%

81001 Urinalysis auto w/ scope $4.35 $3.92 $3.52 $31,412,161 7,228,219 –19.1%

81003 Urinalysis auto w/o scope $3.08 $2.77 $2.49 $19,288,932 6,277,962 –19.2%

87086 Urine culture/colony count $11.07 $9.96 $8.97 $57,552,454 5,222,749 –19.0%

81002 Urinalysis nonauto w/o scope $3.50 $3.48 $3.48 $13,252,446 3,820,567 –0.6%

85027 Complete CBC automated $8.87 $7.98 $7.18 $30,326,428 3,464,355 –19.1%

84153 Assay of PSA total $25.23 $22.71 $20.44 $81,426,320 3,233,027 –19.0%

87186 Microbe susceptible mic $11.86 $10.67 $9.61 $33,573,966 2,882,908 –19.0%

87088 Urine bacteria culture $11.10 $9.99 $8.99 $26,032,780 2,392,918 –19.0%

82565 Assay of creatinine $7.03 $6.33 $5.69 $5,958,993 1,756,715 –19.1%

81000 Urinalysis nonauto w/ scope $4.35 $4.02 $4.02 $7,436,396 1,712,384 –7.6%

84403 Assay of total testosterone $35.41 $31.87 $28.68 $39,168,494 1,115,706 –19.0%

84154 Assay of PSA free $25.23 $22.71 $20.44 $9,949,929 394,957 –19.0%

*Healthcare Common Procedure Coding System Copyright AMA
Source: Adapted by Robert A. Dowling, MD, from CMS Clinical Laboratory Fee Schedule Files, bit.ly/CLFSfiles
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MONEY MATTERS

FINANCIAL TIPS

 ■ If you still have money set aside in a flexible spending account for health 
care or dependent care expenses, it is important to use those funds before 
the end of the year or risk forfeiting the money.

 ■ Some states offer a state income tax deduction if you are a resident of 
that state and contribute to its 529 plan. In some cases, the tax savings 
can be substantial.

 ■ Selling losing investments allows you to deduct the resulting capital 
losses against this year’s capital gains.

Q: What are some financial planning 
tasks I should focus on before year end?
A: We are now in the final 2 months of 
the decade. Every year, we like to present 
a list of year-end tasks everyone should 
cross off their checklist. This time of 
year presents the perfect opportunity to 
review and possibly adjust your financial 
planning strategies. You should update 
your accounts and check in on where you 
stand with many of the goals you set at 
the beginning of the year.

Check on the status of your emer-
gency fund. Did you need to dip into 
it at all this year? Have your neces-
sary expenses changed? It’s always a 
good idea to review the balance of the 
account as well as your budget to see if 
additional funds need to be added to 
bolster the account. 

The general rule of thumb for emer-
gency funds is to have 3 months of nec-
essary expenses if you are a dual-income 
household and 6 months to a year if you 
are a single-income household.

Max out your retirement accounts. 
You have until the tax filing date next 
spring to make a 2019 contribution to 
an individual retirement account (IRA), 
but 401(k) and 403(b) contributions are 
only deductible when made in the same 
calendar year. The 2019 contribution 
limit is $19,000 for 401(k)s and 403(b)
s and $6,000 for IRAs. If you are over 
age 50, catch-up contributions may be 
available as well.

Use the remaining money in your 
Flexible Spending Account (FSA). If 
you still have money set aside in a flexi-
ble spending account for health care or 
dependent care expenses, it is important 
to use those funds before the end of the 
year or risk forfeiting the money. Some 
employers offer a grace period into the 
spring of the next year or a $500 FSA 
carry-over from one year to the next, 
but most do not.

Make contributions to your chil-
dren’s 529 accounts. College costs 
continue to rise, and it is important to 
start saving early if you hope to reach 
your college funding goals. Addition-
ally, some states offer a state income tax 
deduction if you are a resident of that 
state and contribute to its 529 plan. In 
some cases, the tax savings can be sub-
stantial.

Designate those individuals to 
whom you wish to gift assets. The 
annual gift tax exclusion is $15,000 for 
2019 ($30,000 for married couples). You 
can gift this amount to any number of 
individuals without having to pay gift tax 
or have it count against your lifetime gift 
and estate tax exemption.

Make charitable donations. Giv-
ing to charity can be a very powerful 
tax-savings tool. Check and see if you 
have any appreciated investment assets 
that you could gift instead of cash. This 
way, you avoid paying capital gains tax 

on those investments, and you get to 
claim a deduction for the full value of 
the donated asset. When the charita-
ble organization sells it, there’s no tax 
to them. Be aware, however, that under 
the new tax law, you may need to donate 
a substantial amount of assets to be eli-
gible to claim a charitable deduction on 
your tax return.

Harvest investment losses. Do 
you own stocks and other marketable 
securities outside of your retirement 
accounts that have lost money? If so, 
consider selling those losing invest-
ments to lower your 2019 tax bill. 
This strategy allows you to deduct 
the resulting capital losses against 
this year’s capital gains. If your loss-
es exceed your gains, you will have a 
net capital loss. You can deduct up to 
$3,000 of net capital loss (or $1,500 if 
you are married and file separately) 
against ordinary income, including 
your salary, self-employment income, 
and interest income. Any excess net 
capital loss is carried forward to future 
years and puts you in a position for tax 
savings in 2020 and beyond.

Update beneficiaries. If there has 
been a major change in your personal 
life, such as a recent marriage or divorce, 
birth or adoption of a new child, or death 
in the family, you may need to revise 
the beneficiaries on your retirement 
accounts and life insurance policies. You 
may also need to update your will and 
power of attorney documents.

These are just a handful of financial 
issues to consider as we approach year 
end. Your financial and legal advisers can 
run through a more comprehensive 
checklist of planning options based on 
your personal circumstances.UT

As 2020 approaches, it’s time
to review your financial strategies
Add to year-end checklist: Review your emergency fund, update benefi ciaries

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

JEFF WITZ, CFP

Mr. Witz is education-
al program director at 

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

comes readers’ questions 
and can be reached at 

800-883-8555 or 
witz@mediqus.com.

You have until the tax 
filing date next spring to 
make a 2019 contribution 
to an individual retirement 
account, but 401(k) and 
403(b) contributions are 
only deductible when made 
in the same calendar year.
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Health care fraud is big business, which 
is why federal and state agencies are 
continuing their efforts to root out 
instances of fraud and abuse.

During the 2016-17 fiscal year, the Department 
of Justice (DOJ) recovered more than $2.4 billion 
in settlements and judgments for allegedly fraudu-
lent practices in Medicare, Medicaid, and Tricare. 
It was the eighth consecutive year the DOJ has 
recovered more than $2 billion.

Numbers vary widely, but most estimates put 
health care fraud at between 3% and 10% of total 
billings. Even at the conservative end of the scale, 
that’s an eye-opening share of the $3.3 trillion 
spent in the U.S. on health care during 2016.

Five dominant federal laws govern billing 
practices to protect payers and the public from 
fraudulent practices and self-referrals, with both 
monetary penalties and jail time possible depend-
ing on the infraction and its severity. They are 
the False Claims Act (FCA), the Anti-Kickback 
Statute (AKS), the Physician Self-Referral Law 
(Stark law), the Exclusion Authorities, and the 
Civil Monetary Penalties Law (CMPL).

The legislation continues to change, so physi-
cians should review the applicable standards to 
help ensure they stays on the right side of the law.

False Claims Act
Even unknowingly submitting a false claim to 
Medicare or Medicaid is a potential violation of 
the False Claims Act. Each instance could result 
in a fine of up to three times the amount of loss, 
plus $10,957 to $21,916 per claim. Depending on 
the type of claim, it could violate the Stark law or 
be referred for criminal prosecution.

In addition to civil violations, the False Claims 
Act also includes a criminal component (18 U.S.C. 
§ 287) that covers the more egregious violations 
that can result in prison time in addition to fines.

A former partner in a Florida pain management 
clinic recently pleaded guilty to taking kickbacks 
and faces a jail sentence in addition to a $2.8 million 
civil settlement with the DOJ (See Civil Monetary 
Penalties Law, below). In another recent case, a 

Kentucky nursing home operator agreed to a $30 
million settlement related to its policies related to 
therapy service for residents.

Anti-Kickback Statute
Paying for referrals is a crime for both the enti-
ty that pays for the referral and for the one that 
receives it. The payment doesn’t need to be cash 
but could be anything of value. For physicians, a 
consultancy agreement with a hefty price tag where 
the physician does little or nothing could be con-
strued as a kickback, for example. Paid-referral 
arrangements are a common violation.

A little-known part of the Bipartisan Budget Act 
of 2018 increased the fines for knowing or inten-
tional violations, quadrupling them to $100,000 
per violation and doubling potential jail time to 
10 years.

Several recent actions involving home health 
include the owner of a Michigan agency pleading 
guilty to paying kickbacks to recruiters who steered 
business to his firm. Based on services from those 
referrals, Medicare estimates an $8 million loss 
over a 10-year period.

Physician Self-Referral Law
Also referred to as the Stark law, the legislation 
prohibits physicians from referring patients for 
“designated health services” payable by Medicare 
or Medicaid to entities where the physician or an 
immediate family member has a financial inter-
est. Civil penalties can be more than $23,000 per 
violation and result in a provider being excluded 

from federal health care programs.
Exceptions can be granted, which has been 

increasingly the case as the Centers for Medicare 
& Medicaid Services explores alternative care and 
payment models such as accountable care organi-
zations. The recent budget act loosened technical 
reporting requirements while keeping the spirit of 
the law intact. In June, CMS Administrator Seema 
Verma reiterated in a blog post that the agency 
is seeking input on how the Stark law may limit 
value-based care arrangements.

Two California urologists agreed to pay more 
than $1 million for violations of the Stark law and 
False Claims Act for soliciting other urologists 
to refer patients to a facility the two physicians 
owned.

Exclusion statute
The Office of Inspector General (OIG) of the 
U.S. Department of Health and Human Services 
maintains a list of excluded entities. Consider it 
a mandated black list of individuals and entities 
that are barred from participating in federal health 
care programs.

There are exceptions, but conviction for any 
of the following results in placement on the OIG 
list: Medicare/Medicaid fraud, patient abuse or 
neglect, felony conviction for other health care 
fraud, and felony conviction related to controlled 
substances.

Health care providers are required to ensure 
that employees and contractors serving in any 
capacity aren’t on the exclusion list if they are pro-
viding services for federal payers. The penalties 
are stiff: a hefty fine per incident plus up to three 
times the dollar amount of each disputed claim.

Civil Monetary Penalties Law
The federal budget doubled the dollar amount of 
civil monetary penalties (CMPs) that can accom-
pany infractions. Violations of the False Claims 
Act, the Anti-Kickback Statute, or the Physician 
Self-Referral Law can also trigger civil penalties. 
Likewise, hiring an excluded provider or entity 
can bring a civil fine to the person/company that 
used the excluded provider.

Everyone in a medical practice, a pharmacy, a 
hospital, a home health agency, or any other health 

Familiarization with fraud 
and abuse laws key to adherence
Two CA urologists paid $1 million for Stark law, False Claims act violations

Even unknowingly submitting a 
false claim to Medicare or 
Medicaid is a potential violation 
of the False Claims Act. Each 
instance could result in a fine of 
up to three times the amount of 
loss, plus $10,957 to $21,916 per 
claim.

See FRAUD/ABUSE page 42
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A recent Office for Civil Rights settlement 
underscores the importance of HIPAA 
compliance and cooperation with gov-
ernment investigations.

In October 2018, the U.S. Department of Health 
and Human Services, Office for Civil Rights (OCR) 
announced that Elite Dental Associates, a dental prac-
tice located in Dallas, (Elite) agreed to settle potential 
HIPAA violations. After the complaint was received by 
OCR in June 2016, the investigation lasted over 2 years.

The complaint was initiated by a patient who 
alleged that Elite responded to a social media review 
by “disclosing the patient’s last name and details of 
the patient’s health condition.”

OCR’s investigation “found that Elite had imper-
missibly disclosed the protected health information 
(PHI) of multiple patients in response to patient 
reviews on the Elite Yelp review page. Additionally, 
Elite did not have a policy and procedure regarding 
disclosures of PHI to ensure that its social media 
interactions protect the PHI of its patients or a 

Notice of Privacy Practices that complied with the 
HIPAA Privacy Rule.”

Although it is not surprising that Elite lacked an 
adequate policy and procedure or Notice of Pri-
vacy Practice, it underscores an important item: 
compliance. HIPAA, which has been around since 
1996, and the subsequent Privacy Rule and Security 
Rule, mandate that technical, administrative, and 

physical safeguards be assessed annually.
Had Elite been compliant, this disaster could 

have been avoided. And while Elite is a dental prac-
tice, all these same regulations apply to physician 
practices as well.

Some readers may wonder why Elite was assessed 
a meager $10,000. OCR indicated that it accepted a 
“substantially reduced settlement” for several rea-
sons. The top three reasons include the following: 
cooperation with OCR’s investigation, financial 

circumstances, and Elite’s business size. These con-
siderations are similar to what the U.S. Department 
of Justice considers in its assessment of fines.

Preventive steps to take
What can be done in order to learn from Elite’s 
experience?

First, as OCR Director, Roger Severino noted, 
“[S]ocial media is not the place for providers to dis-
cuss a patient’s care.” Common sense should tell any 
covered entity or business associate not to post any 
PHI on social media.

Second, as my colleagues and I discuss regularly, 
conduct an annual risk analysis to assess the Secu-
rity Rule’s technical, administrative, and physical 
safeguards, which include both privacy and security 
components. Yes, there are a number of them but fail-
ing to conduct one can have consequences beyond an 
OCR investigation. For example, failing to disclose 
the lack of an adequate risk analysis and related items 
(omission) can result in potential fraudulent misrep-
resentation or securities lawsuits, if a company is 
being pitched to potential investors or is already listed 
on one of the Wall Street exchanges (ie, NASDAQ).

Lastly, in the event of a government investigation, 
cooperation is key. These considerations can miti-
gate risk and help to cultivate a culture of trust 
between providers and patients.UT

Sharing PHI on social media: 
A cautionary tale for practices
Conduct annual risk analysis to assess HIPAA Security Rule safeguards

care provider or facility should be responsible for 
ensuring compliance with these statutes.

Billing professionals often are the last line of 
defense against False Claims Act allegations, but 
everyone has a role to play. Every patient is differ-
ent, and so is every claim.

If an overwhelming majority of patients are 
billed for the highest level of care possible, that 
should be a red flag. A greater than usual instance 
of durable medical supply orders? Billers should be 
aware of that, too. A disproportionate number of 
home health referrals from one physician or group 
practice is another potential warning sign.

While there may be perfectly good reasons why 
any of the above scenarios reflect accurate billing, 
your reputation and the reputation of your practice 
are potentially at stake.UT

FRAUD/ABUSE
continued from page 41

Common sense should tell any 
covered entity or business 
associate not to post any PHI on 
social media.

STUDY ESTIMATES $1 TRILLION ANNUAL WASTED HEALTH SPENDING

A new review of estimates published in JAMA found that nearly $1 trillion of annual health care spending can 
be considered wasted (JAMA 2019; 322:1501-9).

Specifically, the estimated waste lies between $760 billion and $935 billion—which comes to about 25% of 
the $3.8 trillion in total U.S. spending on health care. The authors also found that the projected savings from 
reducing waste, excluding savings from administrative complexity, ranges from $191 billion and $282 billion, 
or about 25% of the spending on waste.

The review of 71 estimates from 54 separate peer-reviewed publications, government-based reports, and 
so-called “gray” publications from between January 2012 and May 2019 focused on six “waste domains” 
previously identified by the Institute of Medicine as well as a previous study published in 2012.

These “waste domains” and amounts are, according to the study: administrative complexity ($265.6 billion), 
pricing failure ($230.7 billion to $240.5 billion), failure of care delivery ($102.4 billion to $165.7 billion), over-
treatment or low-value care ($75.7 billion to $101.2 billion), fraud and abuse ($58.5 billion to $83.9 billion), 
and failure of care coordination ($27.2 billion to $78.2).

The findings were reported by Urology Times sister brand Medical Economics.

HEALTH ITBusiness /
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Your Voice / Commentary from residents, non-physician providers, 
and other voices in the field

Advocacy is an integral com-
ponent of professional life for 
both advancing and promoting 
advanced practice provider dis-

ciplines, and also championing patient 
care issues within today’s health care 
system. So, let’s get active!

Advocacy and activism
Merriam-Webster defines advocacy as 
“the act or process of supporting a cause 
or proposal,” while activism is “a doc-
trine or practice that emphasizes direct 
vigorous action especially in support of 
or opposition to one side of a controver-
sial issue.” Advanced practice providers 
(APPs) provide quality health care in 
the United States and have demonstrat-
ed that they can improve much-needed 
access to health care for patients. It is 
imperative that APPs are active in advo-
cacy for issues that remove barriers and 
ensure direct access to patients for their 
services.

Health policy
According to the World Health Organi-
zation, “Health policy refers to decisions, 
plans, and actions that are undertaken 
to achieve specific health care goals 
within a society.” One of my favorite 
definitions is by Longest, who defines 
health policies as “authoritative deci-
sions regarding health or the pursuit of 
health made in the legislative, executive, 
or judicial branches of government that 
are intended to direct or influence the 
actions, behaviors, or decisions of oth-
ers” (Longest, BB. Health Policymaking in 
the United States, Sixth edition. Chicago, 
Health Administration Press, 2016). Be 
cognizant of health policies that affect 
health through health determinants and 
vice versa; these include physical envi-
ronment, behavior and biology, social 
factors, and health services.

There are also the important extrinsic 
factors such as money for health care, 
the provider work force, and technolo-
gy (Longest, BB. Health Policymaking in 
the United States, Sixth edition. Chicago, 

Health Administration Press, 2016). As 
part of the expanding work force, APPs 
in urology care for the population health 
of patients with an array of genitouri-
nary issues. By participating in advocacy 
and activism, we can support the pol-
icies we feel are in the best interest of 
our patients.

The legislative process
Understanding the phases of the policy-
making process is key and includes the 
formulation phase of agenda setting and 
development of legislation, the imple-
mentation phase upon formal enactment 
of legislation, and the modification phase 
where all decisions in both these phases 
can be revisited and modified.

One must take into consideration the 
“window of opportunity” and external 
environment during this process. Know 
your political climate! This “window of 
opportunity” described by Kingdon opens 
when a confluence of problems, possible 
solutions, and political circumstances 
converge to stimulate legislation (King-
don, JW. Agendas, Alternatives, and Public 
Policies, Update Edition, with an Epilogue on 
Health Care, Second edition. Upper Saddle 
River, NJ, Pearson Longman, 2011).

Role of advocacy in your 
discipline
Nurse practitioners and physician assis-
tants have health policy initiatives, and 
being familiar with these initiatives is 
imperative when called upon to artic-

ulate these agendas. Become familiar 
with current legislative objectives both 
regionally and nationally. If you are not 
already a member, join your profes-
sional association. Nurse practitioners 
and physician assistants have advocacy 
agendas for both professional and patient 
issues on their respective websites (www.
aanp.org, www.aapa.org). You might also 
consider becoming involved with your 
state’s advocacy organization; eg, www.
pacnp.org. Get involved!

State and federal advocacy
There are opportunities to advocate as an 
individual on both the state and federal 
levels, as well as advocate as part of an 
organization. State advocacy is encour-
aged, and the AUA supports members to 
become effective state-level advocates 
to address legislation and regulations 
affecting their local communities. Fed-
eral and state legislative priorities are set 
annually and others may be considered as 
the need arises.

The AUA advocates for the specialty of 
urology and works at the federal and state 
level on behalf of its members and patients. 
Some federal legislative priorities include 
preservation of access to appropriate PSA 
screening, reform of the U.S. Preventive 
Services Task Force recommendation pro-
cess, and addressing work force shortages. 
Examples of state advocacy priorities are 
medical liability reform efforts, support 
of efforts to reduce the burden of prior 
authorization, and support of legislative 
and regulatory efforts to expand meaning-
ful patient access to telemedicine services.

How can you make a difference in your 
professional practice? How you can help 
patients through advocacy? I challenge 
you to stay informed and participate!UT

Advanced practice providers: Make 
advocacy part of your professional life
Opportunities for involvement abound at state, federal levels

ADELE M. 
CARUSO, DNP, CRNP

Dr. Caruso, a Urology 
Times blogger, is a nurse 

practitioner at the University 
of Pennsylvania Health 
System, Philadelphia..

Nurse practitioners and 
physician assistants have 
health policy initiatives, and 
being familiar with these 
initiatives is imperative 
when called upon to 
articulate these agendas.

We want to hear from you! 
Share your feedback on this column 
by emailing the editorial team at
urology_times@mmhgroup.com.
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Speak Out / Interviews with randomly selected urologists on hot-button issues.
Compiled by Karen Nash. 

What’s your opinion of Medicare for All?

“Being primarily a conser-
vative, white male-dom-

inated field, urologists overall 
are probably ambivalent about 
Medicare for All. From my own 
perspective, I think there is some 
merit to it. In an ideal world, it 

could work pretty well. We live in a capitalistic 
society, however, and insurance companies are 
not going to voluntarily implode in order to make 
it easy to implement a Medicare for All system.

The Affordable Care Act, for all of its glitches, 
was probably our best shot if all the states had 
participated. It actually increased the number 
of people who were insured, took people off bad 
plans, and got rid of a lot of predatory plans.

If people were truly genuine about fixing health 
care, they could’ve made that plan work, made 
needed improvements, and required all states to 
participate. That would be the closest we could 
probably get in a capitalist society.

One issue for this country is that insurance is 
often tied to employment, but not all plans are 
portable so that’s another glitch in the system.

The whole point of insurance coverage for 
everybody in a country like Sweden or Norway 
is that it spreads out the overall risk. When people 
can opt out, you have an entirely high-risk pool 
and that’s not sustainable. When everybody pays, 
that mitigates risk.

The best thing would be to get people who are 
truly interested in making health care affordable 
and make the Affordable Care Act work.”

Kelvin Moses, MD / Nashville, TN

“It’s interesting because I’m 
in Oregon and Oregon did 

a big expansion of Medicaid to 
open up health care. I’m not really 
for or against it currently, but the 
most interesting thing that hap-
pened when we opened up health 

care to a lot of people who didn’t have access [was] 
we actually had difficulty just accommodating all 
the people who came in.

Urology is stressed for manpower, so the first 
thing we noticed was an overwhelming number 
of patients. That was great because they were able 
to get treatment for their problems. But as far as 
access goes, my concern is that we may not have 
the manpower initially to handle Medicare for 
All. That’s no reason not to give people health 
care coverage, but we’d have to be sure we are 
prepared to deal with a large influx of patients.

I don’t really hear the manpower part discussed. 
It’s usually the payer system and reimbursement.

I also worry about new technologies. Urology 
is cutting edge; we like to keep advancing for 
better outcomes and results. I worry about the 
lag in the acceptance of payers to approve new 
testing or treatments, especially all the genetic 
stuff going on now in urology. I’m concerned 
if just one entity is deciding, it may hinder our 
growth as a specialty.

Currently, one insurer may be a quick adapter, 
while another stonewalls, but then other insurers 
come along because of competition and patient 
pressure on their insurance company.

I guess there’s the issue of paying for it, but I 
try not to get involved with that part and I hope 
they can figure that out.”

Jeffrey Scott Palmgren, MD / Albany, OR

“I think the reality of Medi-
care for All is fraught with 

multiple complexities that I’m 
not sure are well thought out, the 
most obvious being, how does this 
get paid for? And who pays for it?

The other very obvious com-
plexity is, how does this affect my reimbursement 
for the services I provide?

One of the challenges for Medicare for All is, 
does everybody walking the earth automatical-
ly get Medicare? That’s a question I don’t think 
anybody has yet answered.

Does the billionaire and the single mother of 
five all have access to equal levels of care? That 
gets to the root of the discussion. Is health care 
a need, a right, or is it a luxury? Should each 
aspect of health care include seeing a specialist 
on demand at the time of your choosing, or just 
emergency care services? Are those all created 
equally?

Those are complex issues with no answers, just 
opinions. I think the overwhelming majority of 
people lie in the gray area; very few people lie on 
the absolute extremes.

I tend to personally lie in the middle as well. 
Most people probably deserve some access to 
emergent-level care. I just don’t believe every-
one deserves access to all aspects of elective 
care or specialist care. I truly don’t believe that.

Besides the philosophical and political ques-
tions surrounding Medicare for All, I also think 
there’s the practical issue. You will absolutely see 
reimbursements to physicians decrease a lot if 
it’s adopted.”

Taylor Vaughan, MD / Pensacola, FL
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MEDICAL EQUIPMENT

Products & Services

The GStirrup meets US Access Board standards and a tax credit is available 

when set is purchased under the American Disability Act. Tax form 8826

The Future of Patient Positioning

t Cushioned GStirrup® boots provide a safe and

comfortable place for patients to rest their GFFU�BOE�legs
t &BTJMZ�TMJEF�Pnto current footrests on almost any table

t /P�tools required, installs in seconds

t )FMQGVM�for the elderly or patients with neurological disorders

t Qualifies for the Disabled Access Tax Credit of almost 50%

Excellent for in-office procedures

To order contact your favorite distributor rep.

or order direct at 8��-���-�7�� or  
www.GStirrup.com 

$100 off with coupon Gstirrup2019
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Urologist – General and 
Reconstructive Surgeon
The University at Buffalo, in 

association with Western New 
York Urology Associates and 

the Erie County Medical Center 
(ECMC), is seeking candidates for 
a full-time position specializing in 
reconstructive surgery. Eligible 
candidates should be board-

certified or board-eligible in urology, 
fellowship-trained in Reconstructive 
Surgery, and be eligible for a New 
York medical license. Additional 

information is available online on the 
Modern Medicine Career Board.

Interested candidates please email  
estone@maximweb.com

NEW YORK

GET FAST 
ACTION !!

WITH THE  
DYNAMICS OF  
MARKETPLACE  
ADVERTISING!
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CONNECTICUT

PENNSYLVANIA

Career | Family | Patients | Lifestyle | Everything Matters

General Urologist Connecticut Shoreline 
Hartford HealthCare, the largest integrated health care system in CT, and the Tallwood 
Urology and Kidney Institute is seeking a general Urologist for our Eastern CT region 
located right near the beautiful CT shoreline. Join this well-established Urology practice 
with 7 surgeons and 4 advanced practitioners, 3 in the office and 1 inpatient. Operate at 
Backus Hospital, a 250 bed community hospital and one of the top performing Hospitals  
in the state. 

• Great lifestyle - 1 in 6 call covering only 1 hospital 

• Hospitalist service admits all kidney stones 

• Advanced Practitioner support in the office and hospital 

• Walk into high volume created from retiring physicians 

• Dedicated hospital urology Nurse Practitioner handles all daytime consults 

• Generous benefits and compensation 

The Tallwood Institute is comprised of a world-class Urology and Kidney care team of 
local and national leaders in their fields. Many of our physicians have advanced sub-
specialty training, and are backed by a full team of interdisciplinary medical and surgical 
specialists. Join one of the largest Urology groups in New England with 30 Urologists, 
many of whom pioneered treatments that have become the gold standard of care 
nationwide. 

We have it all so you can too: Enjoy the support and resources of a successful hospital 
system AND the autonomy of a close-knit community practice. 

LIVE AT THE SHORE! Located just minutes from the beautiful CT shore, you will also 
find Boston and New York City just two hours away! We are in the heart of some of New 
England’s most stunning communities offering your family nationally acclaimed schools,  
a choice to live at the shore, in leafy suburbs or vibrant urban areas. 

Interested candidates please email HHC Physician Recruiter:  
Clayton.tebbetts@hhchealth.org.

UPMC Susquehanna is seeking a BE/BC Urologist to join our well-established practice in 
Williamsport, Pennsylvania.

Ideal applicant will possess robotic training, but non-robotically trained applicants  
encouraged to apply. Practice with excellent partners with longstanding careers – 1:6 call.  

Busy practice with guaranteed base salary, productivity incentives, commencement  
bonus and outstanding benefit package.

UPMC Susquehanna is an affiliate of University of Pittsburgh Medical Center that includes seven 
hospitals and several multispecialty medical groups. Serving patients from a 13-county region, 
UPMC Susquehanna has been recognized at the national and state levels for quality of care.

Williamsport, PA is located in the scenic Susquehanna Valley of northcentral Pennsylvania. This 
small, thriving city offers big city amenities such as vibrant downtown with arts, shopping and 

entertainment, as well as nationally recognized public & private schools, attractive & affordable 
housing options all among a beautiful landscape that is perfect for hiking & biking. Quick and 

easy access to NYC, Philadelphia & Baltimore allows for the “city fix” when you want it!

Please contact: 
Nicole D. Nardi, BSN, RN, CMSR 

Director, Medical Staff Recruitment & Relations 
office 570.320.7696 | mobile 570.220.9333 

nardinp@upmc.edu 

GET FAST 
ACTION !!

WITH THE  
DYNAMICS OF  
MARKETPLACE  
ADVERTISING!
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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.

Champlain Valley Physicians 
Hospital, Plattsburgh, NY 

The Division of Urology at the University of Vermont Larner College of 
Medicine in alliance with the University of Vermont Medical Center, 

is seeking Clinical Practice Physicians who are board eligible/
board certified Urologists to join the Urology service at our affiliate 
community medical center, Champlain Valley Physicians Hospital 
(CVPH) in Plattsburgh, New York.  CVPH is a progressive medical 

center with nine state-of-the-art OR’s and Ambulatory Surgery Center.  
This position offers the unique opportunity to work in a community 

setting while having an active affiliation with Vermont’s only Academic 
Medical Center; the only ACS verified Level 1 trauma center in the 

state providing tertiary care to patients from Vermont and Northern 
NY.  Serving the patients from Upstate New York for decades, the local 
urologic surgery practice recently joined the faculty at the University 

of Vermont and are now seeking additional colleagues to join the 
dynamic Urology faculty that span the network hospitals.  Specifically, 
the Division seeks applications from individuals seeking a community 

Urology employment opportunity with a collegial and collaborative 
setting with University support.  Plattsburgh is located on the shores 
of  Lake Champlain with easy access to the Adirondack Mountains, 

Olympic-Lake Placid region, Montreal and Burlington, VT.  

Applicants must be board certified or board eligible and eligible for 
medical licensure in the state of New York. This is a full-time, 12 month, 

salaried position. 

Interested individuals should apply online at  
https://www.uvmjobs.com/postings/31529   

(position number 00024781). Inquiries may be directed to  
Mark Plante, MD, FRCS(C), FACS, Chief of Urology  
via Kristin Allard at Kristin.Allard@uvmhealth.org 

Central Vermont  
Medical Center

The Division of Urology at the University of Vermont Larner College 
of Medicine in alliance with the University of Vermont Medical 
Center, is seeking a Clinical Practice Physician who is a board 

eligible/board certified Urologist to join the Urology service at our 
affiliate community medical center, Central Vermont Medical Center 

(CVMC).  This position offers the unique opportunity to work in a 
community setting while having an active affiliation with Vermont’s 

only Academic Medical Center; the only ACS verified Level 1 trauma 
center in the state providing tertiary care to patients from Vermont 
and Northern NY.  Duties will include general urologic patient care 
(adult and minor pediatric) with the opportunity to teach medical 

students and potentially urology residents.  Specifically, the Division 
seeks applications from individuals seeking a community Urology 
practice opportunity with a collegial and collaborative setting with 
University support.  The central Vermont region, 30 minutes from 

Burlington, Vermont, offers easy access to numerous outdoor 
activities with several ski areas just a short drive away.  

Applicants must be board certified or board eligible and eligible 
for medical licensure in the state of Vermont.  This is a full-time, 12 

month, salaried position.

Interested individuals should apply online at  
http://www.uvmjobs.com/postings/33676   

(position number 00023212). Inquiries may be directed to  
Mark Plante, MD, FRCS(C), FACS, Chief of Urology,  
via Kristin Allard at Kristin.Allard@uvmhealth.org

Division of Urology

Recruitment
VERMONT
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East Region Director Of Men’s Health  
Live At The Shore!
Hartford HealthCare, the largest integrated health care system in CT, and the Tallwood Urology and 
Kidney Institute is seeking a urologist with fellowship training in andrology and/or a demonstrated 
interest in men’s health for a leadership role in our Eastern CT region. Join this well-established 
east region urology practice with 7 surgeons and 4 advanced practitioners located near the beautiful 
CT shoreline - and operate at Backus Hospital, a 250 bed community hospital and one of the top 
performing hospitals in the state. 

The Tallwood Urology and Kidney Institute is comprised of world-class urologists and nephrologists 
who are leaders in their fields. Our physicians are backed by a full team of interdisciplinary medical 
and surgical specialists, many of whom have advanced sub-specialty training. The East Region 
Director of Men’s Health will establish and lead a multidisciplinary team near the CT shore with 
support and guidance from our clinical council and Tallwood’s System Director of Men’s Health. This 
is an exciting opportunity to blend clinical care, leadership and program development. 

We have it all so you can too: Enjoy the support and resources of a successful hospital system AND 
the autonomy of a close-knit community practice 

•  Join one of the largest urology groups in New England with 30 urologists, many of whom pioneered 
treatments that have become the gold standard of care nationwide 

•  Participate in robust research opportunities available with Institute resources and support 

•  Maintain balance in your life with a satisfying 1 in 6 call coverage schedule 

•  Operate out of a single hospital and enjoy the support of a urology trained advanced practitioner to 
assist you in the office and in the hospital 

•  Receive generous benefits and compensation including loan repayment and so much more

Located just minutes from the beautiful CT shore, you will also find Boston and New York City just 
two hours away! We are in the heart of some of New England’s most stunning communities offering 
your family nationally acclaimed schools, a choice to live at the shore, in leafy suburbs or vibrant 
urban areas. 

Interested candidates please email HHC Physician Recruiter:  
Clayton.tebbetts@hhchealth.org.

FOR PRODUCTS & SERVICES
RECRUITMENT PLEASE CONTACT:

JOANNA SHIPPOLI at 

800-225-4569 x 2615 or 

E-mail: jshippoli@mmhgroup.com
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Mr. Gatty, a former 
congressional aide, covers 
news from Washington for 
Urology Times. 

BOB GATTY

Washington and You

New study supports 
leveling playing field
Urology groups: 340B program reform needed

A new study by the Partnership for 
Health Analytic Research (PHAR) 
appears to bolster arguments by inde-
pendent physicians and those who 

operate outpatient clinics that they are at a sub-
stantial financial disadvantage against hospitals 
when it comes retaining profits from the admin-
istration of injectable and infused drugs.

The analysis, completed by Jesse D. Ortendahl, 
MS, and Katalin Bognar, PhD, finds that hospitals 
retained 91% of profits from physician-admin-
istered medicines while serving 53% of patients 
receiving physician-administered medicines. 
Independent practices retained just 9% while 
serving 47% of patients.

PHAR, which counts a substantial number of 
drug manufacturers as clients, said its research 
also suggests that hospitals are earning more 
from administering medicines than the manu-
facturers who created them. For every $100 spent 
on physician-administered medicines in the hos-
pital outpatient setting, the hospital retains $58, 
while the manufacturer receives less than $42, 
the report said.

Efforts to obtain comments from the American 
Hospital Association (AHA) and the Federation of 
American Hospitals were unsuccessful. However, 
in its 2019 Advocacy Agenda, AHA stresses the 
importance of “establishing fair and sustainable 
drug pricing and reimbursement.” AHA also calls 
on Congress to “restore vital funding and prevent 
further cuts to the 340B drug savings program, 
which allows hospitals to provide programs that 
improve access to care in their communities.”

Dr. Holton: Study emphasizes unfair 
disadvantage
Mara R. Holton, MD, CEO/president of Anne 
Arundel Urology in Annapolis, MD, and vice 
chair of health policy at LUGPA, said the PHAR 
study emphasizes what LUGPA contends is an 
unfair and anticompetitive marketplace disad-
vantage for physician-operated clinics.

“Fundamentally, our concerns are the preser-
vation of the independent practice setting as a 
cornerstone of the American health care system, 
representing a unique and integral venue for the 
delivery of high-quality and cost-efficient health 
care services,” Dr. Holton told Urology Times.

“How can we compete with these large health 
systems that have such extraordinary advantag-
es?” she asked, pointing to the huge disparity in 
profits from physician-administered medicines. 
“These are identically credentialed providers, 
and there is no difference in the patient’s expe-
rience, except for convenience.”

That’s why, she says, LUGPA and other orga-
nizations have tried to convince Congress and 
the Centers for Medicare & Medicaid Services 
(CMS) to “level the playing field.” That would 
include reforming the 340B Drug Pricing Pro-
gram, which Dr. Holton contends “creates a 
slush fund of cash that hospitals have been able to 
use to acquire physicians’ practices and increase 
vertical consolidation, thus driving up cost.”

In addition, said Dr. Holton, “There are sever-
al statutory and regulatory provisions that pro-
mote continued hospital consolidation, escalate 
the rise in health care costs, and imperil the 
survival of independent practices.”

These, she said, include:
• disproportionate reimbursement for the 

same services performed by hospital outpatient 
departments (site non-neutrality)

• benefits both in lower acquisition cost for 
pharmacy (340B for example) and much higher 
reimbursement for the same drug administra-
tion, as shown in the PHAR study

• reform of fraud and abuse laws (federal 
Stark physician self-referral law and the federal 
Anti-Kickback Statute).

LUGPA joined with the AUA, American 

Association of Clinical Urologists, and several 
other organizations to sign a letter in April in 
support of H.R. 2282 and its companion in the 
Senate, S.966, “The Medicare Care Coordina-
tion Improvement Act of 2019,” which would 
clear the way for physicians to participate and 
succeed in APMs without running afoul of the 
Stark law.

The letter contends that the Stark law pro-
hibits payment arrangements that consider the 
volume or value of referrals or other business 
generated by the parties.

“Congress recognized the Stark Law was a 
barrier to care coordination long ago when it 
authorized the Secretary at the Department of 
Health and Human Services (HHS) to waive 
the self-referral and anti-kickback prohibitions 
for Accountable Care Organizations,” the let-
ter adds. “MACRA’s full potential can only be 
achieved by modernizing this law for physi-
cian-led APMs as well.”

H.R. 2282 would remove some of these bar-
riers by:

• providing HHS the same authority to waive 
Stark provisions and associated fraud and abuse 
laws for physicians seeking to develop and oper-
ate APMs as was provided to accountable care 
organizations in the Affordable Care Act

• removing the “volume or value” prohibi-
tion in the Stark law so physician practices can 
incentivize physicians to abide by best practices 
and succeed in value-based alternative payment 
models.

Meanwhile, Dr. Holton said the Trump admin-
istration has shown “a lot of interest” in improving 
the regulatory process regarding Stark so prac-
tices can participate in those models.

“CMS has been very forward thinking about 
recognizing that outpatient physician care can be 
provided at significantly less cost and has done a 
number of things to help,” Dr. Holton said. But 
much more needs to be done, she said, including 
congressional reform of Stark.

“In some cases, practices are able to own 
surgery centers, in some, they are not. But 
that speaks to the fact that on the regulatory 
side, CMS has been helpful in recognizing that 
independent practices offer a meaningful way 
to reduce health care costs overall. It is a nod, 
not a bow.”

She said LUGPA fully supports CMS’ Sept. 26 
announcement of its Omnibus Burden Reduc-
tion (Conditions of Participation) final rule, 
which the agency says “strengthens patient safety 
by removing unnecessary, obsolete, or excessive-
ly burdensome health regulations on hospitals 
and other health care providers.”

CMS says it will save providers an estimated 
41.4 million hours previously spent on paper-
work annually, with a projected savings of $8 
billion over 10 years.UT

“Fundamentally, our concerns 
are the preservation of the 
independent practice setting as 
a cornerstone of the American 
health care system, representing 
a unique and integral venue 
for the delivery of high-quality 
and cost-efficient health care 
services.”

MARA R. HOLTON, MD
VICE CHAIR OF HEALTH POLICY, LUGPA
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In the case discussed below, the plain-
tiff attempted to make use of what is 
known as the “continuing course of 
treatment doctrine.” The continu-

ing course of treatment doctrine allows 
the statute of limitations to be tolled while 
the defendant is still providing medical 
care to the plaintiff. The general policy on 
this doctrine is that if a patient continues 
to be treated by a physician or provider, 
the patient should not be required to stop 
the treatment to commence litigation 
simply because a statute of limitations is 
about to expire.

Anchor driver piece found near 
pelvic bone
In 2001, a defendant urologist per-
formed a bladder suspension surgery 
on the plaintiff to address incontinence. 
During the surgery, the defendant urol-
ogist placed titanium anchors into the 
plaintiff’s pelvic bone by the use of an 
anchor driver, a metal device. In 2015, 
part of an anchor driver was found inside 
the plaintiff’s body near her pelvic bone 
and was removed. In 2016, the plaintiff 
filed a medical malpractice complaint 
against the health care facility and mul-
tiple physicians, including the urologist 
who performed the 2001 procedure.

In her complaint, the plaintiff alleged 
she presented to the facility in January 
2001 with a symptomatic cystocele and 
some stress incontinence. She was seen 
by the defendant urologist, who per-
formed surgery on her in the form of an 
endoscopic bladder suspension.

During the procedure, the defendant 
urologist used anchors to support the 
suspension. The plaintiff asserted that 
after the bladder suspension surgery, 
she experienced unusual pain in her pel-
vic area. The plaintiff alleged that she 
notified the urologist of her continuing 
pain and was told there was nothing 
wrong. Specifically, she alleged that she 
returned to defendants twice in 2004, 
again in 2009, and in 2012, complain-

ing of continued pain that she associated 
with the surgical procedure in 2001.

The plaintiff asserted that diagnos-
tic imaging was performed at all four 
visits and each time she was informed 
that the imaging showed nothing that 
could account for her painful symptoms. 
However, according to the plaintiff, 
the x-rays from 2009 and 2012 clearly 
showed a foreign body in her pelvis.

The plaintiff additionally alleged 
that she underwent a second surgical 
procedure with the defendant urologist 
in 2012 in the form of a bladder instil-
lation and transvaginal obturator tape 
procedure. When consulting with the 
urologist about the second surgery, the 
plaintiff complained that she felt as if 
something were poking into her in her 
pelvic region. The plaintiff asserted that 
the urologist dismissed her concerns.

In 2014, the plaintiff presented to an 
emergency department with pain. At 
this visit, the plaintiff underwent a com-
puted tomography scan of her abdomen 
and pelvis. According to the plaintiff, a 
radiologist read the scan and noted a 2.2-
cm metallic object.

The plaintiff alleged when she next 
returned to the health care facility in 
2015 reporting pain, she was ultimately 
diagnosed with pubic cellulitis over-
laying retained public symphysis hard-
ware. She stated she was informed that 
she might have an anchor in her pubic 
bone that needed to be removed and 
was transferred to a tertiary hospital. 
The plaintiff alleged that another x-ray 
report noted the anchor device from her 
surgery and opined that it may represent 
a piece of broken hardware.

The plaintiff subsequently under-
went surgery at the hospital to remove 
the object, which she asserted proved to 
be the instrument part that was used to 
place anchors for the bladder surgery 
and was abandoned by the defendant 
urologist and left within her.

The plaintiff alleged that the health 

care facility and the defendant urologist 
were negligent in several respects, includ-
ing failing to account for the medical 
devices used or placed in the plaintiff’s 
body during the 2001 bladder surgery; 
continually misinforming or misleading 
the plaintiff regarding the presence of 
the foreign body in or around her pel-
vis through 2015; allowing the foreign 
metallic body to remain in the plain-
tiff through June 2015, despite specific 
complaints, examinations, and radiology 
studies that demonstrated its presence; 
failing to follow up on the 2014 radiol-
ogy report indicating the presence of a 
metallic object; and failing to diagnose or 
recognize the presence of a foreign body 
instrument left within the plaintiff.

As to only the defendant urologist, the 
plaintiff additionally alleged negligence 
based on his/her failure to adequately 
examine plaintiff’s 2009 and 2012 radiol-
ogy films and 2014 CT scan and report, 
adequately examine the plaintiff, refer 
the plaintiff to another treatment pro-
vider, and consult with radiologists or 
other medical professionals regarding 
the plaintiff’s long-term and continuing 
complaints of pelvic pain.

Does doctrine apply?
Given that there was a span of 14 years 
between the original surgical procedure 
and the 2015 procedure where the metal-
lic object was removed, the plaintiff had 
to set forth a legal theory that tolled the 
statute of limitations. She purported 
that the continuing course of treatment 
doctrine applied and cited the several 
times in between 2001 and 2015 that 
she returned to the defendant reporting 
pelvic pain.

What was discovered at trial, however, 
was that in 2004, the plaintiff moved out 
of state, not returning to the health care 
facility or the defendant urologist until 
2009 and 2012, respectively. When the 
plaintiff did return in 2009 and 2012, 
she returned for complaints unrelated to 
her previous pelvic pain. Therefore, the 
court held that the plaintiff’s course of 
treatment ended in 2004, and therefore 
the doctrine did not apply.

Not all states have applied the con-
tinuing course of treatment doctrine, 
and where it has been applied, there are 
many nuances and variations. Providers 
interested in knowing the rule in their 
own jurisdiction should consult with the 
appropriate legal authority in their facil-
ity or organization.UT

Retained metallic object 
prompts lawsuit
Continuing course of treatment doctrine comes into play

BRIANNE GOODWIN, 
JD, RN

Ms. Goodwin is manager 
of clinical risk and patient 

safety at Cambridge Health 
Alliance, Cambridge, MA.
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