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Stone recurrence: What 
practitioners should know

Q&A

Juan Calle, MD

Management of stone recurrence presents a valuable 

opportunity for clinicians to help prevent stone patients 

from suffering additional attacks. In this interview, 

Juan Calle, MD, discusses how he follows patients 

once they are stone free, dietary/lifestyle modifi-

cation and medical management, and advice 

for young urologists looking to become 

experts in stone recurrence. 

For the full article, please turn to page 37

How has urologists’ 
management of BPH 
patients changed?
Is TURP still the gold standard for treatment 

of lower urinary tract symptoms associated 

with BPH? How are urologists using new sur-

gical treatments, and how have these modal-

ities changed the patient workup? Urology 

Times asked randomly selected urologists 

how their management of BPH has changed 

in recent years.

KIDNEY STONES

For their responses, please turn to page 44

BPHSpeak Out   Inside

SEXUAL DYSFUNCTION

Cell-based therapies may eventually be used
to modify ED, other diseases, but not yet

Stem cells pose risk,     
offer promise

P
atients with urologic conditions 
have easy access to stem cell ther-
apy options offered by a spectrum 
of providers at locations that vary 

from strip mall clinics to academic centers. 
But while there’s hope that cell-based ther-

apies might not only treat symptoms but also 
modify diseases, including erectile dysfunction, 

the scientific evidence to show therapies using any 
stem cells work and don’t cause harm is lacking.

The FDA warns that unapproved stem cell therapies 
can be harmful and may be illegal and unproven (bit.ly/

FDAstemcell). The agency has tried to regulate stem cell 
clinics as part of a comprehensive move to oversee regen-
erative medicine products. In May, for example, the FDA 
announced it was seeking permanent injunctions to stop 
Cell Clinic of Sunrise, FL, and California Stem Cell Treat-
ment Center, with locations throughout the state, to stop 
marketing stem cell products without FDA approval and for 
deviating from good manufacturing practice requirements.

Providers at the California clinic were injecting cancer 
patients’ tumors with stem cells from their fat.

“The product was then administered to cancer patients 
with potentially compromised immune systems and for 
whom the vaccine posed a potential for harm, including 
the possibility of inflammation and swelling of the heart 
and surrounding tissues,” the FDA said in a statement.

As recently as early September, the FDA sent a warning 
letter to Stemell, of San Juan Capistrano, CA, for “manu-
facturing and distributing unapproved products derived 
from umbilical cord blood and umbilical cord and for 
significant deviations from current good tissue practice 

Lisette Hilton / UT Correspondent

See STEM CELLS, on page 39
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 STEM CELL TYPES / Photos from top: Multipotential stem 

cells in placenta and amniotic fluid can be differentiated into heart muscle  

and liver cells, among other cell types; induced pluripotent stem cells are 

differentiated into nerve cells; pre-adipocytes isolated from the stromal 

vascular fraction. (Photos courtesy of the Wake Forest Institute for Regenerative Medicine)
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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.
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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SUTENT SIGNIFICANTLY EXTENDED DFS VS PLACEBO

(n=309)

24% 
reduction in the 
risk of recurrence 
or death vs placebo

(n=306)67.2PRIMARY ENDPOINT: DFS

HR=0.76 (95% CI: 0.59, 0.98); P=0.03
P value based on log-rank test stratified by UISS prognostic group.

81.6
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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.

All rights reserved. September 2019 
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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).



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/Stomatitisb

 Diarrhea

 Nausea  

 Dyspepsia

 Abdominal painc

 Vomiting

 Constipation

Cardiac

 Hypertensiond

 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. 



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

http://www.pfizer.com
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Jeni Williams

UT Correspondent 

CHICAGO—A recent study shows older women 
with decreased levels of serum testosterone are 
more likely to experience incontinence, but this 
does not necessarily mean urologists should be 
giving testosterone to older women, a study author 
says.

“What I do advocate is: We need to know a lot 
more about the impact of hormone levels on the 
aging bladder,” Michael B. Chancellor, MD, pro-
fessor and director of neurourology for Oakland 
University William Beaumont School of Med-
icine, Rochester, MI told attendees at the AUA 
annual meeting in Chicago.

The results, part of the Health, Aging, and 
Body Composition (Health ABC) study, sought 
to determine whether serum free testosterone lev-
els were associated with urinary leakage in older 
women in a population-based cohort.

Nearly half of women ages 50 years and old-
er experience incontinence, and this percentage 
increases as women get older—particularly after 
women go through menopause. During meno-
pause, women experience a decline in testosterone. 
However, the relationship between loss of testos-
terone in the blood and urinary incontinence in 

older women is not well understood.
The authors studied 3,075 healthy and well-func-

tioning Caucasian and African-American men and 
women ages 70 to 79 years participating in the 
Health ABC study. They measured serum free 
and total testosterone and administered urinary 
health questionnaires to each participant. Urinary 
incontinence was defined as self-reported daily 
urinary leakage.

Data were first split by gender and then grouped 
by self-reported urinary leakage (less than once 
per month, once per month or more, once per 
week or more, and daily). Then, a one-way ANO-
VA test was performed by gender between urinary 
leakage groups using both the free and total tes-
tosterone data. Additional testing was performed 
with pairwise Student’s t-tests, as the distribution 
of testosterone samples was approximately normal.

According to the survey results, women—
but not men—with urinary incontinence had 
decreased serum testosterone compared with 
women who experienced urinary leakage less than 
once per month.

Higher free T in serum in some 

women

There was also a trend toward higher free testos-
terone in serum with women who experienced uri-
nary leakage more than once per month or more 
than once per week.

This supports the hypothesis that testosterone 
may play an important role in supporting the health 
of muscles in the pelvic floor as well as those that 
maintain urethral support, Dr. Chancellor said, 
noting that androgen receptors are found through-
out the pelvic floor and lower urinary tract. When 
muscles in these areas are healthy, they help prevent 
involuntary leakage of urine.

“Testosterone is a very controversial topic, not 
just in men, but also in women,” Dr. Chancellor 
said. He cautioned that more research is needed, as 
one of the limitations of the study is that urologists 
were not involved.

“It was much harder than I thought” to look at 
the impact of one hormone level on female incon-
tinence, he said.UT

Clinical Updates 

Low testosterone, incontinence
may be linked in older women

OAB/INCONTINENCE / Finding supports hypothesis that T may help support pelvic floor muscles

In Brief 
                                       
For up-to-date news, visit urologytimes.com

FDA APPROVES NEW INDICATION FOR ADVANCED PROSTATE 

CANCER TREATMENT

The FDA has approved apalutamide (Erleada) for the treatment of patients 

with metastatic castration-sensitive prostate cancer, a new indication for 

the next-generation androgen receptor inhibitor.

Apalutamide was approved by the FDA in February 2018 for the treatment 

of non-metastatic castration-resistant prostate cancer.

Approval for the metastatic castration-sensitive prostate cancer indi-

cation was based on results from the phase III TITAN study, which were 

presented at the American Society of Clinical Oncology annual meeting 

in Chicago and published in The New England Journal of Medicine (2019; 

381:13-24).

In the trial, apalutamide plus androgen deprivation therapy was found to 

significantly extend overall survival compared to placebo plus ADT, with a 

33% reduction in the risk of death. Apalutamide plus ADT also significantly 

improved radiographic progression-free survival compared to placebo plus 

ADT, with a 52% lower risk of radiographic progression or death.

The most common adverse reactions (≥10%) that occurred more fre-

quently in apalutamide-treated patients (≥2% over placebo) from the 

randomized placebo-controlled clinical trials of the treatment (TITAN and 

SPARTAN) were fatigue, arthralgia, rash, decreased appetite, fall, weight 

decrease, hypertension, hot flush, diarrhea, and fracture.

USPSTF RECOMMENDS AGAINST ASYMPTOMATIC

BACTERIURIA SCREENING IN NON-PREGNANT ADULTS

The U.S. Preventive Services Task Force has recommended screening preg-

nant adults for asymptomatic bacteriuria (ASB) (grade “B”) but recommends 

against screening adults who are not pregnant for ASB (grade “D”).

“If you’re not pregnant, the chances of getting ASB and developing a 

serious infection from it are small and are outweighed by the potential 

for serious side effects from taking antibiotics, as well as the growing 

concerns around antibiotic resistance,” said Task Force member Chyke 

Doubeni, MD, MPH, in a statement from the task force. “For these reasons, 

the task force recommends against screening for ASB in adults who are not 

pregnant.”

The recommendation statement and evidence summary were published 

in JAMA (2019; 322:1188-94) as well as on the task force’s website (www.

uspreventiveservicestaskforce.org).

“We need to know a lot more 
about the impact of 
hormone levels on 
the aging bladder.”

MICHAEL B. CHANCELLOR, MD

http://urologytimes.modernmedicine.com/
http://www.uspreventiveservicestaskforce.org
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From the Board

Testosterone: A panacea 
for incontinence patients?

T
 he significance of the “elixir of life” 
dates back to 1889 when Charles 
Edouard Brown-Sequard injected 

himself with liquid extracted from dog or guin-
ea pig testicles. Testosterone has since been well 
studied for its anabolic, metabolic, and devel-
opmental properties in men and women. With 
the number of Americans 65 years and older 
doubling from 2018 to 2060, 
there is much focus on the 
effects of these associated 
hormone changes.

A large portion of serum 
testosterone is not biolog-
ically active. Total testos-
terone levels include both 
free testosterone and bound 
testosterone. Ninety-eight 
percent of testosterone cir-
culates in the body bound to 
proteins (60% to albumin and 40% to sex hor-
mone binding globulin). The remaining 2% is 
free (floating). Only the free and albumin-bound 
hormone are truly “bioavailable” to the cells.

There are multiple factors, such as smoking, 
obesity, and muscle mass, that impact total testos-
terone levels. Testosterone production has a circa-
dian rhythm, which creates additional challenges 
for measurement. Testosterone levels decline in 
men, starting as early as 30 years, yet levels decline 
in women only after menopause. This decline has 
many associated signs and symptoms including, 
but not limited to: change in sleep patterns, wors-
ening of sleep apnea, and physical, sexual, and 
emotional changes.

A recent study from Michael B. Chancellor, MD, 
of Oakland University William Beaumont School 
of Medicine assessed the correlation between 
decreased testosterone levels and urinary incon-
tinence in older women who participated in the 
Health, Aging and Body Composition Study (see 

page 8). Nearly half of women >50 years of age expe-
rience incontinence, which continues to increase 
with age. Androgen receptors throughout the pelvic 
floor and lower urinary tract play an important role 
in pelvic floor musculature and function.

Prior studies have alluded to the diminishing 
effects of low testosterone on the pelvic floor 
musculature, yet the relationship between 
postmenopausal testosterone level and incon-
tinence is unknown. This study was successful 
in collecting data from a large, healthy group of 
women and men 70-79 years old. Measurement 
of serum free testosterone and total testosterone 
was performed along with quality of life surveys 
and self-reported daily urinary leakage. The col-
lection of free testosterone is important for the 
detection of bioavailable testosterone.

Results indicated that serum testosterone is 
decreased in women with urinary incontinence 
less than once per month and showed a trend 
toward higher free testosterone in women with 

incontinence more than 
once per month.

It is challenging to study 
the impact of testosterone 
level alone on postmeno-
pausal incontinence, given 
the equally significant effects 
of diminished estrogen. The 
circadian rhythm and overall 
lower concentration of testos-
terone in women limits the 
reliability of measurement. 

Ideally, free and total testosterone should be 
drawn first thing in the morning and at alternate 
time points to ensure reliability of the test results. 
With involvement of urologists in the future, con-
founding factors—smoking , obesity, sleep pat-
terns—should also be included in the evaluation 
to more accurately reflect the correlation.

Hormone replacement has become a fad, with 
creams, gels, and troche being created like designer 
jeans. Incontinence represents an expensive, mul-
tifactorial, health care beast. Testosterone replace-
ment is not a panacea for incontinence. Future 
research with urologist involvement, to isolate 
confounding factors and consider serum level vari-
ability and other hormone effects, will be useful.

Send your comments to Dr. Padmanabhan
c/o Urology Times, at urology_times@mmhgroup.com

FEEDBACK 

To read more on this topic, see Low T, incontinence may linked in older women on page 8

PRIYA PADMANABHAN, MD, MPH

Dr. Padmanabhan, a member of the 

Urology Times Editorial Council, is 

associate professor of urology, Oakland 

University William Beaumont School of 

Medicine, Royal Oak, MI.
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Clinical Updates

Jeni Williams

UT Correspondent 

CHICAGO—As the number of patients who 
receive onabotulinumtoxinA (onabotA [Botox]) 
injections for overactive bladder increases, so 
does the age of this population and their asso-
ciated comorbidities. This raises the question: 
Is the use of onabotA in patients who are taking 
anticoagulant or antiplatelet medication safe?

Researchers at St. George’s Hospital in London 
found continuation of these therapies appears to 
be safe in patients receiving intravesical onabotA 
injection for treatment of idiopathic (IDO) and 
neurogenic detrusor overactivity (NDO).

“Botox itself has been found to be safe in oth-
er muscle groups. All patients experience some 
bleeding after Botox injections, but only one 
complication was reported in this study, and the 
patient was released after an overnight stay,” said 
Andrew Brown, MBBS, a second-year core sur-

gical trainee at St. George’s Hos-
pital, who presented the results at 
the AUA annual meeting in Chi-
cago. He worked on the study with 
Jai Seth, MBBS, and colleagues.

In the past, there has been lit-
tle evidence regarding the safety 
of onabotA injections in patients 
who are taking anticoagulant or 
antiplatelet medication. When patients stop 
taking these drugs prior to treatment, they may 
be predisposed to thromboembolic or ischemic 
events. The authors sought to examine the num-
ber of significant bleeding events that occur after 
intravesical onabotA injection in patients who 
continue taking these medications.

The team conducted a retrospective study of 
all patients receiving onabotA injections for IDO 
and NDO in three hospitals over a 2-year peri-
od (from January 2016 through July 2018) while 
taking therapeutic anticoagulant or antiplatelet 
medication. Patient demographic data, indication 
for treatment, and instances of bleeding requir-
ing intervention all were recorded.

The authors identified 532 patients who received 
intravesical onabotA injections, 63 of whom (33 
men and 30 women) were taking anticoagulant or 
antiplatelet medication at the time of the proce-
dure. Forty-six of these patients were diagnosed 
with IDO, and 17 were diagnosed with NDO.

One case of post-injection hematuria

In total, the 63 patients taking anticoagulant or 

antiplatelet medication at the time 
of injection underwent 114 rounds 
of onabotA, with each patient 
undergoing one to seven rounds 
of treatment. The modal onabotA 
dose was 200 U, with dosage rang-
ing from 100 U to 300 U.

Anticoagulant and antiplatelet 
use among the 63 patients includ-

ed: aspirin (44), clopidogrel (37), warfarin (19), 
and novel/non-vitamin K oral anticoagulant (14).

Patients on warfarin who had point of care 
testing all had an international normalized ratio 
(INR) measuring less than 3.0, considered an 
acceptable range.

During 114 rounds of treatment, delivered 
with a 3-mm needle, just one round resulted in 
post-injection hematuria. This incident required 
overnight catheterization in a hospital setting 
and was quickly resolved. This patient was tak-
ing rivaroxaban and received 300 U of onabotA 
injections through 20 sites. The patient previous-
ly had undergone radiotherapy of the prostate as 
well as self-catheterization.

Overall, the study indicates “relative safety” in 
the use of intravesical onabotA injections for 
patients who are continuing therapy with anti-
coagulant and antiplatelet therapy, including 
warfarin, Dr. Brown said. Given that these med-
ical therapies have traditionally been considered 
a contraindication for onabotA treatment, the 
results may open the door for onabotA injection 
in this class of patients.UT

Jeni Williams

UT Correspondent 

CHICAGO—Are dip tests needed for onabotu-
linumtoxinA (onabotA [Botox]) bladder proce-
dures when no symptoms of urinary tract infec-
tion (UTI) are present? A recent study presented 
at the AUA annual meeting in Chicago suggests 
the answer may be no.

Researchers from the Cleveland Clinic Glick-
man Urological & Kidney Institute, Cleveland 
found no significant risk of adverse events when 
patients with a urine dip that tests positive for 
a UTI but who do not have symptoms of this 
illness receive an onabotA injection into the blad-
der. Such injections are used to treat neurogenic 
detrusor overactivity.

“Almost half of our staff have stopped screen-

ing unless patients report symptoms of a UTI” 
based on the results of the survey, Laura Giusto, 
MD, who was a fellow at the Glickman Urolog-
ical & Kidney Institute at the time of the study, 
told Urology Times. She worked on the research 
with Howard Goldman, MD, and colleagues.

The analysis not only has the potential to 
reduce costs of care—from the cost of the urine 

dip test to time spent analyzing test results and 
calling the patient to share the results—but also 
medication costs when asymptomatic patients 
test positive for a UTI, said Dr. Giusto, now of 
Chesapeake Urology, Owings Mills, MD.

Many patients who are treated with onabo-
tA for urinary incontinence and other bladder 
issues are tested for a UTI with a urine dipstick 
prior to the procedure. The safety insert that 
comes with the intradetrusor onabotA injection 
states that an injection should not be given if the 
patient has a UTI at the time of the procedure. 
As a result, many patients are tested for a UTI 
with a urine dipstick in the physician’s office 
on the day of the procedure.

Physicians’ response to a positive dip test var-
ies. Some surgeons choose to proceed with the 

Positive dipstick does not preclude BTX injections

OAB/INCONTINENCE / Test may be unnecessary in patients displaying no UTI symptoms

OnabotA safe in patients taking anticoagulants

OAB/INCONTINENCE / Single bleeding complication observed in 63 patients

See DIPSTICK page 11

“All patients experience some 
bleeding after Botox injections, 
but only one complication was 
reported in this study, and the 
patient was released after an 
overnight stay.”

ANDREW BROWN, MBBS

“Almost half of our staff have 
stopped screening unless 
patients report symptoms of a 
UTI.”

LAURA GIUSTO, MD

During 114 rounds 

of treatment,  

just one round 
resulted in 

post-injection 
hematuria.
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Sacral neuromodulation (SNM) placement in a 
single-stage procedure is likely to be less costly 
than a two-stage approach for most practitioners, 
according to the findings of a cost minimization 
analysis.

The research, which was presented at the 
AUA annual meeting in Chicago, showed that 
the potential for savings and the amount were 
tied to SNM success rates and reimbursement 
rates. In the ambulatory surgery center (ASC) 
setting, performing a single-stage procedure 
became potentially economically advantageous 
when the success rate of a two-stage procedure 
was ≥65.4%. For procedures done in an outpa-
tient hospital department (OHD), the minimum 
SNM success rate needed to achieve savings with 
a single-stage operation was 61.4%.

Both of those thresholds are below the reported 
national average success rate of 69%, said Andrew 
J. Sun, MD, a urology resident at Stanford Uni-
versity, Stanford, CA.

Cost savings up to $5,000 per case

At the two thresholds, the modeling determined 
that there would be an approximate $600 savings 
for procedures done in an ASC and an approxi-
mate savings of $1,350 for OHD procedures. At 
centers of excellence where the success rates are 
reported to be around 90%, the cost savings were 
estimated to reach approximately $5,000 per case, 
reported Dr. Sun, working with Christopher 
Elliott, MD, PhD, and colleagues.

“Payers control what we as practitioners can 
do. Currently, Medicare is the payer for the 
majority of SNM procedures and requires that 

placement be done in a two-stage 
approach,” he said.

“Our estimates are from theo-
retical models and do not incorpo-
rate the benefits of a single-stage 
procedure from the patient pref-
erence perspective, but we tried to 
make them as realistic and gener-
alizable as we could. We hope that 
our findings will motivate payers 
to revisit their policies. It is nota-
ble that Kaiser Permanente, which 
is a closed system, has gone to a 
single-stage procedure in South-
ern California, likely reflecting the economic 
advantages of the single-stage approach.”

The base model used published data on SNM 
variables when available and 2017 national aver-
age reimbursements from Medicare for cost 
data.

“A previous study modeling the potential 
cost savings of a single-stage procedure used 
institution specific success rate and cost data. 
Therefore, its findings may not be generaliz-
able,” Dr. Sun said.

The inputs used for the base 
case analyses included a 69% 
success rate for the testing phase 
of the two-stage procedure and 
for single-stage cases, a 100% 
success rate for the second stage 
in a two-stage approach, and 
infection rates of 5% for a two-
stage approach and 1.7% for a 
single-stage approach. The latter 
rate was extrapolated from pub-
lished data on the infection rate 
associated with implantable car-
diac defibrillators.

The model assumed that in cases where 
infection developed, 100% of devices would 
be removed and there would be one attempt 
at replacement. In cases of failure after sin-
gle-stage implantation, it assumed that 50% of 
patients would elect to have the device surgically 
removed.

Sensitivity analyses were also performed that 
varied the infection rate and the rate of device 
removal upon failure after a single-stage proce-
dure in the absence of infection. Results showed 
that the single-stage procedure remained less 
costly for most infection and removal rates, even 
assuming that 100% of single-stage patients who 
failed would want the device removed.

Dr. Sun noted that the main barrier for imple-
mentation is the lost revenue to facilities and, to a 
lesser extent, lost revenue for surgeons. Surgeons, 
however, could potentially make up for the lost 
revenue by filling the OR time and clinical visit 
time with another patient.

“The facility loss is harder to recoup, but 
potentially the OR time could be filled with a 
different case,” Dr. Sun said.UT

procedure if the patient is asymptomatic; others 
postpone the procedure.

The authors conducted a retrospective review 
of intradetrusor onabotA injections performed 
between 2016 and 2018. Exclusion criteria 
included indwelling catheter, recent urine cul-
ture, recent course of antibiotics, or no urine 
dip on the day of injection. A positive urine 
dip was defined as any combination of positive 
blood, leukocyte esterase, or nitrite. A negative 
urine dip was defined as complete absence of any 
blood, leukocyte esterase, or nitrite.

In all, 335 patients who underwent onabo-
tA injections from 2016 to 2018 met the study 
criteria. The majority—56.7%—received 100 

units of onabotA for a non-neurogenic diagnosis 
(73.4%). No clinically significant demographic 
differences were noted between the groups.

Difference in adverse 

event rates not statistically 

significant

The overall rate of adverse events, 
UTIs, and urinary retention was 
16%, 9%, and 3%, respectively. 
Compared with patients whose 
urine dips tested negative for UTI, 
those with a positive urine dip 
had higher rates of adverse events 
(18.3% vs. 12.7%) but this difference 
was not statistically significant.

In both groups, the most com-
mon adverse event was uncom-

plicated UTI, followed by urinary reten-
tion. There was no difference in the rates of 
unplanned phone calls, office visits, emergency 

department encounters, or hospi-
tal readmissions between those 
who tested positive for UTI and 
those who did not. There were 
no major Clavien-Dindo-defined 
complications, and all adverse 
events were managed on an out-
patient basis.

The findings suggest surgeons 
may consider proceeding with 
onabotA injection in a patient 
with a positive urine dip test as 
long as the patient does not dis-
play symptoms of UTI, Dr. Gius-
to said.UT

Compared with 

patients whose 

urine dips tested 

negative for 

UTI, those with 

a positive urine 

dip had higher 

rates of adverse 

events (18.3% vs. 

12.7%) but this 
difference was 
not statistically 

significant.

Model highlights cost savings of single-stage SNM

OAB/INCONTINENCE / Savings potential tied to neuromodulation success

DIPSTICK
continued from page 10

“It is notable that Kaiser 
Permanente, which is a closed 
system, has gone to a single-
stage procedure in Southern 
California, likely reflecting the 
economic advantages of the 
single-stage approach.”

ANDREW J. SUN, MD

The modeling 
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there would be 

an approximate 

$600 savings for 

procedures done 

in an ASC and 

an approximate 
savings of 

$1,350 for OHD 
procedures.
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Androgen deprivation therapy (ADT) for 
advanced prostate cancer may increase the likeli-
hood of urethral atrophy in men with an artificial 
urinary sphincter (AUS), thereby contributing to 
an increased risk of AUS cuff erosion.

In examining a database of men who underwent 
AUS at a tertiary urban medical center between 2008 
and 2017, those with a history of ADT, confirmed by 
a low serum testosterone level, were 1.5 times more 
likely to require an AUS cuff of 3.5 cm compared 
with men with a normal testosterone level and no 
history of ADT use, reported Michael Davenport, 
MD, at the AUA annual meeting in Chicago.

The finding confirms previous observations 
linking hypogonadism, among other factors 
such as pelvic radiation, to adverse outcomes after 
sphincter placement, as well as histologic data 
showing that hypogonadism leads to a decrease in 
periurethral vascularity and urethral atrophy, said 
Dr. Davenport, a fellow in reconstructive, trauma, 
and prosthetic urology, University of Texas South-
western Medical Center-William P. Clements Jr. 
University Hospital, Dallas.

Men with primary ADT have also been found to 
lose penile length, which suggests that castration 
can lead to genital and urethral atrophy.

Importance of perioperative 

counseling

Together with these prior findings, the study “con-
firms the adverse relationship between hypogonad-
ism and urethral homeostasis,” Dr. Davenport said.

“It highlights the importance of perioperative 
counseling in men with advanced prostate can-

cer [with a history of ADT use] and potentially 
compromised urethras, so they go into surgery 
knowing they have a higher incidence of a poor 
outcome,” added Dr. Davenport, who worked on 
the study with Allen F. Morey, MD, and colleagues.
AUS remains the gold standard for the manage-
ment of male urinary stress incontinence, with 
patient satisfaction rates consistently greater than 
90%. Many men with an AUS, however, require 
revision or replacement. The primary reason for 
revision is urethral atrophy, said Dr. Davenport.

From their database of 643 men who had under-
gone sphincter replacement, he and co-investiga-
tors identified 67 men with a history of ADT in 
the setting of recurrent disease or in association 
with radiation and 32 normogonadal men with no 
history of ADT or radiation (control group). Place-
ment in each group was confirmed serologically by 
measurement of serum testosterone level. Mean 
testosterone level was 125.4 in the men on ADT and 
483.4 in the controls. Fifty-one of the men (76.1%) 
on ADT had a history of radiation compared with 
none of the men with a normal testosterone level.

About half (48.5%) of the men on ADT had ure-
thral atrophy, defined as use of a 3.5-cm AUS cuff, 
compared with 28.1% in the control group (p=.08). 
Seventeen of the men on ADT (26.2%) developed 
AUS cuff erosion compared with one (3.7%) in the 
normal testosterone group.

“Univariate analysis suggests an increased risk 
of erosion with history of ADT, but it falls off on 
multivariate analysis, likely because of the high 
co-incidence of radiation in this population. It’s 
very rare to find a patient just receiving ADT with-
out radiation,” said Dr. Davenport.

Among men with 3.5-cm cuffs, the rates of ure-
thral erosion were significantly higher among men 

who had been on ADT compared with the control 
group (31.2% vs. 11.1%; p=.04).

A group from Mayo Clinic did not find evidence 
to support adverse outcomes in ADT-exposed men 
undergoing primary AUS placement compared 
with ADT-naïve men, Dr. Davenport noted, but 
they did not confirm the gonadal state with mea-
surements of serum testosterone and no definition 
of urethral atrophy was provided (Transl Androl Urol 
2016; 5:756-61).UT

Lisette Hilton

UT Correspondent 

Researchers expected some variation and some 
overprescribing when they looked nationally at 
urologists’ opioid prescribing patterns for com-
mon urologic surgeries. But the degree of vari-
ation—from zero to 7,560 mg oral morphine 
equivalents—as well as the vast majority of over-
prescribing even for minimally invasive urologic 
procedures was alarming, according to Jennifer 
A. Robles, MD.

“For a long time, the focus in the opioid crisis 
has been on chronic pain treatment. Now, there’s 
increasing recognition that acute pain opioid pre-

scriptions are contributing to the crisis. There’s 
increasing focus on surgical prescribing. Where 
this is relevant is that a number of studies have 
shown that approximately 6% to 8% of surgical 
patients across specialties become chronic opioid 
users after getting opioids for surgery,” said Dr. 
Robles, a laparoscopic/endourology fellow at the 
University Medical Center at Vanderbilt and VA 
Quality Scholar at the Tennessee Valley Health-
care System, Nashville. The research was present-
ed at the AUA annual meeting in Chicago.

Studies also have shown that most patients 
aren’t using most of the pills that surgeons pre-
scribe, resulting in pills being diverted into the 
community.

Both factors contribute to the epidemic, said Dr. 
Robles, working with Matthew J. Resnick, MD, 
MPH, MMHC, and colleagues.

Dr. Robles and colleagues analyzed national VA 
data on nearly 20,000 urologic surgery patients 
from 2014 through 2016. They looked at opi-
oid prescribing in the specialty’s most common 
inpatient procedures: open or minimally invasive 
nephrectomy, prostatectomy, cystectomy, trans-
urethral resection of the prostate, or photovapor-
ization of the prostate.

The authors accounted for urologic surgeons’ 
prescribing for different opioid-containing med-
ications, such as oxycodone or hydrocodone, and 

Opioid prescribing varies widely among urologists
Overprescribing occurs in both open, minimally invasive urologic procedures

ADT may increase likelihood of urethral atrophy

OAB/INCONTINENCE / Higher rate of AUS cuff erosion also seen in patients with ADT history

See OPIOIDS page 13

FIGURE / Effect of ADT on urethral atrophy

Source: Michael Davenport, MD
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Clinical Updates 

Lisette Hilton

UT Correspondent  

Researchers comparing cost and outcomes for 
surgery, collagenase clostridium histolyticum 
(CCH [Xiaflex]), and RestoreX traction therapy 
for Peyronie’s disease found traction is the most 
cost-effective option for achieving 20% or great-
er curvature improvement, but CCH or surgery 
might be more cost-effective and efficacious in 
specific scenarios.

Authors of the study, published in the Journal 
of Sexual Medicine (2019; 16:1421-32), compared 
201 Peyronie’s disease patients who were treated 
with the RestoreX traction device, CCH, or the 
surgical options plication or incision and grafting 
at Mayo Clinic, Rochester, MN.

They found the overall success rate of surgery 
was 96%, compared with 66% with CCH and 
48% with traction. At a decade post treatment, 
traction was the most cost-effective with an aver-
age per-patient cost of $883, compared to $11,419 
for surgery and $33,628 for CCH.

But those percentages and costs don’t tell the 
whole story. CCH, the most expensive option, 
resulted in the highest quality of life years rating 
due to relatively low complications and interme-

diate rates of success, researchers said. And the 
high rate of success with surgery was tempered 
by intermediate costs and high morbidity.

Research models have to take several factors 
into consideration when comparing procedures 
like these, according to study author and urolo-
gist Landon Trost, MD, of the Male Fertility and 
Peyronie’s Clinic in Orem, UT. One example: 
Gold-standard surgical options of plication and 
incision and grafting are associated with compli-
cations such as erectile dysfunction.

“You have to take these side effects into account 
in any cost-effective model. If you take someone 
who is not dependent on erectile dysfunction 
meds, for example, and you make them dependent 

on meds and maybe even surgery with an implant, 
that adds to potential costs,” Dr. Trost said.

A debate among members of the International 
Society for Sexual Medicine is whether high cost 
is a potential knockout factor for CCH and urol-
ogists should instead perform surgery for Pey-
ronie’s disease, according to Dr. Trost.

“But I think one of the key take-homes from 
the study is that Xiaflex is indeed a cost-effective 
therapy and it’s worthwhile for people to consider 
undergoing that treatment,” he said. “Traction of 
course is the most cost-effective because it’s such 
an inexpensive therapy, but it also has the least 
overall effectiveness compared to injections or 
surgery. Surgery is by far the most effective but 
has the most side effects.”

What is each patient’s definition of 

success?

The ideal procedure for each patient comes down 
to that patient’s definition of success, according 
to Dr. Trost, who was at Mayo Clinic at the time 
of the study.

“If someone’s goal is to improve penile pain, 
then none of these therapies are appropriate. If 
the goal is to increase penile length, then only 

standardized those by converting them to oral 
morphine equivalents.

“To put more context on an acceptable number 
for oral morphine equivalents, multiple states are 
issuing limits to prescribing and those limits are 
centered around 200 oral morphine equivalents,” 
she said. “The state of Tennessee just passed a 
law last year limiting acute prescribing to 180 
[oral morphine equivalents] and Minnesota has 
put a 200 cutoff, so we used 200 or less as our 
guide for what optimal prescribing should be.”

According to this study on urologic surgery, 
5% of the patient population was given more than 
600 mg of morphine equivalents. The median 
prescribed dose across all procedures was 225 mg.

“Clearly, we are overprescribing and in some 
cases very seriously overprescribing nationally—
regardless of procedure,” Dr. Robles said.

Urologists are overprescribing opioids for not 
only open but also minimally invasive procedures. 
In fact, they’re prescribing about the same doses 
whether patients have open or less invasive pro-
cedures, according to Dr. Robles.

That’s significant for a couple of reasons, Dr. 
Robles said.

Dr. Robles cited a study published last year that 
shows when patients are prescribed more pain pills, 

they take more (JAMA Surgery 2019; 154:e184234).
“On average for every additional pill you give 

them, they take an extra half pill,” Dr. Robles 
said. “Secondly, if those patients truly have less 
pain and are using less pain medication over-
all than open surgery patients, that means they 
have a whole bottle of pain pills sitting on their 
counter that is at risk for being diverted into 
the community, stolen, given away, or taken by 
someone in the family.”

Dr. Robles and colleagues also looked at wheth-
er there were factors, including age, gender, length 
of hospital stay, location, facility type, and pre-
operative use of opioids, that might predict why 
some patients were getting a lot of pain pills and 
others weren’t.

They found those in the highest quartile of pre-
scribed oral morphine equivalent dose were more 
likely to be younger, had slightly increased length 

of stay, had undergone surgery in a teaching facility 
or in the South, or had filled an opioid prescription 
within 90 days before surgery.

Preoperative opioid use explained only 5% of the 
observed variance.

“It’s a factor but it’s not a huge factor,” Dr. Robles 
said. “What was a huge factor was location.”

New York, for example, prescribes in the highest 
quartile 13% or less of the time. Other states might 
prescribe in the highest quartile 50% of the time.
Regional prescribing trends in urologic surgery 
closely match national CDC prescription data 
across all surgical settings, according to Dr. Robles.
Certain states and regions like the Southeast (Ten-
nessee and below) are very high prescribers in all 
settings and urology, while other areas, like the 
Northeast, are very low prescribers on both maps, 
according to Dr. Robles.

Urologic prescribing data suggest that whether 
urologists are high or low prescribers, it’s likely less 
due to individual patients’ demands or needs and 
has more to do with how urologists were trained or 
their cultural tradition around prescribing.

“That’s exciting because it’s modifiable with 
education and more work to publish national 
data,” she said.

National data show urologists how others in the 
specialty are prescribing opioids for the same pro-
cedures. When urologists realize they’re outliers, 
some will change, according to Dr. Robles.UT

Peyronie’s treatments costs, outcomes compared

SEXUAL DYSFUNCTION / Traction therapy most cost-effective for achieving ≥20% curvature improvement

OPIOIDS
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See PEYRONIE’S page 19

“One of the key take-homes from 
the study is that Xiaflex is indeed 
a cost-effective therapy and it’s 

worthwhile for people 
to consider undergoing 
that treatment.”

LANDON TROST, MD

“Clearly, we are overprescribing 
and in some cases very seriously 

overprescribing nation-
ally—regardless of pro-
cedure.”

JENNIFER A. ROBLES, MD
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traction is appropriate. If the goal is a complete 
curve correction, then really surgery is your best 
option. But if the goal is to improve curvature to 
a point of possibly avoiding surgery or to improve 
functionality, that’s what this study is looking at. 
That tends to be most men who come in with Pey-
ronie’s disease—it’s not necessarily to get 100% 
straight but to get functional again. With that 
group, the most cost-effective is traction alone, 
but Xiaflex is a viable option,” Dr. Trost said.

Dr. Trost said his current standard for treating 
Peyronie’s disease is combination therapy of CCH 
and traction therapy.

Dr. Trost, who invented the RestoreX penile 
traction device but does not have financial own-

ership in the company that now owns it, PathRight 
Medical, also authored a paper published in the 
Journal of Sexual Medicine (2019; 16:891-900) that 
concluded, “Use of the RestoreX device enhances 
mean curvature outcomes by 71% and increases 
penile length in men with [Peyronie’s disease] 
receiving CCH therapy.”

“I think a lot of us, from a physician stand-

point, are curious about what insurance will do 
over time. There have been increasing questions 
about Xiaflex being too expensive for patients.”

Dr. Trost said he hopes papers like this, which 
show Xiaflex is equivalent from a cost-effective-
ness standpoint to surgery, will help give provid-
ers options rather than restricting them based on 
what insurance alone dictates.UT

Clinical Updates 

Lisette Hilton

UT Correspondent  

Despite recommendations for low-intensity cysto-
scopic surveillance in low-risk nonmuscle-invasive 
bladder cancer patients, U.S. Department of Vet-
erans Affairs (VA) providers overused cystoscopy 
in 75% of these patients, according to a study pub-
lished in Urology (2019; 131:112-9).

About three-quarters of the more-than 80,000 
new bladder cancer cases diagnosed annually are 
nonmuscle invasive. Based on pathology, about 
40% of nonmuscle-invasive bladder cancer cas-
es are considered low risk and rarely progress to 
lethal disease, according to the paper.

“The guideline-recommended surveillance fre-
quency for low-risk nonmuscle-invasive bladder 
cancer patients is to do a cystoscopy 3 months after 
transurethral resection, then 1 year after trans-
urethral resection, and then yearly thereafter,” 
said senior author Florian R. Schroeck, MD, MS, 
section chief of urology, White River Junction 
VA Medical Center, VT, and assistant professor of 
urology, Geisel School of Medicine at Dartmouth 
College, Lebanon, NH.

There are some differences across guidelines for 
how long these patients should be followed. For 
example, the AUA recommends surveillance for 5 
years versus the National Institute for Health and 
Care Excellence (NICE) in the United Kingdom, 
which recommends providers stop surveillance 
after 1 year, according to Dr. Schroeck.

The recommendations are based on a lack of 
proven benefit from more intense surveillance in 
patients with low-risk disease. Dr. Schroeck and 
colleagues reported in a paper recently published 
in Cancer (2019; 125:3147-54) that low-intensity 
surveillance for low-risk nonmuscle-invasive blad-
der cancer patients might be the better patient 

care option. In fact, they found in a study of 1,042 
patients in the VA health system that frequent cys-
toscopy was linked to twice as many transurethral 
resections and did not decrease the risks for cancer 
progression death.

Excess of 1,846 cystoscopies found

The current study reflected findings from 1,135 
low-risk nonmuscle-invasive bladder cancer 
patients at 84 VA medical centers, who were diag-
nosed between 2005 and 2011. Providers overused 
cystoscopic surveillance in 852 of those patients, 
performing 4,516 cystoscopies in the entire patient 
cohort, when according to recommendations only 
2,670 were necessary. That was an excess of 1,846 
cystoscopies, according to the authors.

With further analysis, the authors found that 
even if they were to assume all patients were diag-
nosed with multifocal or intermediate-risk tumors, 
overuse would have still occurred in 45% of 
patients. The finding demonstrates that even if the 
authors substantially underestimated every single 
patient’s bladder cancer risk, almost half of them 
still had more surveillance cystoscopy procedures 
than recommended, according to Dr. Schroeck.

Surveillance overuse was more likely in Cauca-
sian patients, patients with a number of comorbidi-

ties, and those diagnosed in earlier years, according 
to Dr. Schroeck.

“Unfortunately, none of these are modifiable 
nor targets for improvement interventions. Our 
long-term goal is to improve care for patients with 
nonmuscle-invasive bladder cancer. That will 
include closer adherence to guideline-concordant 
surveillance cystoscopies. As a first step, we want-
ed to see whether there are any factors associated 
with overuse of cystoscopy that could be targets for 
improvement efforts,” Dr. Schroeck said.

He thinks there could be even more overuse 
among patients on Medicare and private insurance 
because in a fee-for-service environment, urolo-
gists get paid for “doing more,” but there are no 
data to support that yet.

Part of the problem also could be that urologists 
were historically trained to perform surveillance 
cystoscopy every 3 to 4 months, according to Dr. 
Schroeck.

“And that practice likely still persists,” he said.
Dr. Schroeck recommends that urologists 

become familiar with guideline recommendations 
and take each patient’s risk into account when rec-
ommending when the patient should return for the 
next cystoscopy.

“That may be easier said than done because 
there are likely many factors influencing what 
actually happens, which may or may not be in the 
control of the practicing urologists, such as how 
easily risk is accessible in the records, issues related 
to scheduling, productivity incentives, etc.,” he 
said. “The take home in my mind for the practic-
ing urologist: For low-risk (low-grade) noninvasive 
urothelial carcinoma, less frequent surveillance 
cystoscopy is more.”

Dr. Schroeck is a site principal investigator, with-
out compensation, for a clinical trial sponsored by 
Sesen Bio, Inc.UT

Cystoscopy overuse common in surveillance

BLADDER CANCER / Risk-stratified approach recommended

PEYRONIE’S
continued from page 13

TABLE 1 SUCCESS RATE, COST-EFFECTIVENESS AMONG PEYRONIE’S DISEASE TREATMENTS

Surgery
Collagenase clostridium 
histolyticum (Xiaflex) RestoreX traction therapy

Overall success rate 96% 66% 48%

Cost-effectiveness at a decade post 
treatment

$11,419 $33,628 $883

Source: Landon Trost, MD

“The take home in my mind for 
the practicing urologist: For 
low-risk (low-grade) noninvasive 
urothelial carcinoma, less fre-

quent surveillance cys-
toscopy is more.”

FLORIAN R. SCHROECK, MD, MS
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Published findings from PROCEED, a large 
registry collecting data from men treated with 
sipuleucel-T (Provenge) for asymptomatic/min-
imally symptomatic metastatic castration-resis-
tant prostate cancer (mCRPC), provide valuable 
insight on real-world outcomes associated with 
this immunotherapy agent in the modern era of 
prostate cancer management.

The report, published in Cancer (Sept. 4, 2019 
[Epub ahead of print]), included data from 1,976 
patients who were entered into the registry 
between 2011 and 2014, of whom 1,902 received 
one or more sipuleucel-T infusions. The analysis, 
which was based on a median follow-up of 46.6 
months, showed that a substantial proportion 
of men had a long interval between sipuleucel-T 
and subsequent therapy; 32.5% of patients experi-
enced a 1-year treatment-free interval and 17.4% 
of men had a 2-year treatment-free interval, said 
lead author Celestia S. Higano, MD, professor 
of medical oncology, department of medicine, 

University of Washington School 
of Medicine and Fred Hutchinson 
Cancer Research Center, Seattle.

Median overall survival (OS) after 
receipt of the immunotherapy was 
30.7 months; median time from first 
sipuleucel-T infusion to prostate can-
cer-related death was 42.7 months.

A post hoc analysis identified a ben-
efit from earlier initiation of immuno-
therapy. Median PSA at enrollment 
for the entire cohort was 15.0 ng/mL, 
and stratification of men into quartiles 
by baseline PSA level showed median OS decreased 
with increasing PSA. Within the lowest PSA quar-
tile (≤5.27 ng/mL), median OS was 47.7 months, and 
44% of men did not receive any additional cancer 
treatments for at least 1 year. Nearly all of the lat-
ter men were treated with sipuleucel-T as first-line 
therapy as recommended by the National Compre-
hensive Cancer Network, said Dr. Higano.

Findings ‘useful for clinicians’

“The findings from PROCEED are useful for 
clinicians in discussing treatment options with 
patients, particularly those with a low PSA. Con-
sidering the prognosis for a man with mCRPC, 
the median survival of nearly 4 years in men treat-
ed with sipuleucel-T when their PSA was low is 
compelling in suggesting a positive outcome when 
immunotherapy is given earlier when baseline PSA 
is lower,” Dr. Higano told Urology Times.

“It is also important to note that the mCRPC 
treatment space evolved rapidly after the phase 
III IMPACT trial investigating sipuleucel-T was 
conducted. Findings from data collected in PRO-
CEED shed new light on the safety and survival 
outcomes that can be expected when these new 
therapies are used before and following treatment 
with sipuleucel-T,” she said.

A total of 338 men (17.8%) received an OS-prolong-
ing anticancer intervention (abiraterone [ZYTIGA], 

enzalutamide [XTANDI], docetaxel 
[Taxotere], cabazitaxel [Jevtana], or 
radium 223 [Xofigo]) before sipuleu-
cel-T, and 1,483 men (78%) received 
one or more anticancer interventions 
following receipt of sipuleucel-T.

Dr. Higano observed that the 
findings from PROCEED show-
ing better survival outcomes among 
men treated earlier with immuno-
therapy when their PSA was lower 
are consistent with results from the 
pivotal phase III IMPACT trial. A 

post hoc analysis of IMPACT data showed men 
with mCRPC who received sipuleucel-T when 
their PSA was <22.1 ng/mL had a median OS of 
41.3 months, which represented an improvement 
of 13 months compared to the median OS for the 
men in the same PSA grouping in the untreated 
control group.

The safety outcomes recorded in PROCEED 
were also consistent with the safety profile of sipu-
leucel-T in the phase III study. In PROCEED, a seri-
ous adverse event related to sipuleucel-T occurred in 
3.9% of patients; the most common of these events 
were chills (0.7%) and cerebrovascular accident 
(0.5%). Overall, a cerebrovascular event occurred 
in 2.8% of patients, which translates into a rate of 
1.2 per 100 person-years. Analysis of data from the 
Surveillance, Epidemiology, and End Results-Medi-
care database show a cerebrovascular event rate of 
1.5 per 100 person-years among men with mCRPC.

Dr. Higano has served in an advisory role for 
Aptevo, Asana, Astellas, Bayer, Blue Earth Diag-
nostics, Churchill Pharma, Clovis Oncology, 
Dendreon, Endocyte, Ferring, Medivation, Ori-
on Corp., and Pfizer; she has also participated in 
sponsored research for Aptevo, Bayer, Aragon 
Pharma, Astellas, AstraZeneca, Dendreon, 
Genentech, Hoffman-LaRoche, Medivation, 
Sanofi, and Pfizer, and her spouse was in a lead-
ership role for CTI Biopharma.UT

Real-world outcomes reported
for sipuleucel-T

PROSTATE CANCER / One-third of patients experience 1-year treatment-free interval

Median overall 

survival (OS) after 

receipt of the 

immunotherapy 

was 30.7 months; 

median time from 

first sipuleucel-T 

infusion to pros-

tate cancer-re-

lated death was 

42.7 months.

“Considering the prognosis for 
a man with mCRPC, the median 
survival of nearly 4 years in men 
treated with sipuleucel-T when 
their PSA was low is compelling 
in suggesting a positive outcome 

when immunotherapy 
is given earlier when 
baseline PSA is lower.”

CELESTIA S. HIGANO, MD

STUDY: MEN WITH BRCA2 GENE FAULT HAVE
INCREASED RISK OF PROSTATE CANCER 

Men with the BRCA2 gene fault have an increased risk of prostate cancer and could 

benefit from PSA testing to help detect the disease earlier, according to a recent study.

In the study, published in European Urology (Sept. 19, 2019 [Epub ahead of print]), 

researchers at The Institute of Cancer Research, London, looked at approximately 1,400 

men and compared those who don’t carry the BRCA2 gene fault with those who do.

Men were offered a yearly PSA test and depending on the result, they were either 

offered a biopsy to confirm their disease and treated if needed or asked to come 

back the following year.

The authors found that men who carry the BRCA2 gene fault were almost twice as 

likely to be diagnosed with prostate cancer than non-carriers.

Importantly, men with the BRCA2 gene fault were diagnosed with more serious 

tumors, with 77% of men having clinically significant disease compared with 40% 

of non-carriers.

“Based on our results, we would recommend offering men who carry a fault in the 

BRCA2 regular PSA tests, so that they can be diagnosed and treated earlier,” said 

study author Rosalind Eeles, PhD, of The Institute of Cancer Research and The Roy-

al Marsden NHS Foundation Trust, London.

Cancer Research UK provided funding for the study.

Clinical Updates
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A
ndrogen deprivation therapy 
(ADT) has remained a fre-
quently used, highly effec-
tive treatment for high-risk, 

advanced, or metastatic prostate cancer 
over the last three decades. More recently, 
the focus has shifted towards the long-
term complications associated with the 
use of ADT, including cognitive dysfunc-
tion. Jayadevappa et al recently reported 
that elderly men with prostate cancer 
receiving ADT are at increased risk of 
developing Alzheimer’s disease or demen-
tia (JAMA Netw Open 2019; 2:e196562).

Using the Surveillance, Epidemiolo-
gy, and End Results (SEER)–Medicare 
linked database, the authors identified 
154,089 men between 1996 and 2003 
who met the study criteria; namely, newly 
diagnosed prostate cancer that was treat-
ed with ADT within the first 2 years of 
diagnosis. Of these, 62,330 received ADT 
while 91,759 had not received ADT by the 
end of the study period. Diagnostic codes 
included in Medicare inpatient, outpa-
tient, and provider claims were used to 
identify patients with a diagnosis of Alz-
heimer’s or dementia. Mean follow-up was 
8.3 years and mean age at diagnosis was 
about 75 years.

The use of ADT use was more common 
in men who were older, and those who 
were unmarried or with lower socioeco-
nomic status. Also, men receiving ADT 
had more aggressive cancer than those 
who did not receive ADT (34.3% vs. 
17.8%; p<.01) and they were less likely to 
have been treated with radical prostatec-
tomy (18.9% vs. 26.4%; p<.01).

The authors noted that men receiving 
ADT were more likely to receive a diag-
nosis of Alzheimer’s compared with those 
who were not treated with ADT (13.1% 
vs. 9.4%; p<.001), with an increased hazard 
ratio for being diagnosed with Alzheimer’s 
disease (hazard ratio=1.14). Similarly, men 
who had received ADT were more likely 
to be diagnosed with dementia (21.6% vs. 
15.8%; p<.01). These elderly men receiv-

ing ADT had an increased hazard of being 
diagnosed with dementia (HR=1.20).

There appeared to be a distinct dose-re-
sponse association between the duration 
of ADT and diagnosis of Alzheimer’s 
and dementia. In men who received one 
to four doses of ADT, the hazard ratio for 
the diagnosis of Alzheimer’s and dementia 
was similar (HR=1.19). Those men who 
received prolonged ADT (five to eight 
doses) were at increased risk of diagnosis 
of Alzheimer’s (HR=1.28) and dementia 
(HR=1.24). For men receiving more than 
eight doses of ADT, the HR was 1.24 for 
Alzheimer’s disease and 1.21 for dementia.

Of note, the number needed to treat 
analysis revealed that 18 patients treat-
ed with ADT resulted in one patient 
being diagnosed with Alzheimer’s and 
10 patients treated with ADT resulted 
in one patient with a dementia diagnosis.

Biologic mechanisms unclear

This is among the largest studies of 
U.S. elderly men demonstrating an 
association between ADT and a >20% 
increase in the diagnosis of Alzhei-
mer’s or dementia. It includes suffi-
ciently long follow-up, quantification 
of ADT dose, comorbidities, and cancer 
grade. While this study demonstrates a 
strong association between the use of 
ADT and Alzheimer’s or dementia, bio-

logic mechanisms responsible for this 
increase remain elusive. As the authors 
point out, ADT may have a modifying 
or augmenting effect on the develop-
ment of these cognitive complications 
in those men who may already be at 
increased risk.

Since the PSA screening recommen-
dations were downgraded in 2012, a shift 
toward higher grade and more advanced 
prostate cancers has been noted. Further, 
several newer, more potent antiandrogens 
are being promoted for earlier and earlier 
use in the treatment of prostate cancer. 
Both of these factors are likely to increase 
the exposure of elderly men to ADT and 
worsening their risk of developing cogni-
tive dysfunction.

Further studies are necessary to devel-
op tools to identify the elderly patients 
with prostate cancer who are at risk of 
developing Alzheimer’s or dementia. 
Could intermittent ADT have a protec-
tive role against cognitive dysfunction? 
Another intriguing possibility worth 
studying is whether aggressive treat-
ment of the primary tumor or metasta-
sis-directed therapy could reduce the 
exposure of these men to long-term 
ADT (dose/duration) and reduce the 
risk of developing devastating compli-
cations such as Alzheimer’s and demen-
tia.UT

Large study offers more evidence 
of ADT-Alzheimer’s link
Prolonged ADT increases risk of Alzheimer’s, dementia diagnosis

BADAR M. MIAN, MD

Dr. Mian is 

professor of surgery in 

the division of urology at 

Albany Medical College, 

Albany, NY.

UROS TALK ADT, DEMENTIA

Earlier this year, Urology Times contributor 

Karen Nash reached out to three urologists 

(selected randomly), and asked them: Are 

you concerned about dementia as a side 

effect of ADT?

“There’s mounting evidence that the risk 

for dementia increases with prolonged use. 

While impacting only a minority of patients, 

I think the risk is real,” said urologist Mat-

thew McCormack, MD, of Reno, NV.

For the full article, go to bit.ly/adtdementia.

Of note, the number needed 
to treat analysis revealed 
that 18 patients treated with 
ADT resulted in one patient 
being diagnosed with 
Alzheimer’s and 10 patients 
treated with ADT resulted in 
one patient with a dementia 
diagnosis.
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WITH JIM AND STEVE

M
ahatma Gandhi once said, 
“First they ignore you, 
then they laugh at you, 
then they fight you. Then 

you win.”
Although telemedicine has been part of 

the health care system for nearly 20 years, 
many physicians have been resistant to its 
adoption as they face various barriers in 
implementation, including the unfamil-
iarity of digital technology, equipment 
costs, logistical office challenges, and 
navigating regulatory constraints and 
reimbursement restrictions.

This article will discuss obstacles that 
urologists typically must address when 
implementing telemedicine into their 
practice. We will also address initial 
steps urologists looking to incorporate 
telemedicine should take as well as the 
potential return on investment from 
implementing telemedicine into existing 
practices.

In a busy urology practice, inevita-
bly certain patients do not necessitate 
an in-person visit for effective urologic 
care. Imagine an afternoon clinic with 30 
patients; how many of those patients need 
a physical exam for effective care? Do the 
four men scheduled for annual PSA sur-
veillance need a digital rectal exams at 
each visit? Do the three men with BPH 
presenting for symptom check need a live 
visit to refill their alpha-blocker prescrip-
tion? Do the three women on anticho-
linergics for overactive bladder (OAB) 
need a face-to-face encounter to get their 
medication?

And do the three men taking testos-
terone self-injections need to be seen live 
for symptom assessment and PSA testing? 
Or, alternatively, can the urologist safely, 
efficiently, and effectively manage these 
13 patients utilizing teleurology?

Removing the barriers

Urologists have always been at the fore-
front of technological advances for diag-
nosis and treatment of disease. Urologists 
were early adopters of robotic surgery, 
minimally invasive laser treatment, and 
enhanced imaging techniques. While 

urology has been progressive in the 
adoption of new technologies, the medi-
cal field as a whole generally lags behind 
other industries like finance, hospitality, 
real estate, retail, and even dentistry in 
utilizing technology.

That point is illustrated simply by the 
fact that most medical offices still rely on 
fax machines to receive results, CDs to 
transmit images, and phone calls to make 
appointments. Telemedicine is a technol-
ogy available to most physicians that can 
enhance the doctor-patient interaction, 
yet it is not yet widely used in urology. 
Technology and connectivity can be 
an important resource for patient care, 
rather than an obstacle, especially when 
the barriers to implementation are over-
come. As doctors increase their utiliza-
tion of telemedicine, obstacles they face 
include reluctance to forego a face-to-face 
encounter, legal liability of deferring a 
physical examination, and the potential 
for no, or reduced, reimbursement.

Addressing each of these barriers takes 
time and effort but adoption of a telemed-
icine practice can be achieved with the 
right resources and open mindedness. 

While adopting a tele-practice may take 
clinicians out of the comfort zone of their 
office, realizing that a televisit is an exten-
sion of practice rather than a replacement 
helps alleviate the potentially unsettling 
feeling of sitting behind a computer during 
a patient encounter. The legal ramifica-
tions of telemedicine must be considered 
when adopting a tele-practice, and urol-
ogists considering telemedicine should 
seek legal advice before doing so. Issues 
that may need to be addressed include: 

state licensing requirements, confirming 
malpractice coverage, state prescription 
requirements and restrictions, and estab-
lishing informed patient consent.

Urologists should also be attentive to 
state-specific limitations on reimburse-
ment for televists. Nationally, reimburse-
ment for televisits is gradually expanding. 
Currently nearly every state has legisla-
tion that allows physicians to be reim-
bursed through Medicaid for remote con-
sults. Furthermore, Medicare advantage 
patients will be covered for televisits as 
part of their core benefits starting in 2020.

Which patients can be 

managed with teleurology?

While not all urology patients are appro-
priate candidates for televisits, certain 
diseases processes lend themselves well 
for virtual encounters. Examples of 
patient visits appropriate for teleurology 
may include symptom checks for men 
with BPH or ED, patients with OAB 
and incontinence, discussions regard-
ing elevated PSA, uncomplicated UTI 
treatment, hypoandrogenism follow-up, 
and prescription refills (eg, alpha-block-
ers, phosphodiesterase type-5 inhibitors, 
anticholinergics, or pentosan polysulfate 
sodium [Elmiron]). (For a graphic show-
ing a typical teleurology work flow, see 
figure 1.)

Other patients that may be consid-
ered for teleurology include postopera-
tive patients, those living in rural areas 
with limited access to urologic care, 
patients managed with indwelling cathe-
ter exchanged by home health providers, 
and those on active surveillance/watchful 
waiting for prostate cancer. Further areas 
of opportunity amenable to teleurology 
might include home sterility testing in 
post-vasectomy patients, bladder cancer 
follow-up, and infertility evaluations.

Let’s look at a hypothetical scenario 
of a patient followed by teleurology. A 
65-year-old man has BPH and ED. His 
digital rectal exam is normal and his PSA 
has been <1.0 ng/mL for 3 years. He has a 
history of elevated cholesterol and hyper-
tension. His medications include sildena-

Teleurology: The time has arrived
While barriers to telemedicine exist, return on investment can make it worthwhile
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fil, tamsulosin, and telmisartan. There have been 
no changes in his lower tract urinary symptoms 
and the sildenafil is helpful for his ED.

The patient uses an app to monitor his blood 
pressure and flow rate. He goes to his local labora-
tory for PSA and cholesterol testing, and the results 
are sent to his primary care doctor and urologist. 
He completes an online health questionnaire, AUA 
Symptom Score, and a voiding diary, all of which 
show no changes in the past year. He has been 
refilling his sildenafil and tamsulosin prescriptions 
online for the past 2 years and receives a daily Apple 
Watch reminder to take his medication.

Under these circumstances, it would be appro-
priate for the urologist to review the blood work 
and AUA Symptom Score, and have a 5-minute 
teleurology visit at a time convenient for doctor 
and patient. The urologist would be compensat-
ed by the insurance company or out of pocket by 
the patient for the visit. This scenario benefits the 
patient by reducing lost travel time and the hassle 
for some patients of an office visit but also benefits 
the doctor by promoting efficiency, the practice 
by potentially reducing overhead, and the payer 
by more efficiently managing the patient’s various 
health issues—a win all around!

Regulation and reimbursement

Today’s patients, especially millennials, are look-
ing for access and convenience, making telemed-
icine an attractive patient care option. Patients 
are joining higher-deductible plans with higher 
co-pays and increased out-of-pocket costs. Previ-
ously, the idea of charging patients out of pocket 
would have been laughable. For those with insur-
ance, coverage was broad and copays were minimal 
or nonexistent. Now, however, there is an ongoing 
shift toward higher deductibles, more coinsurance, 
and increased out-of-pocket costs.

In the current climate, a typical copay for a pri-
mary care visit ranges from $20 to $40, while the 
copay for a specialist visit can be $30 to $50 and 
$30-$80 for a urology visit, according to Investo-
pedia (bit.ly/copayarticle). With that in mind, if 
you can make teleurology services available for 
between $40 and $80 per encounter, you will 
become an attractive option to a large segment of 

FIGURE 1 / Teleurology flow chart* 

Patient decides on type of 

telehealth visit (video or phone)

Telehealth appointment arranged by facilitator; email is sent with 

pre-visit documentation (consent, questionnaire), and patient clinical 

documentation is secured

Telehealth visit (video or phone 

visit) is initiated with provider

Diagnostic/treatment plan (face-

to-face, video, or phone visit)

Facilitator discusses telehealth 

visit with patient who consents 

to proceed

Email sent with clinical plan and 

patient satisfaction survey

Documentation of visit

FIGURE 2 / Telehealth coverage and reimbursement policies*

If you can conduct three to 
five teleurology visits per hour, 
implementing teleurology may be 
in the best fiscal interest of your 
practice.

*Check with payers for the most current policies in your state.

Source: Adapted from Center for Connected Health Policy data, 2018

*Refer to state-specific regulations to ensure compliance.

Source: Neil Baum, MD, and Eugene Y. Rhee, MD, MBA
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patients who can avoid their insurance by paying 
the equivalent of a copay in a single out-of-pocket 
payment. If you can conduct three to five teleu-
rology visits per hour, implementing teleurology 
may be in the best fiscal interest of your practice.

Additionally, while you may not be seeing Med-
icaid patients currently, new Medicaid laws and 
initiatives might mean that adding these patients 
to your practice via a virtual platform may be fis-
cally advantageous. This strategy can also rid prac-
tices of the paperwork and bureaucracy of dealing 
with insurance companies over reimbursement 
claims, providing tangible monetary benefits. 
Lastly, practices offering such a service may be 
attractive to uninsured patients who depend on 
transparent and reasonable service pricing.

Reimbursement currently varies among pay-
ers and states (figure 2). An excellent resource is 
provided by a national telehealth policy resource 
center, The Center for Connected Health Policy 
(bit.ly/CCHPresource), a nonprofit, nonpartisan 

organization working to maximize telehealth’s 
ability to improve health outcomes, care delivery 
and cost effectiveness.

It is critical to check with payers in your catch-
ment area to be certain they will compensate you 
for conducting a teleurology service.

Private insurers. In the current climate, more 
than half of all states have telemedicine “parity” 
laws in place. According to the American Tele-
medicine Association, parity laws require insurers 
to reimburse a telemedicine service as they would 
a face-to-face visit. It is crucial to understand 
your states parity law prior to determining which 
patients might benefit from a teleurology visit.

Medicare. Historically, Medicare telemedicine 
reimbursement policies have been stifling at best. 
Unless seeing patients living in rural areas at a des-
ignated telehealth location for a select list of services, 
you would almost certainly not be collecting money 
from Medicare for telemedicine. This will be chang-
ing, at least in part, with a new CMS rule expanding 
telehealth coverage to Medicare Advantage patients. 
Beginning in 2020, virtual visits will be a core ben-
efit covered by CMS. This will significantly expand 

the number of patients 
who have coverage for 
televisits, as 34% of 
Medicare patients are 
enrolled in Medicare 
advantage, according 
to the 2019 Kaiser 
Family Foundation 
Analysis of CMS 
State/Country Mar-
ket Penetration Files, 
2019.

Medicaid. Medic-
aid programs, on the 
other hand, have his-
torically been more 
progressive. The 
American Telemedi-
cine Association and 
Center for Connected 
Health Policy publish 
state-specific Med-
icaid coverage. On 
the whole, 48 states 
provide some type 
of Medicaid cover-
age for telemedicine. 
While details vary by 
jurisdiction, policies 
are typically more 
permissive than those 
of Medicare; 36 state 
Medicaid programs, 
for instance, permit 
patients to participate 
in telemedicine visits 
from their homes.

Other benefits of teleurology

Among its other benefits, telemedicine has been 
shown to overcome barriers to health services 
caused by the distance between patient and pro-
vider. It addresses issues surrounding access to 
reliable transportation, fragmentation of care 
due to gaps in time between appointments, and 
lack of available providers (table). For physicians, 
teleurology can improve job satisfaction by pro-
viding more efficient and reimbursable care with 
improved work-life balance.

Before implementing teleurology in your prac-
tice, you must determine state-level legal con-
straints, medical license requirements, malprac-
tice coverage, and reimbursement restrictions.

Conclusion

New technology is providing new ways for urol-
ogists to provide improved services with better 
access to their patients. By using video to see 
patients, urologists can improve their patients’ 
engagement, monitor their wellness, and save time 
and money.UT

TABLE BENEFITS OF TELEMEDICINE

FOR PATIENTS, PHYSICIANS

Benefit Comment

Overcomes geo-
graphic barriers

Particularly beneficial in medically 

underserved communities and rural 

locations where clinician shortages 

exist

May improve 
quality of care

Patients in one study had 38% fewer 

hospital admissions, 31% fewer re-ad-

missions, and were 63% more likely to 

spend fewer days in the hospital (Am J 

Manag Care 2015; 21:e141-51)

May reduce 
expenses

Telemedicine resulted in a 19% cost 

savings over face-to-face care in one 

study (Health Aff [Millwood] 2012; 

31:1237-43)

Convenience

Provides patients with flexibility and 

real-time care; eliminates time off 

from work and need for childcare for 

routine visits and follow-up care

Reduces physician 
stress

Can improve job satisfaction by 

making it easier to meet with patients; 

helps balance physicians’ work and 

family life

Source: Neil Baum, MD, and Eugene Y. Rhee, MD, MBA

CATCH UP ON ‘TECH TALK’ ONLINE

Visit UrologyTimes.com to read past installments 

of “Tech Talk with Jim and Steve,” including:

 ■  Waterjet ablation offers minimally invasive 

option for BPH

 ■  Robotic miniaturization: Reducing the surgical 

footprint
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U
ncomplicated urinary tract 
infection is one of the most 
common indications for 
antimicrobial exposure in 

otherwise healthy women. In the past 
20 years, antimicrobial resistance among 
uropathogens has increased dramati-
cally. Overuse of antibiotics has led to 
ecological adverse effects known as “col-
lateral damage”—specifically, the selec-
tion of drug-resistant organisms and the 
unwanted development of colonization 
or infection with multidrug-resistant 
organisms.

Fluoroquinolones have been linked 
to infection with methicillin-resistant 
Staphylococcus aureus and increas-
ing f luoroquinolone resistance in 
gram-negative bacilli, such as Pseudo-
monas aeruginosa. Extended-spectrum 
ß-lactamase (ESBL)-producing isolates 
have been described among patients 
with acute simple cyst it is world-
wide (Scand J Prim Health Care 2007; 
25:49; Br J Gen Pract 2002; 52:729-34). 
Broad-spectrum cephalosporins have 
been linked to subsequent infections 
with vancomycin-resistant enterococci, 
ESBL–producing Klebsiella pneumoniae, 
ß-lactam-resistant Acinetobacter species, 
and Clostridium difficile.

Recurrent urinary tract infections 
(rUTIs), defined as two culture-prov-
en UTIs in a 6-month period or three 
culture-proven events in 1 year, make 
up a large percentage of UTIs seen in 
urologic practices. Although the Amer-
ican Urological Association has devel-
oped a guideline previously, the cur-
rent climate of antibiotic overuse and 
resultant “collateral damage,” as well 
as the development of antibiotic-resis-
tant organisms, has prompted the need 
for an updated guideline (J Urol 2019; 
202:282-9) that is heavily focused on 
treating not only symptoms, not only 
cultures, but rather the important com-
bination of symptoms combined with pos-
itive cultures.

Prior to developing the guideline, we 
conducted a systematic review with the 
methodology team at the Pacific North-
west Evidence-based Practice Center. 
The final systematic review was con-
ducted in conjunction with input from 
the Recurrent Urinary Tract Infection 
expert panel.

The index patient is an otherwise 
healthy adult female with an uncompli-
cated, culture-proven recurrent UTI 

associated with acute-onset symptoms. 
Central to a diagnosis of UTI is the 
symptom of dysuria. Dysuria is a highly 
specific symptom, with more than 90% 
accuracy for UTI in young women in 
the absence of concomitant vaginal irri-
tation or increased vaginal discharge.

16 recommendations

The following 16 recommendations 
are included in the AUA/CUA/SUFU 
guideline (table):
1. Clinicians should obtain a com-

plete patient history and perform 

a pelvic examination in women 

presenting with rUTIs. Here it is 
emphasized that an exam should be 
performed to identify any treatable 
contributor to rUTIs, such as vagi-
nal atrophy or cystocele.

2. To make a diagnosis of rUTI, 

clinicians must document pos-

itive urine cultures associated 

with prior symptomatic episodes. 

Since many women have symptoms 
that may mimic a UTI, such as over-
active bladder and interstitial cysti-
tis/bladder pain syndrome, we seek 

to document all prior episodes with 
urine cultures before we diagnose a 
woman as having rUTIs.

3. Clinicians should obtain repeat 

urine studies when initial urine 

specimen is suspect for contam-

ination, with consideration for 

obtaining a catheterized spec-

imen. Because of the high rate of 
overtreatment with antimicrobials, 
a sample with epithelial contamina-
tion and/or other factors implicat-
ing contamination (such as a culture 
growing “mixed f lora’) warrants 
obtaining a catheterized sample.

4. Cystoscopy and upper tract 

imaging should not be routinely 

obtained in the index patient pre-

senting with a rUTI. As urologists, 
we often feel obligated to work up 
rUTIs, but this is not necessary.

5. Clinicians should obtain urinal-

ysis, urine culture, and sensitiv-

ity with each symptomatic acute 

cystitis episode prior to initiating 

treatment in patients with rUTIs.

Given what we know about antibi-
otic resistance, the days of empiric 
therapy are coming to an end.

6. Clinicians may offer patient-ini-

tiated treatment (self-start treat-

ment) to select rUTI patients with 

acute episodes while awaiting 

urine cultures. We no longer advise 
self-start therapy without cultures. 
However, in a reliable patient who 
is committed to checking cultures 
before starting antibiotics, self-start 
therapy is still a good option.

7. Clinicians should omit surveil-

lance urine testing, including 

urine culture, in asymptomatic 

patients with rUTIs. If there are 
no symptoms, we do not want to 
know what is in the urine!

8. Clinicians should not treat 

asymptomatic bacteriuria (ASB).

This is very difficult to do, espe-
cially when a patient’s primary care 

New recurrent UTI guideline: 
What urologists need to know
AUA/CUA/SUFU guide focuses on combination of symptoms and positive cultures
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provider may wish to treat the patient dif-
ferently. Often this requires educating the 
patient’s entire care team.

9. Clinicians should use first-line therapy 

(ie, nitrofurantoin, TMP-SMX, fosfo-

mycin) for the treatment of symptom-

atic UTIs in women depending on the 

local antibiogram. This information can 
be obtained from the microbiology lab at 
the hospital where one practices.

10. Clinicians should treat rUTI patients 

with an acute cystitis episode with as 

short a duration of antibiotics as rea-

sonable, generally no longer than 7 days. 

Here we are trying to avoid overtreatment 
of patients with a course of antibiotics that 
are longer than necessary for acute cystitis.

11. In patients with rUTIs with acute cystitis 

episodes associated with urine cultures 

resistant to oral antibiotics, clinicians 

may treat with culture-directed paren-

teral antibiotics for as short a course as 

reasonable, generally no longer than 7 

days. It is reasonable to work with an infec-
tious disease specialist when one’s acute cys-
titis episode is not treatable with oral agents. 
Infectious disease specialists often arrange 
home IV antibiotics.

12. Following discussion of the risks, bene-

fits, and alternatives, clinicians may pre-

scribe antibiotic prophylaxis to decrease 

the risk of future UTIs in women of all 

ages previously diagnosed with UTIs. 
When carefully selected, appropriate pro-
phylaxis can minimize collateral damage.

13. Clinicians may offer cranberry prophy-

laxis for rUTIs. The systematic review 
identified eight randomized trials includ-
ing cranberry versus placebo/no cranberry 
(6 RCTs, one with a lactobacillus arm) and 
cranberry versus antibiotics (two random-
ized controlled trials). A number of factors 
contribute to limitations in use of cranberry 
consumption in the setting of recurrent UTI 
outside of a research setting. Juice studies 
have used a variety of juices and cocktails 
in varying volumes of daily consumption 
and have included cranberry of varying 
concentrations within the overall volume 

of product ingested. Likewise, cranberry 
tablets include variability in dosing and are 
not subject to the same regulatory environ-
ment as antimicrobial drugs. Therefore, at 
this point in time we can recommend cran-
berry prophylaxis based on its safety profile. 
However, we need studies that use commer-
cially available products before we can make 
specific recommendations to patients as to 
which product is best.

14. Clinicians should not perform a 

post-treatment test of cure urinalysis or 

urine culture in asymptomatic patients. 
This falls in line with the item above indi-
cating that we should not treat ASB.

15. Clinicians should repeat urine culture to 

guide further management when UTI 

symptoms persist following antimicrobial 

therapy. This is critical, as patients often pres-
ent with persistent symptoms despite having 
a negative culture. By obtaining a culture, we 
avoid overtreating many of these women.

16. In perimenopausal and postmenopaus-

al women with rUTIs, clinicians should 

recommend vaginal estrogen therapy to 

reduce the risk of future UTIs if there is 

no contraindication to estrogen therapy. 

Vaginal estrogen is easy to prescribe for a 
urologist, as there is no evidence that vaginal 
dosing contributes to the risk of gynecologic 
or breast cancers.

More data are needed

One medium risk of bias trial of 140 women with 
recurrent UTIs who reported <1.5 L/day of flu-
id intake at baseline (mean age, 36 years) found 
increased water intake associated with fewer 
UTI recurrences compared with no additional 
fluids (mean, 1.7 versus 3.2 UTI episodes over 
12 months, p<.001). Increased water intake (three 
500-mL bottles of water daily) was also associ-
ated with a lower likelihood of having at least 
three UTI episodes over 12 months (<10% vs. 
88%) and greater interval between UTI episodes 
(143 vs. 84.4 days, p<.001). Further studies are 
needed to validate this work in women whose 
water intake is higher at baseline. Vaginal probi-
otics also hold promise, yet more data are needed 
before formal recommendations can be made.

Based on the literature to date, however, we 
believe that the 2019 AUA/CUA/SUFU rUTI 
guideline is an important step in helping urolo-
gists to reduce collateral damage and slow the rate 
of development of antimicrobial resistance.UT

At this point in time we 
can recommend cranberry 
prophylaxis based on its safety 
profile.

TABLE 2019 rUTI GUIDELINE AT A GLANCE: DOS AND DON’TS

DO

ü Obtain a complete history and perform a pelvic exam in women presenting with rUTIs

ü Document positive urine cultures associated with prior symptomatic episodes

ü Obtain repeat urine studies when initial urine specimen is suspect for contamination

ü Obtain urinalysis, urine culture, and sensitivity with each symptomatic acute cystitis episode prior to initiating treatment

ü Use first-line therapy for the treatment of symptomatic UTIs depending on the local antibiogram

ü Treat rUTI patients with an acute cystitis episode with as short a duration of antibiotics as reasonable

ü Repeat urine culture to guide further management when UTI symptoms persist following antimicrobial therapy

ü Recommend vaginal estrogen therapy to reduce the risk of future UTIs in perimenopausal and postmenopausal 

women with rUTIs

DON’T

û Routinely obtain cystoscopy and upper tract imaging in the index patient presenting with rUTI

û Obtain surveillance urine testing, including urine culture, in asymptomatic patients with rUTIs

û Treat asymptomatic bacteriuria

û Perform a post-treatment test of cure urinalysis or urine culture in asymptomatic patients

CONSIDER

¢ Offering patient-initiated treatment to select rUTI patients with acute episodes while awaiting urine cultures

¢ Treating with culture-directed parenteral antibiotics for as short a course as reasonable the patients with rUTIs with 

acute cystitis episodes associated with urine cultures resistant to oral antibiotics

¢ Prescribing antibiotic prophylaxis to decrease risk of future UTIs in women previously diagnosed with UTIs following 

discussion of risks, benefits, and alternatives

¢ Offering cranberry prophylaxis for rUTIs

Source: Adapted by Jennifer T. Anger, MD, MPH, and Anne Lenore Ackerman, MD, PhD from J Urol 2019; 202:282-9
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Business / CODING Q&A

Q: I removed two stones from the 

right kidney through the ureter in the 

ambulatory surgery center. First, I removed 

a small stone from the lower pole of the 

right kidney using manipulation and then 

a basket. Then I performed a lithotripsy on 

a larger stone located in the upper calyx. 

My billing department says I cannot charge 

for removal of both stones. I think I read in 

one of your articles that you could charge 

for both. Who is correct? If I can charge for 

both, how should I code?

A: As you know, the rules for coding mul-
tiple stones have changed over the years. 
We have tried to keep you posted with 
each new rule and the intended imple-
mentation. Unfortunately, the changes 
have created some confusion as to what 
to do because published articles have 
provided conflicting information as the 
changes require different approaches with 
each new rule.

In your case, both stones were in the 
same organ (structure). 

For Medicare, we will need to refer to 
the National Correct Coding Initiative 
rules for guidance. First, we will look at 
the rules for Units of Service as they are 
listed in Chapter 7 of the NCCI manual 
to find the following:

“The unit of service (UOS) for a procedure 
describing destruction or removal of renal 
system calculus(i) is one (1). The UOS is not 
each calculus. If a procedure for destruction or 
removal of renal system calculi is performed 
bilaterally, the CPT code may be reported with 
modifier 50 and one (1) UOS.”

Thus, coding the removal of each 
stone with the same procedure is clearly 
not allowed.

To address the issue of using two sepa-
rate procedures to remove the stones, we 
look further for clarification of the use of 
anatomic procedure-to-procedure (PTP) 
edit modifiers and find the following:

“Most NCCI PTP edits for codes describ-
ing procedures that may be performed on 
bilateral organs or structures (e.g., arms, 
eyes, kidneys, lungs) allow use of NCCI-as-

sociated modifiers (modifier indicator of “1”) 
because the two codes of the code pair edit 
may be reported if the two procedures are 
performed on contralateral organs or struc-
tures. Most of these code pairs should not be 
reported with NCCI-associated modifiers 
when the corresponding procedures are per-
formed on the ipsilateral organ or structure 
unless there is a specific coding rationale to 
bypass the edit. The existence of the NCCI 
PTP edit indicates that the two codes gen-
erally should not be reported together unless 
the two corresponding procedures are per-
formed at two separate patient encounters 
or two separate anatomic sites. However, if 
the corresponding procedures are performed 
at the same patient encounter and in contig-
uous structures, NCCI-associated modifiers 
should generally not be utilized.”

This section leaves a little room for 
interpretation; however, the general sen-
timent of the rule is that the use of two 
separate procedures on the same side 
and in the same organ should generally 
not be reported for the same encounter. 
The one caveat allowed, “unless there is a 
specific coding rationale to bypass the edit,” 
would be difficult to support. Therefore, 
we are going to agree with your com-
pliance department for Medicare when 
it comes to reporting the treatment of 
the two stones with two separate codes 
if they are bundled within NCCI.

We do see there is at least one remain-
ing pathway for Medicare for reporting 
the additional effort required to remove 
two separate stones if the procedures 
are bundled in the NCCI. If the docu-
mentation supports the unusual service 
you have performed with appropriate 
relative time references and work effort 
significantly above the average case, you 
could append the modifier –22 to 52353 
or 52356 as appropriate. The use of the 
modifier –22 will require submission of 
the operative note and manual review 
with no guarantee of additional pay-
ment. It is more work to get paid, but it 
is also more work for the payer to avoid 

payment of the extra work you have done 
if supported.

For private payers, we do not see the 
same interpretation in CPT. You will 
need to check your contracts with your 
payers to determine how closely they 
follow the NCCI guidelines, but from 
a CPT prospective there is no restric-
tion for billing two different services for 
two different procedures on two separate 

stones, even in the same structure; this 
is a Medicare rule.

For private payers, report: 52353 (Cys-
tourethroscopy, with ureteroscopy and/
or pyeloscopy; with lithotripsy) and 52352 
–59 (Cystourethroscopy, with ureteros-
copy and/or pyeloscopy; with removal or 
manipulation of calculus).

Q: In your coding and billing course, 

you suggested that all physicians should 

review their explanation of benefits 

statements to be sure that they were 

billing correctly. I work for a major hospital 

chain and requested to review my EOBs for 

the past month, and the billing department 

refused access. Do I have any legal 

recourse? Any suggestions?

A: We are not lawyers and do not attempt 
to answer legal questions. Although it is 
unlikely to be addressed in your employ-

Can I charge for different stone 
procedures in the same kidney?
Documentation must support performance of ‘unusual services’
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If the documentation 
supports the unusual 
service you have performed 
with appropriate relative 
time references and work 
effort significantly above 
the average case, you 
could append the modifier 
–22 to 52353 or 52356 as 
appropriate.

KIDNEY STONES

See STONE PROCEDURES page 34
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A
mong the top allegations against 
physicians resulting in payment in 
the National Practitioner Data Bank, 
failure to diagnose, delay in diag-

nosis, and failure to monitor rank first, third, 
and seventh, respectively. (Also see my recent 
article, “HHS program collects data on mal-
practice, adverse actions,” July 2019, page 21). 
Losing patients to follow-up can result in these 
allegations and create risk to the patients and 
the practice. In this article, I will discuss how 
seemingly mundane practice operations can 
contribute to or help mitigate risk in this area.

Urologists face a work force shortage and are 
among the busiest surgical specialists in the 
U.S. (bit.ly/AUA18census), resulting in pressure 
to see more patients per unit of time. More 
patient appointments also mean more pressure 
on the staff scheduling return visits and those 

answering phones, as well as more opportunities 
for costly reschedules, no-shows, and cancella-
tions. A busy practice has many potential points 
of failure in this area, which are magnified when 
the occasional patient “falls through the cracks.” 
Every urology practice should have in place writ-
ten policies to minimize these points of failure, 
cross-train on those policies, and constantly 
reinforce adherence to them.

What to include in scheduling 

guidelines

The first set of policies should address schedul-
ing guidelines for your practice and providers. 
Common points of failure in the urology practice 
are elective surgical appointments, postoperative 
appointments, emergency encounters, and even 
routine follow-up appointments.

Elective surgeries typically require the coordi-
nation of several schedules (patient, provider, and 
facility), insurance verification, and more than one 
phone call. Your policy should make sure there is 
no opportunity to “lose” these patients and track 
where they are in the process.

One helpful practice is to create a resource in 
your practice management (PM) scheduling soft-
ware called “Surgery scheduling,” and schedule an 
“appointment” for the patient on that schedule. 
Then, the staff working the steps in the process 
can work their “appointments” every day from 
that schedule and track the status. Once the sur-
gery date has been determined, the patient should 
be scheduled in your PM system just like an office 
appointment.

Avoid having redundant schedule platforms or 
booking surgery appointments on software that 
was not designed for privacy, tracking, reporting, 
and compliance (Outlook, Google calendar, etc.). 
Best practice is to schedule the future postopera-

tive appointment at the same time the surgery is 
scheduled to minimize the chance a surgical patient 
will not get an appointment; this is also a common 
courtesy to the patient and a reminder that they 
need postoperative care and follow-up.

The patient with the chronic indwelling ure-
teral stent requiring periodic exchange deserves 
special mention. Many of these patients and their 
providers see no benefit in an office appointment 
between exchanges and simply schedule period-
ic elective surgeries to change the stent. These 
patients are particularly vulnerable to complica-
tions, and your practice should never rely solely 
on the patient to “call us to schedule in 4 months.” 
Create a placeholder appointment in the PM sys-
tem that reminds the scheduler when it is time to 
reschedule.

Patients that are seen first in an acute setting—
hospital or emergency room—are also vulnera-
ble to being lost: They are not preregistered in 
the practice systems, often have multiple provid-
ers, may not hear or comprehend the rationale 
for following up, and in some cases may seek to 
avoid accountability for expensive hospital bills.

The best practice to ensure these patients fol-
low up is to submit charges daily and use the first 
charges as a prompt to attempt to contact the patient 
by phone as soon as possible, even if they are still 
in the hospital. Be sure your physicians and staff 
understand financial policies and the responsi-
bility of the practice, if any, to continue to follow 
the patient after their acute episode (patients with 
indwelling stents, for example).

Finally, don’t forget the routine process that 
happens at your checkout desk—scheduling 
routine appointments. Many patients will resist 
making an appointment at checkout for a variety 
of reasons, and some may even refuse (see below). 
This is particularly common for an annual or 
semiannual appointment months in the future. In 
this case, it is best to make a “placeholder appoint-
ment” that can then be moved, if necessary, when 
the patient calls back with a firm date and time. 
Your policy should ensure that no patient whom 
the provider intended to continue to follow is ever 
missing from your future appointments schedule.

While some practices use “recalls” to cut down on 
no-shows (bit.ly/practicerecalls), this creates another 
resource-intensive workflow and an inability to 

ROBERT A. DOWLING, MD
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Written policies should address scheduling guidelines, appointment cancellations
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Avoid having redundant 
schedule platforms or booking 
surgery appointments on 
software that was not designed 
for privacy, tracking, reporting, 
and compliance.

PRACTICE POINTERS

Q Elective surgeries typically require the coordina-

tion of several schedules (patient, provider, and facil-

ity), insurance verification, and more than one phone 

call. Your scheduling policy should make sure there 

is no opportunity to “lose” these patients and track 

where they are in the process.

Q The best practice to ensure follow-up from 

patients seen first in an acute setting is to submit 

charges daily and use the first charges as a prompt 

to attempt to contact the patient by phone as soon 

as possible, even if they are still in the hospital.

Q Practice policy on refusal to schedule an appoint-

ment, missed appointments, cancellations, and 

reschedules should address how, when, and how 

often to attempt to contact the patient; how and 

when to notify the provider; and how the outcome is 

documented in the medical record. See FOLLOW-UP page 34
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ment contract, it might be, so our first suggestion 
is to check your contract to see if there are any 
restrictions or privileges granted to you that may 
allow you to change the discussion. Regarding 
your question on legal recourse, we are going to 
have to point you to a lawyer for a review of your 
contract and the obligations it entails.

Ultimately, you are responsible for what’s being 
submitted to the payer in your name, and you 
should be able to confirm its accuracy. From that 
standpoint, it is our belief that you would have a 
legal right to see what is being submitted to all 
payers in your name.

Regardless of the legality, it is unfortunate and 
very short sighted for an employer to withhold that 
information. Therefore, we recommend that you 
check with management to be sure that is com-
pany policy and not just the billing department’s 
reticence. If your employer is truly focused on best 
practices for the system, they would encourage 
all physicians to be informed of all aspects of the 
practice that relate to production, especially accu-
rate billing.

You are asking the right questions and should 
keep pushing. Most contracts we have seen include 
a base salary plus a productivity bonus based on 
relative value units. Although we have seen a few 
contracts that allow the RVUs for a physician to 
be based on CPT codes submitted to the billing 

department, most are based on the CPT codes 
actually submitted to the payers and paid.

Therefore, there are two major reasons for you 
to confirm accuracy: to be sure that fraudulent 
claims are not being submitted and to confirm 
that the claims accurately reflect the work you 
have performed.

Q: An established patient returned for a scheduled 

diagnostic cystoscopy. Following the cystoscopy, I 

spent a considerable amount of time discussing the 

patient’s incontinence and suggested treatment. I 

checked the evaluation and management service, 

with the –25 modifier, in addition to the cystoscopy. 

The compliance department stated that I could not 

charge for the E/M because it was included in the 

global of the procedure. Can I charge for the E/M 

and the cystoscopy?

A: If you appropriately documented your service, 
the answer is yes.

Explaining to the patient the findings of the 
procedure is included in the global of that proce-
dure. However, discussing the disease/problem 
and a suggested treatment plan is not in the global 
and therefore meets a portion of the definition of 
the –25 modifier as being “separately identifiable,” 
even if the diagnosis for the cystoscopy and the 
E/M service is the same.

Since you spent a considerable amount of time, 
it sounds like your discussion was “significant,” 
satisfying the second requirement for the use of 
the –25 modifier. If you documented the specific 

time spent in discussion and the topics that you 
covered during the discussion, you should charge 
the appropriate E/M code based on time.

If the specific time spent discussing the disease 
and the appropriate treatment was not docu-
mented, then be sure that your documentation 
meets the criteria (history, physical examination, 
and medical decision-making) separate from any 
criteria performed to make sure the patient was 
prepared and able to have the procedure.

We have recommended strongly that you sepa-
rate the documentation of the procedure from the 
E/M service if possible. This can be done by sep-
arating the E/M portion of the note from the 
procedure in a separate paragraph or by opening 
a second encounter within the patient record. The 
separation of notes is not required by CPT but 
helps clearly differentiate the two services to the 
payer and your compliance department.UT

Send coding and reimbursement questions to Ray 
Painter, MD, and Mark Painter c/o Urology Times, 
at urology_times@mmhgroup.com. 
Questions of general interest will be chosen for pub-
lication. 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.

SEND US YOUR QUESTIONS

STONE PROCEDURES
continued from page 30

FOLLOW-UP
continued from page 32 Your policy should ensure that 

the provider is aware of every 
patient who permanently drops 
off the schedule and is given 
an opportunity to contact 
the patient and/or create the 
appropriate documentation in 
the medical record.

easily mine data on “future appointments.” I rec-
ommend keeping it simple—every active patient 
should have a future appointment.

Addressing missed appointments, 

cancellations

Now that your practice has established a standard 
scheduling policy that addresses all of the com-
mon scenarios, you need a companion policy that 
addresses the common issues of refusal to schedule 
an appointment, missed appointments, cancella-
tions, and reschedules. That policy should address 
how, when, and how often to attempt to contact 
the patient; how and when to notify the provider; 
and how the outcome is documented in the med-
ical record. While some circumstances are more 
serious than others (eg, the patient with testis can-
cer who misses his surveillance appointment), the 
process will usually involve non-clinical staff and is 
best kept simple without exceptions or discretion.

For example, your policy might state that 
patients who miss an appointment are first con-

tacted by phone; if this is unsuccessful, a written 
letter is generated; if this attempt doesn’t generate 
an appointment within 2 weeks, a certified letter 
is routed to the physician for signature—who is 
the best decision maker regarding whether to 
send the letter. Another decision is whether to 
terminate the physician/patient relationship and 
can be addressed at the final point in your policy.

Whether you decide to have one step or five 
steps, your policy should ensure that the provider 
is aware of every patient who permanently drops 

off the schedule and is given an opportunity to 
contact the patient and/or create the appropriate 
documentation in the medical record. Cancella-
tions usually come in the form of a phone call, and 
the policy will need to address what your staff says 
to the patient and the workflow for communicat-
ing the outcome to the provider.

Your policy for rescheduling may require more 
parameters; for example, rescheduling office visits 
versus procedures, rescheduling within a certain 
time frame, or rescheduling new versus established 
patients. Again, you will need to strike a balance 
between one-size-fits-all (safest) and creating dif-
ferent rules for different situations (riskier).

Bottom line: Urologists are at risk of malprac-
tice allegations not only for their actions, but 
sometimes for their inactions. The physician/
patient relationship creates some accountability 
for both parties, but the information imbalance 
means that the physician bears the greater 
responsibility for taking reasonable steps for 
continuity of care. Be sure your practice has 
written policies that address the common rea-
sons patients may be lost to follow-up, and that 
you follow those policies.UT
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FINANCIAL TIPS

 ■ Decreasing term insurance has a level premium, but a decreasing death 

benefit. It is generally used in conjunction with financial obligations that 

decrease over time, such as mortgages or other amortized loans.

 ■ Level premium term insurance would be appropriate for needs that are 

finite in length, such as ensuring coverage until a young child has completed 

college, becoming self-insured through an increased net worth, or reaching 

retirement age with sufficient retirement income to meet your needs.

 ■ Term insurance policy applications require the signing of a HIPAA release 

form and potentially a paramedical exam as well.

Q: I recently got married and my spouse 

and I were advised to purchase term life 

insurance. Is life insurance really worth 

the cost?

A: Term life insurance can be a useful tool 
to ensure that some or all of your family’s 
financial goals can still be met if you or 
your spouse was to die prematurely. For 
example, most people who own a home 
with a mortgage should consider a policy 
that equals the length of the mortgage. 
This guarantees that the balance is paid 
off, so the surviving spouse or fami-
ly members are not left trying to pay it 
off unexpectedly. Other common goals 
include guaranteeing children’s college 
educations will be paid for or that the 
spouse can still maintain a certain stan-
dard of living.

The above examples usually necessi-
tate temporary life insurance because 
there is a specific amount of time a 
person needs to be covered. A mort-
gage may require coverage that lasts 15, 
20, or 30 years. Once the mortgage is 
paid off, the need to insure against this 
debt goes away. The same idea applies 
to when your children’s college educa-
tion is paid off. Once they are done with 
college, your need to cover that expense 
with insurance disappears.

Coverage to guarantee a spouse’s life-
style may only be necessary until you 
reach your planned retirement date. By 
the time you retire, your spouse’s stan-

dard of living is guaranteed if you properly 
saved and planned.

If your life insurance needs are tem-
porary, then term insurance is likely 
the most appropriate vehicle. Term 
insurance has no cash value or savings 
component attached to it, meaning that 
if you don’t use it, you won’t get any of 
your premiums back. However, because 
of this, these policies tend to be signifi-
cantly less expensive than a whole life or 

variable product. Quite simply, you pay 
your premium, and if you die during that 
policy year, the death benefit is paid to 
your beneficiary.

The design of the policy will vary by 
need. For example, decreasing term insur-
ance has a level premium, but a decreasing 
death benefit. It is generally used in con-
junction with financial obligations that 
decrease over time, such as mortgages or 
other types of amortized loans.

Annual renewable term insurance 
has a yearly increasing premium, which 
increases with the higher mortality cost 
associated with being a year older, and a 
year closer to your expected mortality age. 
It is primarily used for financial obliga-
tions that remain constant for a relatively 
short period of time.

Level premium term insurance, on 
the other hand, offers a level premium 
payment amount over a fixed number 
of years, typically 10, 15, 20, or 30 years. 
This would be appropriate for needs that 
are finite in length, such as ensuring cov-
erage until a young child has completed 
college, becoming self-insured through 

an increased net worth, or reaching 
retirement age with sufficient retirement 
income to meet your needs.

Other provisions, known as riders, 
can be added to certain policies for an 
additional cost. The waiver of premium 
rider allows you to stop making premi-
um payments if you become disabled and 
are unable to earn an income. The acci-
dental death rider obligates the insurance 
company to pay out double or, in some 
cases, triple the stated death benefit if the 
insured dies in an accident. An accelerated 
death benefit rider allows you to receive a 
portion of your own death benefit while 
you are alive if you have a major medical 
condition that is expected to lead to death 
within a short period of time.

Overall, term life insurance can be 
worth the expense when it comes to mak-
ing sure certain financial obligations are 
met. The features of these policies will 
vary. We recommend speaking with your 
financial adviser about which policies and 
features would be most effective for you.

Q: What is the typical process for 

getting approved for a term insurance 

policy?

A: Most companies require you to com-
plete an application. In this application, 
you will sign a HIPAA release form. This 
will give the insurance company permis-
sion to request medical records from your 
physicians. Most companies will examine 
5-10 years of past medical records. Addi-
tionally, depending on the size of the pol-
icy, they may require a paramedical exam. 
This typically includes collecting blood 
and urine samples.

Once all the information has been gath-
ered, an underwriter will determine 
whether you are approved and in which 
health class you are approved.UT

How term life insurance can help 
ensure financial goals are met
Policies can cover mortgage, child’s college education in the event of death

The information in this column is designed to 
be authoritative. The publisher is not engaged 
in rendering legal, investment, or tax advice.
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Q: Please define stone recurrence.

A: The way I look at it, and the way I talk 
to patients, residents, and fellows about it, 
is that stone disease is a chronic disease. 
It doesn’t go away. Kidney stones used to 
be seen as something that occurred as an 
isolated case and maybe happened once in a 
blue moon afterwards. Nowadays, we know 
that’s not the case. It’s a disease that can 
come back. If a patient has an initial kidney 
stone attack, they may actually have anoth-
er stone forming, depending on the type 
of stone and the conditions of the patient, 
they may have recurrence of stone disease 
within a couple of years. Sometimes the 
stone-free period lasts longer.

On average, around 30% to 50% of 
patients, depending on the studies you 
look at, may have recurrence or another 
stone attack within 3 to 5 years. There 
are actually reports dating back more 
than 30-40 years suggesting that the 
recurrence of stone disease is 100%. I tell 
patients that in around 30% to 50% of the 
cases, they have a high chance of having 
recurrence 2-5 years after the initial stone.

Q: How important is obtaining stone 

composition?

A: I give a lot of importance and weight 
to stone composition because sometimes 

we may tailor our recommendations 
to patients in terms of diet and stone 
preventive medications based on stone 
composition. There are some basic rec-
ommendations that apply to all patients, 
but composition is still very important 
because sometimes we may discover 
rare kidney stone types. There are some 
genetic abnormalities that can influence 
the formation of stones or there may be 
associated genetic abnormalities that are 
potentially treatable. 

Now, if you’re a betting person, you 
know that more than 70%-80% of stones 
are going to be calcium based, and of 
those, more than 70%-80% are probably 
going to be calcium oxalate. So although 
most kidney stones you analyze are going 
to be calcium oxalate, it’s still important 
to determine their composition.

Q: Let’s say someone has a stone, they pass it, 

and they are stone free. What’s your follow-up 

plan to seek recurrence? At what interval do 

you obtain studies, and what studies do you 

get, if any?

A: It’s very dependent on each case. I put 
a little more emphasis on those patients 
who start forming stones at a very early 
age. If it’s their first stone and they hav-
en’t had any other complications or any 
other major comorbid conditions, some-
times just general recommendations will 
do. It’s also age dependent. If the patient 
is a middle-aged man or woman and 
they have had only one stone in their 
lifetime and they have some risk factors 
that I think we can handle with diet or 
lifestyle, we may not even need to do a 
comprehensive panel of a 24-hour urine 
collection or something along those 
lines. As a nephrologist, I always check 
their kidney function, and for almost all 
patients, I also check on their electro-
lytes just to make sure there is no major 

abnormality that we’re missing. Now, if 
patients have had kidney stones in the 
past or have any other condition—those 
who have undergone kidney transplant, 
patients with a single kidney, and so on—
those are patients I will place more of an 
emphasis on.

Q: In general, who do you think needs medical 

management once they’ve had a stone?

A: Mainly, I use medical management for 
patients who have had either recurrence 
of stone disease, have bilateral stones, 
or who may have any major genetic or 
anatomic abnormalities that predispose 
them to have greater recurrence risk. I 
also usually recommend medical man-
agement in patients for whom we have 
done the full metabolic workup and 
found very abnormal risk factors that 
could be treated with medications.

Q: Does diet play a significant role in your 

practice?

A: Yes, definitely. I discuss goals for uri-
nary output with every patient. I tell them 
that any patient who has formed a kidney 
stone should be aiming for at least two 
and a half to three liters of urine coming 
out per day. Obviously, this depends on 
their size, gender, and whether they have 
any other medical conditions or surgical 
conditions. Considering the amount of 
salt in food today, I very strongly rec-
ommend that they try to limit their salt 
consumption. Again, as a nephrologist, 
I think about the hypertension and renal 
disease sides as well. I also make recom-
mendations regarding protein intake and 
perhaps oxalate intake depending on the 
type of stone and type of patient.

Q: Looking at dietary modifications versus 

medication, what do you think patients 

want more?

A: Unfortunately, patients are very 
inclined to want medication because 
it’s much easier to take a pill than make 
the effort and the conscious change in 
dietary habits. It is usually time consum-
ing when I see patients because I’m trying 
to change lifestyles more than anything 
else, and it’s very difficult. Even foods 
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With society’s increased focus on wellness and disease prevention, 
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interview, Juan Calle, MD, discusses how he follows patients once they 

are stone free, how he utilizes dietary/lifestyle modification and medical 
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experts in stone recurrence.

KIDNEY STONES

Please defi ne stone 
recurrence. 
STEPHEN Y. NAKADA, MD

The way I look at it is that 
stone disease is a chronic 
disease. It doesn’t go away.
JUAN CALLE, MD
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that are regarded as healthy may actually be 
harmful in terms of kidney stones. The epide-
miology of stone disease has changed so much 
in our country, and it’s probably because of 
many changes in our dietary habits.

Q: Who should be managing the follow-up for 
recurrent stone patients?
A: I think these patients should be managed 
with a multidisciplinary approach. A dietitian 
or nutritionist could be involved with them. 
The nephrologist and primary care physician 
could play a big role as well in the prevention 
of kidney stone disease. And ultimately, there 
is the urologist. You guys see these patients 
much more commonly than any of us. For the 
most part, urologists have very good knowl-
edge of how to handle stone attacks and can 
play a very important role in the management 
of stone prevention. In terms of work force, 
there are more urologists than nephrolo-
gists in the community, and urologists could 
probably manage those patients in the long 
term, making a lot of emphasis on the changes 
mentioned above and management of medi-
cations as well. But in an ideal world, it would 
be a combination of providers managing these 
patients.

Q: What’s your advice for a young urologist who 
wants to become an expert in stone prevention and 
minimizing stone recurrence?
A: I would tell them to think of it as more of 
a chronic disease than the way that we used 
to think about it. I would advise them to insist 
more to patients in terms of dietary and life-
style modifications. Most of the medications 
haven’t changed in a long time, so it’s very 
easy to get a handle on those. I would also 
recommend that they not forget about kidney 
function, because even though a kidney stone 
is not the biggest risk factor for chronic kid-
ney disease or end-stage renal disease, it could 
affect these conditions, and it definitely 
affects the quality of life of those patients.UT

Who should be managing the 
follow-up for recurrent stone 
patients? 
STEPHEN Y. NAKADA, MD

I think these patients 
should be managed with a 
multidisciplinary approach.
JUAN CALLE, MD

Q&A
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Malpractice jury duty raises 
questions about court system
TO THE EDITOR:  
I read your article, “Inside a med-mal case: My 
brief stint as juror 22” in the July 2019 edition of 
Urology Times (p. 3). Your perception/observa-
tion was, in my humble opinion, spot-on.

There is an old saying among lawyers in the 
United States: “The difference between the tri-
al system in Canada, Australia, and the United 
Kingdom and that of the United States is this—
In the Canadian, Australian, and UK system, 
once the jury is selected the trial begins. In 
the United States, once the jury is selected the 
trial is over!”

Of note: >95% of all legal cases in the U.S. are 
settled by plea deals or settlements outside of 
trials. You don’t necessarily have to be at fault, 
or guilty. It is simply often cheaper and less time 
consuming to settle. It is also sometimes more 
advantageous to simply plea deal if you cannot 
afford a good lawyer or post bail. This is the 
main reason some innocent people plead guilty, 
often to a much lesser charge, for something they 
never did. This way they get out of jail with-
out the prospect of losing their job, home, and 
God knows what else by sitting in jail for many 

months waiting for a trial date. The U.S. and 
the Philippine Islands are the only two countries 
that have this draconian bail system, which typ-
ically prays upon the poor.

There is a common misconception about the 
legal system. It is not so much about “right or 
wrong;” it is about the laws as they are written 
and playing the legal chess game.

Andrew Carter, ARNP / Seattle

TO THE EDITOR:  
In my three times being called for jury duty, I 
never made it past the first question despite the 
trials having nothing to do with medicine. Same 
scenario each time: 1. What is your occupation? 
2. Physician. 3. Dismissed.

Could have saved my time and the court’s by 
dismissing me before showing up, but that would 
not look good for the charade of being tried by 
a jury of peers.

Bruce Senay, MD / Tampa, FL
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(CGTP) and current good manufacturing prac-
tice (CGMP) requirements... creating potential 
significant safety concerns that put patients at 
risk.”

About 15% of the 169 stem cell clinics that were 
the subject of a recent report on the direct-to-con-
sumer stem cell business in the southwest U.S. 
offered treatments for urologic conditions, includ-
ing erectile dysfunction, interstitial cystitis, Pey-
ronie’s disease, and bladder and kidney conditions 
(Stem Cell Reports 2019; 13:247-53).

“What we found was that clinics treating uro-
logic conditions almost always treated a whole 
set of other conditions too that were not urologic 
in nature,” said the report’s first author, Emma 
K. Frow, PhD, assistant professor in the School 
for the Future of Innovation in Society and the 
School of Biological and Health Systems Engi-
neering at Arizona State University, Tempe.

Only one, and possibly two, urologists were 
among the providers at the 169 clinics, according 
to the report.

The ThriveMD clinic in Denver and Vail, CO 
is one stem cell clinic offering urologic services. 
Scott Brandt, MD, the clinic’s medical director, 
trained as an anesthesiologist. Dr. Brandt treats 
joint and back pain, as well as erectile dysfunc-
tion. He uses adipose-derived stem cells for ED, 
according to the ThriveMD website.

“Besides adipose-derived cells, additional stem 
cells and growth factors are sourced from bone 
marrow concentrate,” according to the site. Dr. 
Brandt did not respond to Urology Times’ request 
for comment.

Hundreds if not thousands of clinical trials are 
currently looking at stem cell use in medicine, 
according to Dr. Frow, but there are no FDA-ap-
proved stem cell products for conditions in urol-
ogy and many other specialties.

Not only are stem cell procedures not yet 
approved in urology and other specialties, but 
there’s confusion among patients and providers 
about what stem cell therapies are, according to 
Anthony Atala, MD, professor of urology and 
regenerative medicine at Wake Forest School 
of Medicine, Winston-Salem, NC.

Platelet-rich plasma (PRP), for example, is a 
cell therapy—not a stem cell therapy.

“In reality, PRP is one of the very few treat-
ments right now that can be used without FDA 
approval, and is being used,” Dr. Atala said.

Among the stem cell sources being studied are 
fat-derived stem cells and bone marrow-derived 
stem cells, which are autologous stem cells that 
providers harvest from patients and inject back 
into those patients in the same setting.

“The area in urology where those are being most 
used is in erectile dysfunction,” Dr. Atala said.

Researchers have found that a big challenge 
with using fat- and bone marrow-derived stem 
cells is that they don’t last when they’re reinjected.

“Basically, most of those cells are gone within 
a day after injection, and all the cells are gone 
within 5 days,” Dr. Atala said. “Longitudinal, 
well-controlled studies still need to be done to 
see what the long-term effects are from therapies 
using these cells that really don’t stay around.”

Researchers who tracked stem cells derived 
mostly from bone marrow, adipose tissue, or 
skeletal muscle and intracavernously injected 
them into the penis found the stem cells escaped 
the penis and went into bone marrow, and it 
wasn’t clear what happened after that (Stem Cells 
Dev 2012; 21:343–51).

Another drawback of using fat- and bone mar-
row-derived stem cells is that they are limited in 
their ability to differentiate into other cell types 
and their ability to be grown and expanded to 
large quantities, according to Dr. Atala.

Stem cells derived from muscle tissue do last. 
Researchers are studying muscle-derived stem 
cells for conditions like urinary incontinence, 
according to Dr. Atala.

But long-term research is limited on mus-
cle-derived stem cells, he said.

Cord blood stem cells are yet another type of 
autologous stem cell. Cord blood cells, retrieved 
at birth, are stored for later use.

“Those are very similar in use to bone mar-
row-derived stem cells,” Dr. Atala said. “Like 
bone marrow cells, cord stem cells cannot be 
expanded very well and they cannot be converted 
to many other tissue types.”

The ideal stem cell should differentiate read-
ily and expand to large quantities, which would 
make it easier to treat patients as many times 
as needed or at multiple sites. Although human 
embryonic stem cells and induced pluripotent 

stem cells have these properties, their major 
challenge lies in their potential to form tumors.

“Embryonic stem cells come from a discarded 
embryo. And induced pluripotent stem cells are 
from adult cells that can be reverted back to an 
embryonic-like cell by using specific genes or 
factors,” Dr. Atala said. Both cell types can be 
expanded rapidly and are usable in any tissue 
type, including liver, heart, and cartilage.

Because embryonic stem cells and induced 
pluripotent stem cells may form tumors, their 
translation to the clinical setting has been slow.

Amnion cells, which are from the placenta and 
amniotic fluid, are another stem cell type that 
differentiate, expand, and don’t form tumors.

“It’s a good cell type, but no cell is perfect,” Dr. 
Atala said. “One of the challenges with amnion 
cells is you have to work harder to drive them. 
With a human embryonic stem cell or an induced 
pluripotent stem cell, it only takes 7 days to con-
vert those cells to liver cells. It takes 20 days to 
convert amnion stem cells to liver cells. However, 
that’s also the same property that does not allow 
the cells to form the tumors, because you get the 
cells a little bit later in terms of development.”

At the end of the day, scientists and physicians 
don’t know what any of these cells will do for 
patients long term, according to Dr. Atala.

“There are almost no longitudinal, prospec-
tive, randomized, controlled, double-blinded, 
long-term studies and therefore a lot of these 
therapies need to go through that process before 
they should be offered to patients outside the 
research setting,” Dr. Atala said.

A position statement by the Sexual Medicine 
Society of North America agrees that, until the 
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Irwin Goldstein, MD, says scientific literature shows 

low-intensity shock wave therapy works by attracting 

stem cells to the penis and by promoting neo-angiogen-

esis. (Photo courtesy of San Diego Sexual Medicine)“What we found was that clinics 
treating urologic conditions 
almost always treated a whole 

set of other conditions 
too that were not 
urologic in nature.”

EMMA K. FROW, PHD

“Longitudinal, well-controlled 
studies still need to be done to 
see what the long-term effects 

are from therapies using 
these cells that really 
don’t stay around.”

ANTHONY ATALA, MD

See STEM CELLS, on page 40



Cover Feature

FDA approves stem cell, PRP, or shock wave ther-
apy for erectile dysfunction, use of these therapies 
is experimental and should be conducted under 
research protocols in compliance with Institutional 
Review Board approval (bit.ly/SMSNAposition).

Clinicians who retrieve adipose-derived stem 
cells and inject them into the penis to improve sex-
ual function are providing unproven treatments 
and subjecting patients to potential risks, accord-
ing to Peter Stahl, MD, director of male reproduc-
tive and sexual medicine at New York-Presbyteri-
an Hospital/Columbia University Medical Center.

“It may be in the future that some of those 
therapies will emerge clinically effective, but at 
least to my knowledge at this point in time in 
late 2019 there is no evidence basis for injection 
of stem cells into the penis to promote erectile 

function,” Dr. Stahl said. “That being said, there 
has been a really widespread dissemination and 
utilization of stem cell-based techniques to pro-
mote and improve sexual function in men despite 
the lack of evidence. It’s a problem.”

Urologist Koushik Shaw, MD, of Austin Urol-
ogy Institute in Austin, TX, said patient demand 
and the concern that patients are going to non-uro-
logic providers for unproven stem cell treatments 
is putting pressure on urologists like him to look 
into offering the therapies. While Dr. Shaw said he 
offers shock wave treatment for erectile dysfunc-
tion but no stem cell treatments, he is considering 
offering PRP if supported by clinical studies.

“I think it all has to be done with informed con-
sent, with eyes wide open. Make sure the patient 
understands it’s not FDA approved, studies are lim-
ited, and the expectation should be limited,” Dr. 
Shaw said. “In our city, we have a plastic surgeon 
and ER physicians who offer shock wave therapy 
for erectile dysfunction. I see med spas doing it. 
The whole men’s health movement is ours to lose.”

Stem cell therapies are a different matter, 
according to Leigh Turner, PhD, associate 
professor at the Center for Bioethics, School 
of Public Health and College of Pharmacy at 
University of Minnesota, Minneapolis. Urolo-
gists and others who are concerned with being 
compliant and operating within evidence-based 
medical practice should consider steering clear 
of administering stem cell products, unless it’s 
in a research setting, according to Dr. Turner.

“And it’s not clear whether down the road these 
are going to be evidence-based therapies,” said Dr. 
Turner. A 2016 paper that he co-authored found 
more than 50 of the 351 U.S. businesses engaged in 
direct-to-consumer marketing of stem cell inter-
ventions offered urologic services. Urologic con-
ditions ranked seventh most common among 29 
marketed conditions (Cell Stem Cell 2016; 19:154-7).

Dr. Turner called this risky terrain for urologists.
“They run the risk of violating federal law. If 

it’s a licensed medical practitioner, people could 
get in trouble with their state medical boards or 
the Federal Trade Commission,” Dr. Turner said.

For now, there are less risky and promising stem 
cell-like approaches to conditions such as erectile 
dysfunction. One is not to inject stem cells but rath-
er attract stem cells to the penis with low-intensity 
shock wave therapy, according to Dr. Stahl.

“There’s a fairly large body of basic scientific lit-
erature indicating that low-intensity shock wave 
therapy works by attracting stem cells to the penis 
and by promoting neo-angiogenesis,” Dr. Stahl said.

Providing the therapy involves using an FDA-
cleared device with “genuine” shock waves, accord-
ing to Irwin Goldstein, MD, a urologist who prac-
tices sexual medicine in San Diego and and is direc-
tor of the nonprofit Institute for Sexual Medicine 
(SexualMed.org).

“There are a lot of imitation non-shock wave 
acoustic sound waves that are being scammed and 
sold to patients who are desperate,” said Dr. Gold-
stein, who uses a device known as the UroGold 
100. “Real shock wave therapy has been shown to 
activate endogenous stem cells. This specific device 
is FDA cleared now in the U.S. for increasing blood 
flow, connective tissue activation, and amelioration 
of pain, and the FDA has classified this device a 
non-significant risk (NSR) to humans.”

He said he has recruited patients for a pro-
spective sham-controlled trial he will conduct 
looking at shock wave therapy with the UroGold 
100 device for erectile dysfunction.

Pursuing evidence-based research on stem cell 
and other therapies for male sexual function is 
needed, according to Dr. Goldstein, who also 
offers PRP for erectile dysfunction.

“The construct of erectile dysfunction man-
agement by symptomatic treatment... is what 
we’ve mostly ever had,” he said. “But now with 
shock wave therapy, PRP, and one day maybe 
stem cells, the idea is having a disease modifi-
cation strategy.

“It is the first time in erectile dysfunction his-
tory that we might change a primary underlying 
pathology and make the situation more responsive 
to symptomatic treatment or to where the person 
doesn’t even need symptomatic treatment.”  

Dr. Turner filed an expert opinion report in a lawsuit 
filed against The Lung Institute, which markets pur-
ported stem cell treatments for lung diseases. Dr. Gold-
stein’s practice is a site for a trial sponsored by Tissue 
Genesis that uses stem cells for erectile dysfunction.UT
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“At this point in time in late 
2019 there is no evidence basis 
for injection of stem cells into 

the penis to promote 
erectile function.”

PETER STAHL, MD

“The whole men’s 
health movement is 
ours to lose.”

KOUSHIK SHAW, MD

“[Providers of stem cell 
interventions] run the risk 
of violating federal law.”

LEIGH TURNER, PHD

Embryonic stem cells

 8Able to differentiate

 8Able to expand to large  

 quantities

 8May form tumors

Induced pluripotent stem cells

 8Able to differentiate

 8Able to expand to large   

 quantities

 8May form tumors

Amnion cells

 8Able to differentiate

 8Able to expand to large  

 quantities

 8Does not form tumors

 8Takes longer than embryonic  

 or induced pluripotent stem  

 cells to covert to other cells

Cord blood stem cells

 8Autologous

 8Limited ability to 

 differentiate

 8Limited ability to expand  

 to large quantities

Bone marrow and fat stem cells

 8Autologous

 8Last only up to 5 days when  

  reinjected

 8Limited ability to differentiate

 8Limited ability to expand to   

 large quantities

STEM CELL TYPES AT A GLANCE

MOST PRIMITIVE/MOST POWERFUL MOST MATURE/LEAST POWERFUL

Source: Anthony Atala, MD
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Enrollment complete for phase III

trial of enteric hyperoxaluria agent

Allena Pharmaceuticals, Inc. has completed 
enrollment in its pivotal phase III URIROX-1 
clinical trial. URIROX-1 is a multicenter, global, 
randomized, double-blind, placebo-controlled 
trial evaluating the efficacy and safety of reloxal-
iase for the treatment of patients with enteric 
hyperoxaluria. The company expects to report 
topline data from the trial in the fourth quarter 
of 2019. The URIROX program consists of two 
pivotal phase III clinical trials, URIROX-1 and 
URIROX-2, which are designed to evaluate the 
safety and efficacy of reloxaliase in patients with 
enteric hyperoxaluria. The primary efficacy end-
point for both trials is the percent change from 
baseline in 24-hour urinary oxalate excretion 
measured during weeks 1-4, comparing reloxal-
iase to placebo.

FDA grants IDE approval to begin

pivotal study of BPH device

Urotronic, Inc. said it has received an investiga-
tional device exemption ( IDE) approval from the 
FDA to begin its U.S. pivotal study for the Opti-
lume BPH Catheter System. The IDE clinical 
trial, known as PINNACLE, will be conducted 
at 20 medical facilities around the country. The 
Optilume BPH procedure is a minimally inva-
sive treatment that gives urologists the oppor-
tunity to offer an office-based or outpatient 
treatment option that may provide relief to men 
who are looking for an alternative to currently 
available BPH treatment offerings. The trial will 
get underway shortly and will follow patients for 
5 years, according to Urotronic.

Lab to incorporate bladder cancer

assay into detection program

KDx Diagnostics, Inc. has licensed Acupath 
Laboratories, Inc. to incorporate its URO17 
immunocytochemistry assay into its enhanced 
bladder cancer detection program. Acupath 
received approval from the New York State 
Department of Health in June 2019, and is the 
first laboratory to offer the test in the U.S. under 
a semi-exclusive license from KDx. The URO17 
bladder cancer test was developed and key com-
ponents manufactured by KDx. Acupath said it 
will utilize the marker as an adjunct to traditional 
thin prep urine cytology and in addition to Acu-
path’s FISH testing capabilities.

Myriad Genetics to collaborate

with UK institute to evaluate PCa test

Myriad Genetics, Inc. will collaborate with the 
Leeds Centre for Personalised Medicine and 
Health to evaluate the clinical utility of the Pro-
laris test in men diagnosed with prostate cancer, 
the company announced. The study will recruit 
100 men and will evaluate the effect of the Pro-
laris test result on doctors’ and patients’ decisions 
about treatment and on costs of using the test 

routinely in the National Health Service. If a 
man’s Prolaris test result shows that his prostate 
cancer is low risk, he may choose to avoid or 
delay having invasive treatment such as surgery 
or radiotherapy.

Company to develop therapeutic

for urinary tract infection

LUCA Biologics said it will develop live biother-
apeutics for widespread, unmet medical needs in 
women’s health. The company’s first therapeutic 
targets urinary tract infection. FDA trials are 
anticipated to be led by Harvard Medical School 
faculty and conducted at Massachusetts General 
Hospital. Patient recruitment will begin this fall. 
LUCA Biologics co-founder Jacques Ravel, PhD, 
will serve as the company’s chief scientist.

Updated phase III data support

benefit-risk profile of bladder Ca Tx

Sesen Bio. has reported updated, preliminary 
primary and secondary endpoint data from the 
company’s phase III VISTA trial further sup-
porting the strong benefit-risk profile of Vicini-
um for the potential treatment of patients with 
high-risk, bacillus Calmette-Guérin-unrespon-
sive, nonmuscle-invasive bladder cancer. The 
updated preliminary phase III clinical data will 
serve as the basis for the anticipated initiation 
of the company’s Biologics License Application 
submission in the fourth quarter of 2019.

Significant improvements seen

with pelvic digital device

Recently published data from a pilot study of 
the leva Pelvic Digital Therapeutic showed sta-
tistically significant improvement in objective 
pelvic floor muscle (PFM) measures, patient-re-
ported urinary incontinence (UI) severity, and 
condition-specific quality of life in patients 
using the device. The pilot study, referred to 
as “Ren-01,” included adult women with stress 
UI or stress-dominant mixed UI. Subjects per-
formed PFM exercises guided by the leva Pelvic 
Digital Therapeutic for 2.5 minutes twice dai-
ly for 6 weeks. During the study, participants 
reported a statistically significant reduction in 
UI symptoms and in the negative impact of UI 
while performing daily activities. In addition, 
participants reported a reduction in symptoms 
on all measures after the first week of training. 
Subjects also reported the leva device to be easy 
to use over the 6-week study. The results were 
published in Neurourology and Urodynamics (2019; 
38:1944-52).

PLK1 inhibitor shows efficacy

in abiraterone-resistant patients

Positive clinical data from an ongoing phase 
II clinical trial of onvansertib, in combination 
with abiraterone acetate (ZYTIGA)/prednisone, 
in metastatic castration-resistant prostate can-
cer, were recently presented at the Asia-Pacif-

ic Prostate Cancer Conference in Melbourne, 
Australia. These data demonstrate the efficacy 
of onvansertib in patients showing resistance 
to abiraterone acetate, including those with the 
highly aggressive and difficult-to-treat androgen 
receptor variant 7 (AR-V7) tumor, according to 
Trovagene, Inc. In the ongoing phase II clini-
cal trial of onvansertib, a first-in-class, oral and 
highly selective PLK1 inhibitor, patients are 
being tested with a simple blood test to assess 
whether they are positive for AR-V7. In all four 
patients who tested positive for AR-V7, thus far, 
an immediate decrease in their serum PSA levels 
was observed.

Phase II data support development

of metastatic RCC drug combination

Immunicum AB (publ) announced the complete 
analysis of the topline data from the explorato-
ry phase II MERECA clinical trial. The study 
evaluated the therapeutic impact of the compa-
ny’s lead candidate, ilixadencel, in combination 
with sunitinib (Sutent) in metastatic renal cell 
carcinoma (RCC) patients. The topline data 
on survival benefit in all patients showed that 
a higher percentage of ilixadencel patients were 
alive as per data cut-off in July 2019. Among the 
the patients with complete responses and partial 
responses, the addition of ilixadencel to suni-
tinib induced stronger and more durable tumor 
responses. These results indicate that ilixadencel 
provided a systemic therapeutic benefit while 
maintaining a positive safety and tolerability 
profile. Overall, the data support the continued 
clinical development of ilixadencel as an immune 
primer in RCC and other solid tumors, Immu-
nicum AB (publ) reported.

License agreement reached

regarding PARP inhibitors

Theragnostics announced a license agreement 
with AstraZeneca for intellectual property 
that enables Theragnostics’ freedom to oper-
ate globally in the diagnostic field of certain 
selected radionuclide-labeled Poly (ADP-Ri-
bose) Polymerase inhibitors (PARPi) with an 
option to an exclusive license for freedom to 
operate globally in the therapeutic field of 
certain selected radionuclide-labeled PARPi. 
Theragnostics’ technology platform enables 
the development of molecular radiotherapy 
based on a PARPi for imaging and treating 
cancer, according to the company. Theragnos-
tics modifies a PARPi drug molecule with a 
radioactive atom to create a radionuclide PAR-
Pi (rPARPi). This can either be used to image 
PARP in a cancer patient for diagnostic use or 
the radioactive isotope can be used to deliver a 
therapeutic dose of radiation into tumor cells, 
which offers the potential to molecularly tar-
get the radiation in order to hit and kill tumor 
cells whilst avoiding damage to healthy cells 
and associated side effects.

DRUGS, DEVICES, AND TESTS IN DEVELOPMENTUroPipeline /
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Your Voice / Commentary from residents, non-physician providers, 
and other voices in the field

O
ne of the many reasons I love 
writing blog posts is reading 
the emails I receive from 
other physicians. They not 

only offer me valuable insights into the 
thoughts of the medical community but 
also keep me constantly up to date on 
the latest trends in medicine. I had just 
returned from a fishing trip with my four 
daughters when I found an email with a 
link to a new article on burnout.

I’m not an expert on burnout but I 
thought I understood it. A good friend 
is currently writing a book on the top-
ic, and I have read his first draft and 
thought I understood its causes. I knew 
that burnout is characterized by three 
key factors: a sense of personal and pro-
fessional exhaustion, a feeling of cyni-
cism and/or detachment, and a sense of 
ineffectiveness.

Further, I was even aware of some of the 
theoretical models that exist to describe 
burnout, my favorite being the Job-De-
mands-Resources model, which postulates 
that burnout is caused when someone is 
presented with incessant job require-
ments without being given the appropriate 
resources.

I had even gone so far as to take some 
of the validated quantitative surveys that 
exist to see where I stood myself (if you’re 
curious, search online for Maslach Burn-
out Inventory, Bergen Burnout Inven-
tory, or Oldenburg Burnout Inventory).

Let’s be honest, medicine is exhausting. 
We are a sarcastic group. But does that 
really mean that that an entire profession 
is teetering on the edge of burnout? No. 
But we may be suffering from an ongoing 
moral injury.

Simon Talbot, MD, and Wendy Dean, 
MD, recently wrote a lovely, novel, and 
thought-provoking article proposing 
that instead of considering physicians as 
experiencing burnout, they are instead 
exposed to an ongoing moral injury. I 
highly recommend everyone read the full 
article, in Urology Times sister publication 
Medical Economics, as it is well worth the 5 

minutes (bit.ly/medecbeyondburnout). I also 
recommend this follow-up article by the 
same team that further expands on their 
concept (bit.ly/moralinjurytalbotdean).

The concept of “moral injury” first 
appeared in 2009 in an article by Litz 
et al and was applied to veterans. The 
authors write: “Potentially morally 
injurious events, such as perpetrating, 
failing to prevent, or bearing witness to 
acts that transgress deeply held moral 
beliefs and expectations may be dele-
terious in the long-term, emotionally, 
psychologically, behaviorally, spiritual-
ly, and socially” (Clin Psychol Rev 2009; 
29:695-706).

The concept equally applies to physi-
cians. Most, but certainly not all, phy-
sicians entered the field with an honest 
desire to help people. Yes, we knew that 
the job paid well and that it offered a 
well-defined path to the upper middle 
class, but so do many other professions.

Further, the concept of putting patients 
first is front and center at every stage of 
our training from volunteering in col-
lege, to learning about the patient-physi-
cian relationship during medical school, 
to accepting the long hours and the per-
sonal, family, and financial strains of resi-
dency. Our entire professional purpose is 
to meet the demands of our patients. And 
when we can’t, we suffer a moral injury.

A problem of environment

Why can’t we meet the needs of our 
patients? We are well trained and we have 

an incredible armamentarium of surger-
ies, medicines, and diagnostic tools at our 
disposal so you would think that doing 
our job would be easy. But it’s not the 
medicine that causes the problem, as Drs. 
Simon and Dean point out; it’s the envi-
ronment we are forced to work in.

In the corporate, profit-driven envi-
ronment we practice in, conflicts of 
interest are everywhere. Financial con-
siderations of the patient or even our 
practices create conflicts. The work 
required to properly implement modern 
electronic health records turns doctors 
into data entry clerks. Fear of litigation, 
properly founded or not, changes what 
tests we order and how we interact with 
patients. The demands of maintaining 
good scores from patient satisfaction 
surveys and monitoring and responding 
to online patient criticism is overwhelm-
ing and often runs counter to practicing 
good medicine.

Believe it or not, the concept of moral 
injury is incredibly powerful, as it offers 
an explanation as to why our current 
efforts to address burnout are failing. 
If the job was simply too stressful, then 
changing schedules, team-based care, 
and various morale-boosting efforts 
should be successful. But clearly, they are 
not. If instead, the very system that we 
are working in is on a daily, almost hourly 
basis, exposing us to injuries that go to 
the core of why we went into medicine, 
other changes must be made.

As Drs. Simon and Dean state, we 
need an environment where physicians 
are given the respect and autonomy to 
make rational, financially responsible 
decisions. We need to work with patients 
who acknowledge their role in their own 
health care and work with us. We need 
hospital and business leaders who under-
stand that physicians possess knowledge 
and skills and are not just replaceable 
assets.

Overall, we need to change not medicine 
but the delivery of medicine before the 
current system changes us anymore.UT

Moral injury: A better model for 
understanding burnout
Demands of electronic health records, patient satisfaction scores take toll

HENRY ROSEVEAR, MD

Dr. Rosevear, a Urology 

Times blogger, is a urologist 

in community practice in 

Colorado Springs, CO.

We need hospital and 
business leaders who 
understand that physicians 
possess knowledge and 
skills and are not just 
replaceable assets.

http://bit.ly/medecbeyondburnout
http://bit.ly/moralinjurytalbotdean
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Policy Update / Commentary and analysis on legislative and regulatory 
developments impacting urology

C 
ongress currently faces a long 
list of health care-related leg-
islative priorities. While sur-
prise medical billing and pre-

scription drug prices are likely to continue 
garnering the most attention, physician 
groups will also be pushing for legislative 
action this year to reform the implemen-
tation of MACRA.

When the Medicare Access and CHIP 
Reauthorization Act (MACRA) was 
passed in 2015, it represented the most 
significant change to how physicians and 
other clinicians are paid under Part B of 
the Medicare program since it was estab-
lished in 1965.

The law was passed to address flaws 
with the Sustainable Growth Rate (SGR) 
system. SGR failed in part because the 
formula did not address quality improve-
ment. Payment rates did not reward pro-
viders for adopting proven practices or 
focusing on prevention and care coordi-
nation with other physician practices.

MACRA Title I established a two-track 
system based on the quality and value of 
care provided. Under the new Quality 
Payment Program, or QPP, clinicians 
can choose to participate in either the 
Merit-based Incentive Payment System 
(MIPS), under which providers continue 
to be reimbursed largely through fee for 
service, or through Alternative Payment 
Models (APMs) that provide financial 
incentives for providers to become more 
responsible for the care they provide.

The law allowed for a 0.5% annual 
increase in the Physician Fee Schedule 
from 2015 through 2019, but imposed a 
6-year freeze on fee updates from 2020 
through 2025. Even during the first 5 
years, the modest payment increases 
have not kept up with inflation. Without 
a fix to MACRA, Medicare payments will 
increasingly fall below physician costs, 
which are estimated to rise by an average 
of 2.2% per year.

The rise in practice costs is due in part 
to the increasing number of regulatory 
requirements that physicians are required 
to comply with, including health IT reg-
ulations, quality reporting requirements, 
and migration to electronic health records. 
CMS estimates that providers spent $694 

million in 2018 complying with MIPS 
reporting requirements. Other estimates 
of the administrative costs of reporting 
quality measures are much larger.

The 2019 Medicare Trustees Report 
found that “absent a change in the delivery 
system or level of update by subsequent 
legislation, access to Medicare-participat-
ing physicians (will) become a significant 
issue in the long term.”

To address this issue, physician advoca-
cy groups have been pushing Congress to 
implement positive payment adjustments 
for providers to replace the scheduled pay-
ment freeze over the next 6 years. A letter 
led by the AMA and sent to congressional 
leadership in June calls for “a stable and 
sustainable revenue source that allows 
(physicians) to sustain their practice and 
invest in practice improvements.”

Underlying this issue is the fact that 
Medicare physician pay has barely 
changed since the beginning of the cen-
tury. Over the last 15 years, Medicare 
payments have increased just 6%—0.4% 
per year on average—while the cost of 
running a medical practice has increased 
30%. Consequently, physicians have expe-
rienced a 19% decline in inflation-adjust-
ed pay since 2001.

Unrealistic time frame

While the impending pay freeze has 
received the most attention from phy-
sician groups in recent months, various 
other adjustments to MACRA are needed 
to ensure physicians who participate in 
the program can be successful moving 
forward.

For example, the 5% bonus payments 
providers receive for participating in 
one of Medicare’s Advanced APMs are 
scheduled to expire after 2022. The bonus 
payments were instituted in 2017 as an 
incentive for clinicians to transition into 
more innovative payment models and to 
help them invest in changing the way they 
deliver care.

The incentive payments, however, were 
only funded for the first 6 years of the pro-
gram. Considering only a few Advanced 
APMs were made available during the 
first 3 years of the program, 3 more years 
is not nearly enough time for hundreds 

of thousands of providers to transition to 
a value-based care system that requires 
significant investment in new technolo-
gies, workflow systems, personnel, and 
training.

In 2018, the number of physicians 
participating in Advanced APMs nearly 
doubled to 183,306 (from 99,076 in 2017). 
That is just a small fraction, however, of 
the approximately 1.3 million providers 
currently under MACRA.

AACU and other physician advocacy 
groups have called on Congress to extend 
the 5% bonus for Advanced APM par-
ticipants for an additional 6 years. The 
proposal was discussed at length during 
a Senate Finance Committee hearing on 
May 8 focused on MACRA implementa-
tion and reform. But so far, no legislation 
has been introduced in either congressio-
nal chamber to address this issue.

There are various other technical 
changes to MACRA that are needed in 
order to simplify MIPS and make qual-
ity reporting more meaningful. These 
include: providing scoring flexibility to 
CMS to allow for multi-category credit; 
updating the Promoting Interoperabil-
ity category to allow physicians to use 
a certified EHR or similar technology; 
allowing CMS to develop multiple per-
formance thresholds; and removing the 
requirement that episode-based cost mea-
sures account for half of all expenditures 
under Medicare Parts A and B.

On a positive note, Congress has 
attempted to address one roadblock to 
the adoption of value-based care models 
by removing a statute that restricts inte-
grated health care delivery. The Medicare 
Care Coordination Improvement Act (S. 
966/H.R. 2282) would modernize the 
Medicare referral law or “Stark Law” by 
allowing physicians to enter into agree-
ments with other providers to better coor-
dinate patient care. The legislation is sup-
ported by AACU, LUGPA, and the AUA.

Congress must pass Stark Law reform 
this year, and in coordination with CMS, 
engage the medical community to update 
MACRA so that physicians have the sup-
port they need to transition to more effi-
cient models of care delivery and better 
serve Medicare patients.UT

Transition to value-based care requires 
MACRA reform

YEHUDA A. SUGARMAN

Mr. Sugarman is federal 

affairs manager for the 

American Association

of Clinical Urologists.
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Speak Out / Interviews with randomly selected urologists on hot-button issues.
Compiled by Karen Nash. 

How has your management of BPH 
patients changed?

“
The gold standard is still TURP [trans-
urethral resection of the prostate], and, 

of course, medications and transurethral micro-
wave thermal therapy. I don’t try anything new 
unless it’s been tried a million times by some-
body else. I’m not an early adopter.

I don’t think anyone says those newer treat-
ments can compare to the TURP. Heated steam 
is not as good; microwave is not as good; Green-
Light laser is not as good, although that’s a form 
of transurethral vaporization of the prostate 
gland. Those are pretty equivalent. That’s the 
only thing that comes close to the results you 
get with TURP.

My motto is, stick with what works.
I did five microwaves today because guys 

requested it, as opposed to a TURP. They’re 
all going back to work tomorrow. They’ll have 
hardly any side effects. It doesn’t work that great, 
however. The good thing is, it has no sexual side 
effects. I tell them it’s not good as a long-term 
treatment, that in about 4-5 years they’ll need 
something else, but they still want TUMT. I do 
it because patients ask.”

D. Mark Brown, MD / Olympia, WA

“
The way I work up BPH patients has 
changed considerably because of these new 

treatments. Previously, I’d usually go right to laser 
vaporization of the prostate, but now that UroLift 
and Rezum are available, I like to know the shape 
and size of the gland. It’s important in order to 
figure out the best procedure for the patient.

We offer both the Rezum and the UroLift. 
I also do the TURP and laser prostate vapor-
ization. I tell patients that improvements in the 
flow and their symptoms are probably going 
to be best with traditional treatments, such as 
TURP or laser. But patients who are very moti-
vated in preserving ejaculatory function aren’t 
going to be happy with the TURP; that usually 
includes the younger guys. I tell them there’s a 
treatment that helps preserve sexual function, 
but it may not be as good as traditional treat-
ments at improving your prostate symptoms, so 
it’s a trade-off.

Also, UroLift and Rezum have only been 
around for a couple of years. We don’t know 
what the long-term improvements will be.

Personally, I like laser prostate vaporization. 
Historically, TURP was the gold standard, but 
results with laser vaporization are comparable, 
with lower bleeding risks, and patients go home 
the same day. That’s the gold standard. I trained 
in the era of lasers, so I’m a big believer in them. 
It’s the same operation as TURP, just with new-
er technology that makes it easier.

I think new procedures like UroLift and 
Rezum are here to stay for very specific 
patients—patients with mild to moderate symp-
toms, who are mainly interested in preserving 
their sexual function.”

Michael Holzer, MD / Oklahoma City

“
For the vast majority of my patients, 
I usually stick to either traditional 

TURP—I’m a fairly young urologist, just 8 
years out of residency—or GreenLight pho-
toselective vaporization.

I basically choose the procedure based on the 
patient’s anatomy. If they have a large or median 
lobe, I do a traditional TURP because I like to 
resect it. GreenLight works as well as traditional 
TURP. The benefit is that most of my patients 
go home the same day.

We looked at Rezum and UroLift as potential 
new therapies, but UroLift was hard to get off 
the ground. We had to get a bunch of patients 
interested right off the bat and try to coordinate 
them for the same day, because they wanted to 
do multiple cases all at once to get us up to speed. 
That was just a logistical challenge.

Then, while we were looking at Rezum, 
patients who had these procedures elsewhere, 
both Rezum and UroLift, came to me with 
complications. Granted, it’s very anecdotal—I’m 
sure many people had good experiences.

My chairman used to say, it seems these new 
procedures come along, but we always go back 
to TURP. Alternative therapies make their run, 
but none seem to have the legs to be meaningful 
long-term options.

One of my partners refers people to a local 
interventional radiologist for prostatic artery 
embolization, but I don’t know what he uses for 
his basis.”

Brian Kowal, MD / Hyannis, MA
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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 Gstirrup201�

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

Recruitment

NEW YORK NATIONAL

GET FAST ACTION !!
WITH THE DYNAMICS OF 

MARKETPLACE  ADVERTISING!

GET FAST 

ACTION !!
WITH THE 

DYNAMICS OF 

MARKETPLACE  

ADVERTISING!

http://www.GStirrup.com
http://www.GStirrup.com
mailto:estone@maximweb.com
http://www.urologyjobsearch.com
http://urologylocums.com
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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!

http://clayton.tebbetts@hhchealth.org
mailto:nardinp@upmc.edu
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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

mailto:Kristin.Allard@uvmhealth.org
mailto:Kristin.Allard@uvmhealth.org
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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

http://clayton.tebbetts@hhchealth.org
mailto: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

Advocates work toward 
Office of Men’s Health 
Congressional support sought for proposed bill

A 
renewed effort to establish a new Office 
of Men’s Health, which would improve 
coordination of initiatives throughout 
the federal government and improve 

education, awareness, and screening programs 
to improve men’s health, is now underway in 
Washington.

Led by the nonprofit Men’s Health Network 
(MHN), the initiative seeks to establish a new 
entity within the U.S. Department of Health and 
Human Services (HHS) to provide education and 
awareness of men’s unique health needs, including 
diseases such as testicular and prostate cancer.

“Establishing an Office of Men’s Health is vital 
to the support and promotion of messaging to 
men and their families,” said Ana Fadich-Tomsic, 
MHN’s vice president.

“We at MHN strive to provide free educational 
events and materials to communities across the 
country, so that every man has a fighting chance 
against prostate cancer,” she said. “Our outreach 
efforts could be greatly amplified with an estab-
lished Office of Men’s Health to disseminate the 
information and provide recommendations for 
men to follow throughout the year.”

MHN seeks support of  

congressional caucus

Establishing an Office of Men’s Health within 
the federal government requires Congress to 
pass authorizing legislation, so Fadich-Tomsic said 
MHN has drafted a proposed bill and is seeking 
the support of the Congressional Men’s Health 
Caucus, co-chaired by Reps. Donald M. Payne, Jr. 
(D-NJ) and Markwayne Mullin (R-OK).

A spokesperson for Payne said his boss was 
“working with” MHN, but that the prospects 
for the enabling legislation needed to establish 
an Office of Men’s Health are unknown. Similar 
efforts have been made in previous years but have 
been unsuccessful. Both Payne and Mullin have 
been active supporters of MHN, participating 
in the organization’s annual workout events on 
Capitol Hill.

“We’ve been working with the Men’s Health 
Caucus to see if they’re interested in being a spon-
sor of the legislation,” Fadich-Tomsic said. “They 
have a lot going on, but we’re hopeful because 
we’ve been getting good responses.”

Representatives of MHN have been in touch 
with officials at HHS and the Centers for Medi-
care & Medicaid Services and have been told that 
they support the initiative if Congress approves 
the legislation.

“We’ve talked to all the different agencies, 
but not the White House as yet,” Fadich-Tom-
sic said, explaining that it is difficult to know 
who, exactly, to contact there. “So, we haven’t 
been able to sit down with the Trump admin-
istration. With the Obama administration, we 
had a dialogue on men’s health that we hosted. 
We brought in people from corporations and 
speakers to discuss why focusing on men’s health 
is important, how it benefits women’s health, and 
family health overall.”

In addition, she said MHN has contacted the 
governors of all 50 states, mayors of major cities, 
and other legislators urging them to support the 
legislative initiative.

“We work closely with the American Urologi-
cal Association, and they participated in briefings 
with us,” she said. “They provided us with speakers 
and every year I attend their annual meeting and 

sit on their panels. Also, I work with the Urolo-
gy Care Foundation, as well as LUGPA and the 
American Society for Men’s Health.”

Men’s health a concern for women, 

government

The draft legislation, which has yet to be intro-
duced, is called the “Men’s Health Awareness and 
Improvement Act.” Among key points made in 
the bill:

• Risks to the health and well-being of men and 
their families are on the rise because of a lack of 
education on, awareness of, and pursuit of preven-
tive screening and care.

• It is a health crisis that is also a concern for 
women regarding their fathers, husbands, sons, 
and brothers.

• The U.S. Census Bureau predicts that in 2020, 
45% of people age 65 and over will be men and 
55% will be women, a marked decline in the male 
population.

• Men’s health is a concern to government, 
which must absorb the high costs of premature 
death and disability, including the cost of caring 
for dependents.

• Educating men, their families, and health care 
providers about the importance of early detection 
of men’s health issues can result in reducing mor-
tality rates and improving health and the nation’s 
overall economic well-being.

• Of concern is the physical, mental, and emo-
tional well-being of military men (and women) 
returning from war zones and the country’s 
veterans.

• According to the National Cancer Institute, 
cancer mortality is markedly higher among men 
than women.

• Prostate cancer is the most frequently diag-
nosed cancer among men, with nearly 165,000 
diagnosed this year alone and almost 30,000 fac-
ing death.

According to the bill, the Office of Men’s Health 
would be headed by a director appointed by the 
HHS secretary. It would conduct, support, coor-
dinate, and promote programs and activities to 
improve the state of men’s health in the U.S. and 
consult with HHS offices and agencies to coor-
dinate public awareness, education, and screening 
programs and activities relating to men’s health. 
Emphasis would be on colorectal and prostate 
cancer, diabetes, cholesterol, and mental health 
screening programs for men identified as being at 
increased risk of developing such conditions and 
diseases.

Establishing the new Office of Men’s Health 
would build upon the success of the Office of 
Women’s Health, according to Fadich-Tomsic.

“We’re trying to show this would not take 
away from Office of Women’s Health,” she 
explained. “We’re trying to make it an even play-
ing field.”UT

FAST FACTS

The Men’s Health Network-led initiative to estab-

lish an Office of Men’s Health:

Q would provide education and awareness of men’s 

unique health needs, including diseases such as tes-

ticular and prostate cancer

Q requires passage of legislation from Congress

Q has the support of the Department of Health and 

Human Services and the Centers for Medicare & 

Medicaid Services if legislation is passed

“Establishing an Office of Men’s 
Health is vital to the support and 
promotion of messaging to men 
and their families.”

ANA FADICH-TOMSIC

VICE PRESIDENT, MEN’S HEALTH NETWORK



Malpractice Consult

I 
n this medical malpractice mat-
ter, the plaintiff alleged that the 
defendant urologist and radiol-
ogist failed to timely diagnose 

and treat the decedent’s cancer, which 
metastasized and resulted in death. The 
defendants denied the allegations and 
maintained there was no deviation from 
acceptable standards of care.

The 73-year-old male decedent came 
under the care of the defendant urologist 
for surgery. As part of the preoperative 
work-up, a chest x-ray was performed, 
which was interpreted by the defendant 
radiologist. The x-ray report was sent to 
the decedent’s primary care physician, but 
not to the urologist. The x-ray showed a 
lung lesion that did not appear on an earli-
er x-ray. The decedent was later diagnosed 
with and died from metastatic lung cancer.

Suit brought against urologist, 

radiologist

The plaintiff brought suit against the 
defendant urologist and radiologist, alleg-
ing that the defendants should have fol-
lowed up on the x-ray. The plaintiff con-
tended that the suspect finding required 
the defendant radiologist to contact the 
referring physician, the defendant urol-
ogist, and the primary care physician 
directly to communicate his findings.

Further, the plaintiff contended that the 
defendant urologist was negligent in fail-
ing to follow up and obtain the results of 
the x-ray that he had ordered. The plain-
tiff contended that if the defendants had 
complied with the applicable standards of 
care, the decedent would have been diag-
nosed sooner and had a better chance of 
preventing the cancer from spreading.

The defendants denied the allegations 
and maintained there was no deviation 
from acceptable standards of care. The 
defendant radiologist maintained that he 
was under no obligation to circulate the 
report to the various doctors as the plaintiff 
alleged. The defendant presented evidence 
that the end result would not have changed 
if the decedent had been diagnosed earlier.

At the conclusion of the trial, the jury 
deliberated for approximately 4 hours 
before returning its verdict in favor of the 
defendant and against the plaintiff.

LEGAL PERSPECTIVE: Proving negli-
gence in a medical malpractice case is 
difficult. As in any medical malpractice 
action, the plaintiff has the burden to 
prove by a preponderance of the evi-
dence: the existence of a standard of care 
within the medical community, breach 
of that standard of care by the defendant, 
and proximate cause between the medi-
cal negligence and the injury sustained. 

The appropriate standard of care is  
what a medical professional of ordinary 
skill, care, and diligence in the same 
medical specialty would do in same or 
similar circumstances. Standard of care 
in a medical malpractice case is that level 
of care of a reasonable practitioner in 
the same field under the same or simi-
lar circumstances. Of course, breach of 
a standard of care alone is not enough 
to prove a medical malpractice case. A 
plaintiff must also prove that the patient 
sustained an injury that was proximate-
ly caused by the breach. Ultimately, the 
plaintiff must prove causation through 
medical expert testimony in terms of 
probability to establish that the injury 
was, more likely than not, caused by the 
defendant’s negligence.  

Juries nationwide are typically tough on 
medical malpractice plaintiffs. At the end 
of the day, medicine is hard, and there is 
often no one right way to do something. 
Additionally, juries tend to believe that 
most doctors try their best, and not all 
patients have a good outcome. And, even 
if a patient-plaintiff experiences a bad out-
come, that does not mean that someone 
did something wrong. 

That principle seemed to carry the day 
in this case. 

Here, a key component to the defense 
verdict was the fact that the defendants 
were able to provide convincing expert 
testimony regarding the outcome of the 
decedent’s situation if the diagnosis had 
been tendered earlier, as argued by the 
plaintiff. The defense was able to sway 
the jury through the expert oncology 
testimony that the outcome would not 
have been different if the cancer had been 
diagnosed earlier.

The defendants’ expert opined that the 
cancer most likely had metastasized prior 
to the initial x-ray that was taken. As such, 
the expert’s opinion was that the alleged 
delay in diagnosis of the cancer did not 
have a detrimental effect on the outcome. 
The cancer was already metastasized and 
most probably the outcome to the dece-
dent would have been identical, regardless 
of whether the cancer was diagnosed and 
treated at any earlier date.

The plaintiff argued that the urologist 
failed to follow-up on the x-ray that he 
had ordered. The defendant urologist 
argued that the x-ray findings did not 
alter the urologist’s decision regarding 
the surgery and that, at all times, he 
acted within the applicable standard of 
care. The urologist maintained that he 
was under no additional obligation as 
the plaintiff contended. Since the x-ray 
report did not indicate that surgery was 
not appropriate, the defendant proceed-
ed and argued that he had no other duty.

The plaintiff attempted to argue that 
the radiologist was under a higher duty to 
directly reach out to the decedent’s doc-
tors to communicate his findings. The 
defendant radiologist maintained that he 
complied with the standard of care by 
supplying the doctors with copies of his 
findings and he had no other duty to fol-
low up, since there were no other x-ray 
reports to compare or further workup 
required. Since the plaintiff was unable to 
demonstrate, to the jury’s satisfaction, 
that causation had been established, a 
defense verdict was tendered.UT

Lack of follow-up
on x-ray leads to lawsuit 
Plaintiff alleges failure to timely diagnose, treat cancer

In this case, a key 
component to the defense 
verdict was the fact that the 
defendants were able to 
provide convincing expert 
testimony regarding the 
outcome of the decedent’s 
situation if the diagnosis 
had been tendered earlier, 
as argued by the plaintiff.

ACACIA BRUSH 
PERKO, ESQ.

Ms. Perko is an attorney in 

the Columbus, OH offi ce of 

Reminger Co., LPA, where 

she specializes in medical 

malpractice defense 

litigation and transactional 

matters. She welcomes your 

feedback on this column at 

APerko@reminger.com.
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is our world

Together we’re entering a new phase in the treatment  

of bladder cancer, exploring new therapies  

to support the unique needs of your patients.
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5H]ěP™ Water Vapor Therapy

5H]ěP™ Water Vapor Therapy 

UHPRYHV�WKH�WLVVXH��$QG�WKH�SUREOHP�

Unlike a permanent implant that lifts 

the prostate out of the way while it 

continues to grow, minimally invasive 

5H]ěP�WKHUDS\�GHOLYHUV�QDWXUDO��VWHULOH�

VWHDP�GLUHFWO\�WR�WKH�WDUJHWHG�WLVVXH��

This causes the prostate to shrink an 

DYHUDJH�RI�����DFFRUGLQJ�WR�FOLQLFDO�VWXGLHV�1 So your 

SDWLHQWV�FDQ�HQMR\�ODVWLQJ�UHOLHI�Ş�QRW�D�WHPSRUDU\�Ĭ[�

:DQW�WR�NQRZ�PRUH"

For you 

ERVWRQVFLHQWLĬF�FRP�UH]XP

For your patients 

WUHDWP\ESK�FRP

4.4%
1

4-Year Surgical Retreatment Rate*

BPH IS NOT  
SOMETHING 

YOU CAN JUST
PULL ASIDE.

UroLift™�6\VWHP

13.6%
2

* Results from different clinical investigations are not directly comparable. Information provided for educational purposes only.
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