
September 2020 VOL. 48, NO. 09    UrologyTimes.comSeptember 2020 VOL. 48, NO. 09    UrologyTimes.com

OAB agent 
maintains favorable 
safety profile 
Findings from a double-blind extension study of 
the vibegron EMPOWUR phase 3 trial demon-
strated that once-daily vibegron maintained a 
favorable safety profile and had durable benefit 
for improving symptoms of overactive bladder 
over the 52 weeks of the study, exceeding that 
of the comparator anticholinergic agent, toltero-
dine extended release.

BENIGN PROSTATIC HYPERPLASIA
Holmium laser advances help propel progress
in BPH, urinary stones

KIDNEY STONES
Algorithm may predict health-related quality of life
in patients with urolithiasis

BLADDER CANCER
Antibiotics linked to worse OS outcomes
with atezolizumab in bladder cancer

SEXUAL DYSFUNCTION
Restorative therapies for ED: Lots of buzz, but data 
are limited

Inside

PROSTATE CANCER

OVERACTIVE BLADDER/INCONTINENCE

Expert clinical analysis. Practice advice. Policy perspectives.

PSA SCREENING IN PROSTATE CANCER:

The controversy continues

Areevaluation of the tradeoffs of prostate cancer 
screening using the most recent data should 
rewrite the negative narrative associated with 
PSA testing, according to an analysis pub-

lished in the New England Journal of Medicine (NEJM).1

In their paper, the researchers explain that PSA screening 
became a widespread practice in the early 1990s, and over 
the ensuing 25 years, there was a significant increase in the 
number of prostate cancer diagnoses, along with an approx-
imately 50% decrease in mortality rates. However, over the 
past 10 years, PSA screening has significantly declined, as 
initial findings from randomized trials cast doubt on its 
actual value and professional organizations began issuing 
guidelines recommending against screening.

In 2012, the US Preventive Services Task Force (USPSTF) 
issued a grade D recommendation against the use of PSA 

Jason M. Broderick
Associate Editorial Director, Urology Times®

New analysis supports return to widespread screening

See PSA SCREENING, on page 16
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NUMBER NEEDED TO SCREEN 
TO PREVENT 1 DEATH FROM 
PROSATE CANCER

For the full article, please turn to page 8 For the full article, please turn to page 28

2021 proposed rule: 
Get ready for E/M 
changes
On August 3, the Centers for 
Medicare & Medicaid Ser-
vices released its proposed 
rule for the 2021 Medicare Physician Fee Schedule. 
In their “Coding and Reimbursement” column, Jon-
athan Rubenstein, MD, and Mark Painter discuss 
some of the proposed changes they feel are most 
important for urologists, including significant changes 
to evaluation and management codes.

CODING AND REIMBURSEMENT

570 
men

25 years of follow-up*
(new model projection)

385 
men

*Projection based on data from European Randomized Study of 
Screening for Prostate Cancer. Men were randomized between 
ages 55 -69 and most received screening every 4 years until age 
67-78. Biopsy referral occurred with PSA level >3 ng/mL. 

16 years of follow-up
(current data)
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of patients treated with 
JELMYTO achieved a 
Complete Response (CR)1

estimated based on an 
interim Kaplan-Meier analysis 
at 12 months post-CR2,3

58% 84%
(95% CI: 45, 69)

N=71

Durability 
of Response
(95% CI: 71, 97)

Complete 
Response

of patients treated with 
JELMYTO achieved a 
Complete Response (CR)1

58%
(95% CI: 45, 69)

N=71

Complete 
Response

Learn more at JELMYTO.com/hcp

The OLYMPUS Study is ongoing. At the time of data cutoff1:

•  19 patients remained in CR 
•  7 patients had disease recurrence 
•  9 patients continued to be followed for 12-month duration of response

• Median duration of response was not reached, with a range of 0-18.8+ months1

•  The most common adverse reactions (≥20%) reported were ureteric obstruction, fl ank 
pain, urinary tract infection, hematuria, renal dysfunction, fatigue, nausea, abdominal 
pain, dysuria, and vomiting1

CI=confi dence interval.

THE FIRST AND ONLY FDA-APPROVED 
TREATMENT FOR LOW-GRADE UTUC1

SPARE THE KIDNEY 
FOR TOMORROW1*

NOW APPROVED FOR LOW-GRADE UPPER TRACT UROTHELIAL CANCER (LG-UTUC) IN ADULT PATIENTS1

IN THE OLYMPUS STUDY,†

JELMYTO treatment in patients with 
low-grade UTUC achieved:

Important Safety Information (cont’d)

Please see Important Safety Information 
on the adjacent page for JELMYTO.

JELMYTO is a trademark of UroGen Pharma, Ltd. 
© 2020 UroGen Pharma, Inc.  
All rights reserved. US-JEL-00212  05/20

* JELMYTO is instilled via the pyelocalyceal system 
in a procedure that spares the kidney.

†   Study design: The effi  cacy of JELMYTO was investigated in 
the ongoing OLYMPUS Study (N=71), a phase 3, open-label, 
single-arm, multicenter trial in patients with treatment-naïve 
or recurrent low-grade non-invasive UTUC with ≥1 measurable 
papillary tumor between 5-15 mm (partial resection/
debulking was permitted if >15 mm). Patients were treated 
with 6 instillations once a week. The dosage of JELMYTO was 
individualized based on volumetric measurements using 
pyelography with the intent to fi ll the renal pelvis. CR was 
defi ned as complete absence of tumor lesions at 3 months 
after initiation of treatment and evaluated via urine cytology, 
ureteroscopy, and biopsy (if warranted). The primary endpoint 
was CR. Secondary endpoint: durability of response at 
12-month follow-up of CR evaluation.1

Indications and Usage
JELMYTO™ (mitomycin) for pyelocalyceal solution 
is indicated for the treatment of adult patients 
with low-grade Upper Tract Urothelial Cancer 
(LG-UTUC).

Important Safety Information
Contraindications
JELMYTO is contraindicated in patients with 
perforation of the bladder or upper urinary tract.

Ureteric Obstruction
Ureteric obstruction, including ureteral stenosis 
and hydronephrosis, occurred in patients 
receiving JELMYTO. Monitor patients for signs and 
symptoms of ureteric obstruction, including fl ank 
pain, and fever, and for changes in renal function. 
Patients who experience obstruction may 
require transient or long-term ureteral stents or 
alternative procedures. Withhold or permanently 
discontinue JELMYTO based on the severity of 
ureteric obstruction.

Bone Marrow Suppression
The use of JELMYTO can result in bone marrow 
suppression, particularly thrombocytopenia 
and neutropenia. The following tests should be 
obtained prior to each treatment: Platelet count, 
white blood cell count differential and hemoglobin.  
Withhold JELMYTO for Grade 2 thrombocytopenia 
or neutropenia. Permanently discontinue for Grade 3 
or greater thrombocytopenia or neutropenia. 

Embryo-Fetal Toxicity
Based on fi ndings in animals and mechanism 
of action, JELMYTO can cause fetal harm 
when administered to a pregnant woman. In 
animal reproduction studies, administration of 
mitomycin resulted in teratogenicity. Advise 
females of reproductive potential to use 
effective contraception during treatment with 
JELMYTO and for 6 months following the last 
dose. Advise male patients with female partners 
of reproductive potential to use effective 
contraception during treatment with JELMYTO 
and for 3 months following the last dose.

Common Adverse Reactions
The most common adverse reactions in ≥ 20% 
of patients treated with JELMYTO were ureteric 
obstruction, fl ank pain, urinary tract infection, 
hematuria, renal dysfunction, fatigue, nausea, 
abdominal pain, dysuria, and vomiting. 

Additional Adverse Reactions Information
Selected clinically relevant adverse reactions 

in < 10% and ≥ 2% of patients who received 
JELMYTO include urinary tract infl ammation, 
bladder spasm, urosepsis, hypersensitivity, and 
instillation site pain.

Use in Specifi c Populations
Lactation
Because of the potential for serious adverse 
reactions in a breastfed child, advise women not 
to breastfeed during treatment with JELMYTO 
and for 1 week following the last dose.

Preparation and Administration Information
JELMYTO is for pyelocalyceal use only and 
not for intravenous use, topical use, or oral 
administration. JELMYTO must be prepared 
and administered by a healthcare provider. To 
ensure proper dosing, it is important to follow the 
preparation instructions found in the JELMYTO 
Instructions for Pharmacy and administration 
instructions found in the JELMYTO Instructions 
for Administration.

JELMYTO may discolor urine to a violet to blue color 
following the instillation procedure. Advise patients 

to avoid contact with urine for at least six hours 
post-instillation, to void urine sitting on a toilet, and 
to fl ush the toilet several times after use.

JELMYTO is a cytotoxic drug. Follow applicable 
special handling and disposal procedures.

Please see Brief Summary of Prescribing 
Information for JELMYTO on the following pages.

References: 1. JELMYTO [package insert]. 
Princeton, NJ: UroGen Pharma, Inc.; 2020. 
2. Kleinmann N, Matin SF, Pierorazio PM, et al. 
Primary chemoablation of low-grade upper tract 
urothelial carcinoma using UGN-101, a mitomycin-
containing reverse thermal gel (OLYMPUS): an 
open-label, single-arm, phase 3 trial. Lancet 
Oncol. 2020. https://doi.org/10.1016/S1470-
2045(20)30147-9. Accessed April 29, 2020. 
3. Data on fi le. UroGen Pharma, Inc., Princeton, NJ.
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•  19 patients remained in CR 
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•  9 patients continued to be followed for 12-month duration of response
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* JELMYTO is instilled via the pyelocalyceal system 
in a procedure that spares the kidney.

†   Study design: The effi  cacy of JELMYTO was investigated in 
the ongoing OLYMPUS Study (N=71), a phase 3, open-label, 
single-arm, multicenter trial in patients with treatment-naïve 
or recurrent low-grade non-invasive UTUC with ≥1 measurable 
papillary tumor between 5-15 mm (partial resection/
debulking was permitted if >15 mm). Patients were treated 
with 6 instillations once a week. The dosage of JELMYTO was 
individualized based on volumetric measurements using 
pyelography with the intent to fi ll the renal pelvis. CR was 
defi ned as complete absence of tumor lesions at 3 months 
after initiation of treatment and evaluated via urine cytology, 
ureteroscopy, and biopsy (if warranted). The primary endpoint 
was CR. Secondary endpoint: durability of response at 
12-month follow-up of CR evaluation.1

Indications and Usage
JELMYTO™ (mitomycin) for pyelocalyceal solution 
is indicated for the treatment of adult patients 
with low-grade Upper Tract Urothelial Cancer 
(LG-UTUC).

Important Safety Information
Contraindications
JELMYTO is contraindicated in patients with 
perforation of the bladder or upper urinary tract.

Ureteric Obstruction
Ureteric obstruction, including ureteral stenosis 
and hydronephrosis, occurred in patients 
receiving JELMYTO. Monitor patients for signs and 
symptoms of ureteric obstruction, including fl ank 
pain, and fever, and for changes in renal function. 
Patients who experience obstruction may 
require transient or long-term ureteral stents or 
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discontinue JELMYTO based on the severity of 
ureteric obstruction.

Bone Marrow Suppression
The use of JELMYTO can result in bone marrow 
suppression, particularly thrombocytopenia 
and neutropenia. The following tests should be 
obtained prior to each treatment: Platelet count, 
white blood cell count differential and hemoglobin.  
Withhold JELMYTO for Grade 2 thrombocytopenia 
or neutropenia. Permanently discontinue for Grade 3 
or greater thrombocytopenia or neutropenia. 

Embryo-Fetal Toxicity
Based on fi ndings in animals and mechanism 
of action, JELMYTO can cause fetal harm 
when administered to a pregnant woman. In 
animal reproduction studies, administration of 
mitomycin resulted in teratogenicity. Advise 
females of reproductive potential to use 
effective contraception during treatment with 
JELMYTO and for 6 months following the last 
dose. Advise male patients with female partners 
of reproductive potential to use effective 
contraception during treatment with JELMYTO 
and for 3 months following the last dose.

Common Adverse Reactions
The most common adverse reactions in ≥ 20% 
of patients treated with JELMYTO were ureteric 
obstruction, fl ank pain, urinary tract infection, 
hematuria, renal dysfunction, fatigue, nausea, 
abdominal pain, dysuria, and vomiting. 

Additional Adverse Reactions Information
Selected clinically relevant adverse reactions 

in < 10% and ≥ 2% of patients who received 
JELMYTO include urinary tract infl ammation, 
bladder spasm, urosepsis, hypersensitivity, and 
instillation site pain.

Use in Specifi c Populations
Lactation
Because of the potential for serious adverse 
reactions in a breastfed child, advise women not 
to breastfeed during treatment with JELMYTO 
and for 1 week following the last dose.

Preparation and Administration Information
JELMYTO is for pyelocalyceal use only and 
not for intravenous use, topical use, or oral 
administration. JELMYTO must be prepared 
and administered by a healthcare provider. To 
ensure proper dosing, it is important to follow the 
preparation instructions found in the JELMYTO 
Instructions for Pharmacy and administration 
instructions found in the JELMYTO Instructions 
for Administration.

JELMYTO may discolor urine to a violet to blue color 
following the instillation procedure. Advise patients 

to avoid contact with urine for at least six hours 
post-instillation, to void urine sitting on a toilet, and 
to fl ush the toilet several times after use.

JELMYTO is a cytotoxic drug. Follow applicable 
special handling and disposal procedures.

Please see Brief Summary of Prescribing 
Information for JELMYTO on the following pages.

References: 1. JELMYTO [package insert]. 
Princeton, NJ: UroGen Pharma, Inc.; 2020. 
2. Kleinmann N, Matin SF, Pierorazio PM, et al. 
Primary chemoablation of low-grade upper tract 
urothelial carcinoma using UGN-101, a mitomycin-
containing reverse thermal gel (OLYMPUS): an 
open-label, single-arm, phase 3 trial. Lancet 
Oncol. 2020. https://doi.org/10.1016/S1470-
2045(20)30147-9. Accessed April 29, 2020. 
3. Data on fi le. UroGen Pharma, Inc., Princeton, NJ.
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estimated based on an estimated based on an 
interim Kaplan-Meier analysis interim Kaplan-Meier analysis 
at 12 months post-CRat 12 months post-CR2,3

84% Durability Durability 
of Responseof Response
Durability 
of Response
Durability Durability 
of Response
Durability 

(95% CI: 71, 97)(95% CI: 71, 97)(95% CI: 71, 97)

Learn more at JELMYTO.com/hcpLearn more at JELMYTO.com/hcp

The OLYMPUS Study is ongoing. At the time of data cutoffThe OLYMPUS Study is ongoing. At the time of data cutoffThe OLYMPUS Study is ongoing. At the time of data cutoffThe OLYMPUS Study is ongoing. At the time of data cutoff1:

•  19 patients remained in CR patients remained in CR 
•  7 patients had disease recurrence patients had disease recurrence patients had disease recurrence patients had disease recurrence 
•  9 patients continued to be followed for 12-month duration of responsepatients continued to be followed for 12-month duration of responsepatients continued to be followed for 12-month duration of responsepatients continued to be followed for 12-month duration of response

• Median duration of response was not reached, with a range of 0-18.8+ monthsMedian duration of response was not reached, with a range of 0-18.8+ monthsMedian duration of response was not reached, with a range of 0-18.8+ monthsMedian duration of response was not reached, with a range of 0-18.8+ months1Median duration of response was not reached, with a range of 0-18.8+ months1Median duration of response was not reached, with a range of 0-18.8+ months

•  The most common adverse reactions (≥20%) reported were ureteric obstruction, fl ank The most common adverse reactions (≥20%) reported were ureteric obstruction, fl ank The most common adverse reactions (≥20%) reported were ureteric obstruction, fl ank The most common adverse reactions (≥20%) reported were ureteric obstruction, fl ank 
pain, urinary tract infection, hematuria, renal dysfunction, fatigue, nausea, abdominal pain, urinary tract infection, hematuria, renal dysfunction, fatigue, nausea, abdominal pain, urinary tract infection, hematuria, renal dysfunction, fatigue, nausea, abdominal pain, urinary tract infection, hematuria, renal dysfunction, fatigue, nausea, abdominal 
pain, dysuria, and vomitingpain, dysuria, and vomiting1

CI=confi dence interval.

IN THE OLYMPUS STUDY,IN THE OLYMPUS STUDY,IN THE OLYMPUS STUDY,†

JELMYTO treatment in patients with JELMYTO treatment in patients with JELMYTO treatment in patients with JELMYTO treatment in patients with 
low-grade UTUC achieved:low-grade UTUC achieved:low-grade UTUC achieved:low-grade UTUC achieved:low-grade UTUC achieved:

Important Safety Information (cont’d)Important Safety Information (cont’d)Important Safety Information (cont’d)

JELMYTO is a trademark of UroGen Pharma, Ltd. 
© 2020 UroGen Pharma, Inc.  
All rights reserved. US-JEL-00212  05/20

Embryo-Fetal ToxicityEmbryo-Fetal ToxicityEmbryo-Fetal ToxicityEmbryo-Fetal Toxicity
Based on fi ndings in animals and mechanism Based on fi ndings in animals and mechanism Based on fi ndings in animals and mechanism 
of action, JELMYTO can cause fetal harm of action, JELMYTO can cause fetal harm 
when administered to a pregnant woman. In when administered to a pregnant woman. In when administered to a pregnant woman. In 
animal reproduction studies, administration of animal reproduction studies, administration of animal reproduction studies, administration of 
mitomycin resulted in teratogenicity. Advise mitomycin resulted in teratogenicity. Advise mitomycin resulted in teratogenicity. Advise 
females of reproductive potential to use females of reproductive potential to use 
effective contraception during treatment with effective contraception during treatment with effective contraception during treatment with 
JELMYTO and for 6 months following the last JELMYTO and for 6 months following the last JELMYTO and for 6 months following the last 
dose. Advise male patients with female partners dose. Advise male patients with female partners dose. Advise male patients with female partners 
of reproductive potential to use effective of reproductive potential to use effective 
contraception during treatment with JELMYTO contraception during treatment with JELMYTO contraception during treatment with JELMYTO 
and for 3 months following the last dose.and for 3 months following the last dose.

Common Adverse ReactionsCommon Adverse Reactions
The most common adverse reactions in ≥ 20% The most common adverse reactions in ≥ 20% The most common adverse reactions in ≥ 20% 
of patients treated with JELMYTO were ureteric of patients treated with JELMYTO were ureteric of patients treated with JELMYTO were ureteric 
obstruction, fl ank pain, urinary tract infection, obstruction, fl ank pain, urinary tract infection, obstruction, fl ank pain, urinary tract infection, 
hematuria, renal dysfunction, fatigue, nausea, hematuria, renal dysfunction, fatigue, nausea, hematuria, renal dysfunction, fatigue, nausea, 
abdominal pain, dysuria, and vomiting. abdominal pain, dysuria, and vomiting. 

Additional Adverse Reactions InformationAdditional Adverse Reactions InformationAdditional Adverse Reactions Information
Selected clinically relevant adverse reactions Selected clinically relevant adverse reactions Selected clinically relevant adverse reactions Selected clinically relevant adverse reactions Selected clinically relevant adverse reactions 

in < 10% and ≥ 2% of patients who received in < 10% and ≥ 2% of patients who received 
JELMYTO include urinary tract infl ammation, JELMYTO include urinary tract infl ammation, 
bladder spasm, urosepsis, hypersensitivity, and bladder spasm, urosepsis, hypersensitivity, and 
instillation site pain.instillation site pain.

Use in Specifi c PopulationsUse in Specifi c Populations
Lactation
Because of the potential for serious adverse Because of the potential for serious adverse 
reactions in a breastfed child, advise women not reactions in a breastfed child, advise women not reactions in a breastfed child, advise women not 
to breastfeed during treatment with JELMYTO to breastfeed during treatment with JELMYTO 
and for 1 week following the last dose.and for 1 week following the last dose.

Preparation and Administration InformationPreparation and Administration Information
JELMYTO is for pyelocalyceal use only and JELMYTO is for pyelocalyceal use only and 
not for intravenous use, topical use, or oral  for intravenous use, topical use, or oral 
administration. JELMYTO must be prepared administration. JELMYTO must be prepared 
and administered by a healthcare provider. To and administered by a healthcare provider. To and administered by a healthcare provider. To 
ensure proper dosing, it is important to follow the ensure proper dosing, it is important to follow the 
preparation instructions found in the JELMYTO preparation instructions found in the JELMYTO 
Instructions for Pharmacy and administration Instructions for Pharmacy and administration 
instructions found in the JELMYTO Instructions instructions found in the JELMYTO Instructions 
for Administration.for Administration.

JELMYTO may discolor urine to a violet to blue color JELMYTO may discolor urine to a violet to blue color 
following the instillation procedure. Advise patients following the instillation procedure. Advise patients following the instillation procedure. Advise patients 

to avoid contact with urine for at least six hours 
post-instillation, to void urine sitting on a toilet, and 
to fl ush the toilet several times after use.

JELMYTO is a cytotoxic drug. Follow applicable 
special handling and disposal procedures.

Please see Brief Summary of Prescribing 
Information for JELMYTO on the following pages.

References: 1. JELMYTO [package insert]. 
Princeton, NJ: UroGen Pharma, Inc.; 2020. 
2. Kleinmann N, Matin SF, Pierorazio PM, et al. 
Primary chemoablation of low-grade upper tract 
urothelial carcinoma using UGN-101, a mitomycin-
containing reverse thermal gel (OLYMPUS): an 
open-label, single-arm, phase 3 trial. Lancet 
Oncol. 2020. https://doi.org/10.1016/S1470-Oncol. 2020. https://doi.org/10.1016/S1470-Oncol
2045(20)30147-9. Accessed April 29, 2020. 
3. Data on fi le. UroGen Pharma, Inc., Princeton, NJ.
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JELMYTO™

(mitomycin) for pyelocalyceal solution 
BRIEF SUMMARY OF FULL PRESCRIBING INFORMATION
Please refer to the JELMYTO Package Insert for Full Prescribing 
Information, including instructions for preparation and 
administration.
INDICATIONS AND USAGE
JELMYTO™ is indicated for the treatment of adult patients with low-
grade Upper Tract Urothelial Cancer (LG-UTUC).
DOSAGE AND ADMINISTRATION
Important Administration Instructions
See the Instructions for Administration provided separately. JELMYTO 
is for pyelocalyceal use only. JELMYTO is not for intravenous use, 
topical use, or oral administration. Advise patients that JELMYTO 
may discolor urine to a violet to blue color following the instillation 
procedure. Advise patients to avoid contact with urine for at least six 
hours post-instillation, to void urine sitting on a toilet, and to flush the 
toilet several times after use.
Preparation and Handling
See the Instructions for Pharmacy for preparation provided 
separately. JELMYTO is a cytotoxic drug. Follow applicable special 
handling and disposal procedures.JELMYTO must be instilled as a 
chilled solution using a Uroject12 Lever, a Luer lock syringe, and a 
ureteral catheter with molded Luer lock connector. Once chilled at 
-3°C to 5°C (27°F to 41°F), JELMYTO will convert to a viscous liquid 
for instillation and is stable for up to 1 additional hour. Reconstituted 
JELMYTO must be instilled within 1 hour after it is converted to a 
viscous liquid.
CONTRAINDICATIONS
JELMYTO is contraindicated in patients with perforation of the bladder 
or upper urinary tract.
WARNINGS AND PRECAUTIONS
Ureteric Obstruction
Ureteric obstruction, including ureteral stenosis and hydronephrosis, 
occurred in patients receiving JELMYTO. In the OLYMPUS study, 
ureteric obstruction was reported in 58% (n=41) of patients receiving 
JELMYTO, including 17% (n=12) of patients who experienced Grade 3 
obstruction. The median time to first onset was 72 days (range: 15-
462). Interventions in the 41 patients experiencing ureteric obstruction 
included ureteral stent placement (88%), balloon dilatation (32%), and 
nephroureterectomy (4.9%). In the 36 patients who required ureteral 
stent placement, the median duration of indwelling stents was 51 days 
(range: 1-292). Ureteric obstruction did not resolve or resolved with 
sequelae in 51% (n=21) of these patients. Of the 41 patients who 
experienced ureteric obstruction, 17% (n=7) experienced Grades 1-2 
increase in serum creatinine. In the 42 patients who only received 
JELMYTO during the treatment phase (no maintenance therapy), 
ureteric obstruction was reported in 40% (n=17). Monitor patients 
for signs and symptoms of ureteric obstruction, including flank pain, 
and fever, and for changes in renal function. Patients who experience 
obstruction may require transient or long-term ureteral stents 
or alternative procedures. Withhold or permanently discontinue 
JELMYTO based on the severity of ureteric obstruction.

Bone Marrow Suppression
The use of JELMYTO can result in bone marrow suppression, 
particularly thrombocytopenia and neutropenia. In the OLYMPUS 
study, Grade 3 thrombocytopenia occurred in two patients and 
Grade 3 neutropenia in one patient. Gross extravasation of 
JELMYTO via urinary tract perforation or impaired mucosa was 
not observed in these patients. The following tests should be 
obtained prior to each treatment: Platelet count, white blood cell 
count differential and hemoglobin. Withhold JELMYTO for Grade 2 
thrombocytopenia or neutropenia. Permanently discontinue for 
Grade 3 or greater thrombocytopenia or neutropenia.
Embryo-Fetal Toxicity
Based on findings in animals and mechanism of action, JELMYTO 
can cause fetal harm when administered to a pregnant woman. In 
animal reproduction studies, administration of mitomycin resulted 
in teratogenicity. Advise females of reproductive potential to use 
effective contraception during treatment with JELMYTO and for 
6 months following the last dose. Advise male patients with female 
partners of reproductive potential to use effective contraception 
during treatment with JELMYTO and for 3 months following 
the last dose.
ADVERSE REACTIONS
Clinical Trials Experience
The safety of JELMYTO was evaluated in OLYMPUS, an open-
label, single-arm study in 71 patients with LG-UTUC. For the 
71 patients treated with JELMYTO during the treatment period, 
the median number of instillations was 6 (range: 3-6). Following 
initial treatment, 29 patients were treated with up to 11 doses of 
maintenance instillations, with a median of 6 instillations (range: 
0-11). Serious adverse reactions occurred in 37% of patients who 
received JELMYTO. Serious adverse reactions in > 3% of patients 
included ureteric obstruction (including ureteric stenosis and 
hydronephrosis), flank pain, and urosepsis. Two deaths occurred 
due to cerebrovascular accident and failure to thrive. JELMYTO 
was permanently discontinued due to an adverse reaction in 16 
(23%) patients, including 11 patients who discontinued during the 
treatment phase and 5 who discontinued during the maintenance 
phase. Adverse reactions resulting in study drug discontinuation 
of JELMYTO in > 3% of patients who received JELMYTO included 
ureteric obstruction. Dosage interruptions due to an adverse reaction 
occurred in 34% of patients who received JELMYTO. Adverse 
reactions requiring dosage interruption in > 3% of patients who 
received JELMYTO included renal dysfunction, ureteric obstruction, 
urinary tract infection, and flank pain. The most common adverse 
reactions (≥ 20%) reported were ureteric obstruction, flank pain, 
urinary tract infection, hematuria, renal dysfunction, fatigue, nausea, 
abdominal pain, dysuria, and vomiting.
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Table 1 summarizes the adverse reactions in OLYMPUS.
Table 1: Adverse Reactions (≥ 10% All Grades) in Patients Who 
Received JELMYTO in OLYMPUS

*Graded per National Cancer Institute Common Terminology Criteria for Adverse 
Events. Version 5.0 (NCI CTCAE v5)

aIncludes hydronephrosis, obstructive uropathy, pelvi-ureteric obstruction, ureteric 
obstruction, ureteric stenosis, and urinary tract obstruction.

bIncludes flank pain and back pain.
cIncludes urinary tract infection, pyelonephritis, and urinary tract infection fungal.
dIncludes hematuria and hemorrhage urinary tract.
eIncludes renal impairment, acute kidney injury, and renal failure.
f Includes abdominal pain and abdominal pain lower.
gIncludes asthenia and fatigue.

Selected clinically relevant adverse reactions in < 10% and ≥ 2% of 
patients who received JELMYTO in OLYMPUS include urinary tract 
inflammation, bladder spasm, urosepsis, hypersensitivity, and 
instillation site pain.

Laboratory Abnormality*
JELMYTO

All Grades
(%)

Grades ≥ 3
(%)

Hematology
Anemia 37 0
Lymphopenia 21 2.9
Thrombocytopenia 21 2.8

Chemistry
Estimated Glomerular Filtration Rate 37 10
Creatinine Increased 32 0
Hypoalbuminemia 30 2.8
Hypocalcemia 17 0
Hyperuricemia 16 16
Hyperkalemia 13 1.4

*Each test incidence is based on the number of patients who had both baseline 
and at least one on-study laboratory measurement available.

USE IN SPECIFIC POPULATIONS
Pregnancy
Risk Summary - Based on findings in animals and mechanism of 
action, JELMYTO can cause fetal harm when administered to a 
pregnant woman. There are no available data on JELMYTO use in 
pregnant women to inform the drug-associated risk. In animal 
reproduction studies, administration of mitomycin resulted in 
teratogenicity. Advise pregnant women of the potential risk to a fetus.

Lactation
Risk Summary - There are no data on the presence of mitomycin in 
human milk, the effects on the breastfed child, or the effects on milk 
production. Because of the potential for serious adverse reactions in a 
breastfed child, advise women not to breastfeed during treatment with 
JELMYTO and for 1 week following the last dose.

Females and Males of Reproductive Potential
Pregnancy Testing - Verify pregnancy status in females of 
reproductive potential prior to initiating JELMYTO.

Geriatric Use
Of the total number of patients in the OLYMPUS trial, 75% (53 patients) 
were 65 years of age and over and 37% (26 patients) were 75 year of 
age and over. Clinical studies of JELMYTO did not include sufficient 
numbers of younger patients less than 65 years old to determine 
whether they respond differently from older patients.

Renal Impairment
No data are available in patients with severe renal impairment. Avoid 
use of JELMYTO in patients with a Glomerular Filtration Rate of 
< 30 mL/min.
Distributed by:
UroGen Pharma, Inc.
Princeton, NJ 08540
U.S. Patent Nos. 9,040,074 and 9,950,069 
JELMYTO™ and UroGen® are trademarks of UroGen Pharma.
Copyright © 2020 UroGen Pharma, Inc.
All rights reserved.
Based on content from JEL-PI-001 Package Insert

US-JEL-00186  04/20

Table 2 summarizes the laboratory abnormalities in OLYMPUS.
Table 2: Select Laboratory Abnormalities (> 10%) Worsening from 
Baseline in Patients Who Received JELMYTO in OLYMPUS

Adverse Reaction

JELMYTO*
(n=71)

All Grades
(%)

Grade ≥ 3
(%)

Renal and urinary disorders
Ureteric Obstructiona 58 17

Ureteric stenosis 44 8
Hydronephrosis 18 6
Pelvi-ureteric obstruction 6 1.4
Urinary tract obstruction 6 1.4
Ureteric obstruction 2.8 1.4
Obstructive uropathy 1.4 0

Flank painb 39 2.8
Urinary tract infectionc 34 4.2
Hematuriad 32 2.8
Renal dysfunctione 25 2.8
Dysuria 21 0
Pollakiuria 13 0

Gastrointestinal disorders
Nausea 24 1.4
Abdominal painf 23 1.4
Vomiting 20 4.2

General disorders and administration site conditions
Fatigueg 24 1.4
Chills 11 0
Pyrexia 11 0

Blood and lymphatic system disorders
Anemia 13 0

Skin and subcutaneous tissue disorders
Pruritus 13 0
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JELMYTO™

(mitomycin) for pyelocalyceal solution 
BRIEF SUMMARY OF FULL PRESCRIBING INFORMATION
Please refer to the JELMYTO Package Insert for Full Prescribing 
Information, including instructions for preparation and 
administration.
INDICATIONS AND USAGE
JELMYTO™ is indicated for the treatment of adult patients with low-
grade Upper Tract Urothelial Cancer (LG-UTUC).
DOSAGE AND ADMINISTRATION
Important Administration InstructionsImportant Administration Instructions
See the Instructions for Administration provided separately. JELMYTO 
is for pyelocalyceal use only. JELMYTO is not for intravenous use, 
topical use, or oral administration. Advise patients that JELMYTO 
may discolor urine to a violet to blue color following the instillation 
procedure. Advise patients to avoid contact with urine for at least six 
hours post-instillation, to void urine sitting on a toilet, and to flush the 
toilet several times after use.
Preparation and HandlingPreparation and Handling
See the Instructions for Pharmacy for preparation provided 
separately. JELMYTO is a cytotoxic drug. Follow applicable special 
handling and disposal procedures.JELMYTO must be instilled as a 
chilled solution using a Uroject12 Lever, a Luer lock syringe, and a 
ureteral catheter with molded Luer lock connector. Once chilled at 
-3°C to 5°C (27°F to 41°F), JELMYTO will convert to a viscous liquid 
for instillation and is stable for up to 1 additional hour. Reconstituted 
JELMYTO must be instilled within 1 hour after it is converted to a 
viscous liquid.
CONTRAINDICATIONS
JELMYTO is contraindicated in patients with perforation of the bladder 
or upper urinary tract.
WARNINGS AND PRECAUTIONS
Ureteric Obstruction
Ureteric obstruction, including ureteral stenosis and hydronephrosis, 
occurred in patients receiving JELMYTO. In the OLYMPUS study, 
ureteric obstruction was reported in 58% (n=41) of patients receiving 
JELMYTO, including 17% (n=12) of patients who experienced Grade 3 
obstruction. The median time to first onset was 72 days (range: 15-
462). Interventions in the 41 patients experiencing ureteric obstruction 
included ureteral stent placement (88%), balloon dilatation (32%), and 
nephroureterectomy (4.9%). In the 36 patients who required ureteral 
stent placement, the median duration of indwelling stents was 51 days 
(range: 1-292). Ureteric obstruction did not resolve or resolved with 
sequelae in 51% (n=21) of these patients. Of the 41 patients who 
experienced ureteric obstruction, 17% (n=7) experienced Grades 1-2 
increase in serum creatinine. In the 42 patients who only received 
JELMYTO during the treatment phase (no maintenance therapy), 
ureteric obstruction was reported in 40% (n=17). Monitor patients 
for signs and symptoms of ureteric obstruction, including flank pain, 
and fever, and for changes in renal function. Patients who experience 
obstruction may require transient or long-term ureteral stents 
or alternative procedures. Withhold or permanently discontinue 
JELMYTO based on the severity of ureteric obstruction.

Bone Marrow SuppressionBone Marrow Suppression
The use of JELMYTO can result in bone marrow suppression, 
particularly thrombocytopenia and neutropenia. In the OLYMPUS 
study, Grade 3 thrombocytopenia occurred in two patients and 
Grade 3 neutropenia in one patient. Gross extravasation of 
JELMYTO via urinary tract perforation or impaired mucosa was 
not observed in these patients. The following tests should be 
obtained prior to each treatment: Platelet count, white blood cell 
count differential and hemoglobin. Withhold JELMYTO for Grade 2 
thrombocytopenia or neutropenia. Permanently discontinue for 
Grade 3 or greater thrombocytopenia or neutropenia.
Embryo-Fetal ToxicityEmbryo-Fetal Toxicity
Based on findings in animals and mechanism of action, JELMYTO 
can cause fetal harm when administered to a pregnant woman. In 
animal reproduction studies, administration of mitomycin resulted 
in teratogenicity. Advise females of reproductive potential to use 
effective contraception during treatment with JELMYTO and for 
6 months following the last dose. Advise male patients with female 
partners of reproductive potential to use effective contraception 
during treatment with JELMYTO and for 3 months following 
the last dose.
ADVERSE REACTIONS
Clinical Trials ExperienceClinical Trials Experience
The safety of JELMYTO was evaluated in OLYMPUS, an open-
label, single-arm study in 71 patients with LG-UTUC. For the 
71 patients treated with JELMYTO during the treatment period, 
the median number of instillations was 6 (range: 3-6). Following 
initial treatment, 29 patients were treated with up to 11 doses of 
maintenance instillations, with a median of 6 instillations (range: 
0-11). Serious adverse reactions occurred in 37% of patients who 
received JELMYTO. Serious adverse reactions in > 3% of patients 
included ureteric obstruction (including ureteric stenosis and 
hydronephrosis), flank pain, and urosepsis. Two deaths occurred 
due to cerebrovascular accident and failure to thrive. JELMYTO 
was permanently discontinued due to an adverse reaction in 16 
(23%) patients, including 11 patients who discontinued during the 
treatment phase and 5 who discontinued during the maintenance 
phase. Adverse reactions resulting in study drug discontinuation 
of JELMYTO in > 3% of patients who received JELMYTO included 
ureteric obstruction. Dosage interruptions due to an adverse reaction 
occurred in 34% of patients who received JELMYTO. Adverse 
reactions requiring dosage interruption in > 3% of patients who 
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urinary tract infection, hematuria, renal dysfunction, fatigue, nausea, 
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JELMYTO™

(mitomycin) for pyelocalyceal solution 
BRIEF SUMMARY OF FULL PRESCRIBING INFORMATION
Please refer to the JELMYTO Package Insert for Full Prescribing 
Information, including instructions for preparation and 
administration.
INDICATIONS AND USAGE
JELMYTO™ is indicated for the treatment of adult patients with low-
grade Upper Tract Urothelial Cancer (LG-UTUC).
DOSAGE AND ADMINISTRATION
Important Administration Instructions
See the Instructions for Administration provided separately. JELMYTO 
is for pyelocalyceal use only. JELMYTO is not for intravenous use, 
topical use, or oral administration. Advise patients that JELMYTO 
may discolor urine to a violet to blue color following the instillation 
procedure. Advise patients to avoid contact with urine for at least six 
hours post-instillation, to void urine sitting on a toilet, and to flush the 
toilet several times after use.
Preparation and Handling
See the Instructions for Pharmacy for preparation provided 
separately. JELMYTO is a cytotoxic drug. Follow applicable special 
handling and disposal procedures.JELMYTO must be instilled as a 
chilled solution using a Uroject12 Lever, a Luer lock syringe, and a 
ureteral catheter with molded Luer lock connector. Once chilled at 
-3°C to 5°C (27°F to 41°F), JELMYTO will convert to a viscous liquid 
for instillation and is stable for up to 1 additional hour. Reconstituted 
JELMYTO must be instilled within 1 hour after it is converted to a 
viscous liquid.
CONTRAINDICATIONS
JELMYTO is contraindicated in patients with perforation of the bladder 
or upper urinary tract.
WARNINGS AND PRECAUTIONS
Ureteric Obstruction
Ureteric obstruction, including ureteral stenosis and hydronephrosis, 
occurred in patients receiving JELMYTO. In the OLYMPUS study, 
ureteric obstruction was reported in 58% (n=41) of patients receiving 
JELMYTO, including 17% (n=12) of patients who experienced Grade 3 
obstruction. The median time to first onset was 72 days (range: 15-
462). Interventions in the 41 patients experiencing ureteric obstruction 
included ureteral stent placement (88%), balloon dilatation (32%), and 
nephroureterectomy (4.9%). In the 36 patients who required ureteral 
stent placement, the median duration of indwelling stents was 51 days 
(range: 1-292). Ureteric obstruction did not resolve or resolved with 
sequelae in 51% (n=21) of these patients. Of the 41 patients who 
experienced ureteric obstruction, 17% (n=7) experienced Grades 1-2 
increase in serum creatinine. In the 42 patients who only received 
JELMYTO during the treatment phase (no maintenance therapy), 
ureteric obstruction was reported in 40% (n=17). Monitor patients 
for signs and symptoms of ureteric obstruction, including flank pain, 
and fever, and for changes in renal function. Patients who experience 
obstruction may require transient or long-term ureteral stents 
or alternative procedures. Withhold or permanently discontinue 
JELMYTO based on the severity of ureteric obstruction.

Bone Marrow Suppression
The use of JELMYTO can result in bone marrow suppression, 
particularly thrombocytopenia and neutropenia. In the OLYMPUS 
study, Grade 3 thrombocytopenia occurred in two patients and 
Grade 3 neutropenia in one patient. Gross extravasation of 
JELMYTO via urinary tract perforation or impaired mucosa was 
not observed in these patients. The following tests should be 
obtained prior to each treatment: Platelet count, white blood cell 
count differential and hemoglobin. Withhold JELMYTO for Grade 2 
thrombocytopenia or neutropenia. Permanently discontinue for 
Grade 3 or greater thrombocytopenia or neutropenia.
Embryo-Fetal Toxicity
Based on findings in animals and mechanism of action, JELMYTO 
can cause fetal harm when administered to a pregnant woman. In 
animal reproduction studies, administration of mitomycin resulted 
in teratogenicity. Advise females of reproductive potential to use 
effective contraception during treatment with JELMYTO and for 
6 months following the last dose. Advise male patients with female 
partners of reproductive potential to use effective contraception 
during treatment with JELMYTO and for 3 months following 
the last dose.
ADVERSE REACTIONS
Clinical Trials Experience
The safety of JELMYTO was evaluated in OLYMPUS, an open-
label, single-arm study in 71 patients with LG-UTUC. For the 
71 patients treated with JELMYTO during the treatment period, 
the median number of instillations was 6 (range: 3-6). Following 
initial treatment, 29 patients were treated with up to 11 doses of 
maintenance instillations, with a median of 6 instillations (range: 
0-11). Serious adverse reactions occurred in 37% of patients who 
received JELMYTO. Serious adverse reactions in > 3% of patients 
included ureteric obstruction (including ureteric stenosis and 
hydronephrosis), flank pain, and urosepsis. Two deaths occurred 
due to cerebrovascular accident and failure to thrive. JELMYTO 
was permanently discontinued due to an adverse reaction in 16 
(23%) patients, including 11 patients who discontinued during the 
treatment phase and 5 who discontinued during the maintenance 
phase. Adverse reactions resulting in study drug discontinuation 
of JELMYTO in > 3% of patients who received JELMYTO included 
ureteric obstruction. Dosage interruptions due to an adverse reaction 
occurred in 34% of patients who received JELMYTO. Adverse 
reactions requiring dosage interruption in > 3% of patients who 
received JELMYTO included renal dysfunction, ureteric obstruction, 
urinary tract infection, and flank pain. The most common adverse 
reactions (≥ 20%) reported were ureteric obstruction, flank pain, 
urinary tract infection, hematuria, renal dysfunction, fatigue, nausea, 
abdominal pain, dysuria, and vomiting.

S:6.75"

S:9.75"

T:7"

T:10"

B:7"

B
:10"

Fonts: Barlow Condensed
Images: None

JELMUS30097_BriefSummary_MECH_C00_02.indd Raian Perido 5-1-2020 1:56 PM
Print Scale: None
Ink Density: 300%

Bleed: None
Trim: 7" x 10"
Safety: 6.75" x 9.75"

Folded Size: None
Gutter: None
Scale: 1" = 1"

Colors: 
 BlackClient: Urogen/Jelmyto 

Job Description: Jelmyto Brief 

Summary for Publications

Job #: JELMUS30097 

Stage: MECHANICAL

Round: C00_02

Table 1 summarizes the adverse reactions in OLYMPUS.
Table 1: Adverse Reactions (≥ 10% All Grades) in Patients Who 
Received JELMYTO in OLYMPUS

*Graded per National Cancer Institute Common Terminology Criteria for Adverse 
Events. Version 5.0 (NCI CTCAE v5)

aIncludes hydronephrosis, obstructive uropathy, pelvi-ureteric obstruction, ureteric 
obstruction, ureteric stenosis, and urinary tract obstruction.

bIncludes flank pain and back pain.
cIncludes urinary tract infection, pyelonephritis, and urinary tract infection fungal.
dIncludes hematuria and hemorrhage urinary tract.
eIncludes renal impairment, acute kidney injury, and renal failure.
f Includes abdominal pain and abdominal pain lower.
gIncludes asthenia and fatigue.

Selected clinically relevant adverse reactions in < 10% and ≥ 2% of 
patients who received JELMYTO in OLYMPUS include urinary tract 
inflammation, bladder spasm, urosepsis, hypersensitivity, and 
instillation site pain.

Laboratory Abnormality*
JELMYTO

All Grades
(%)

Grades ≥ 3
(%)

Hematology
Anemia 37 0
Lymphopenia 21 2.9
Thrombocytopenia 21 2.8

Chemistry
Estimated Glomerular Filtration Rate 37 10
Creatinine Increased 32 0
Hypoalbuminemia 30 2.8
Hypocalcemia 17 0
Hyperuricemia 16 16
Hyperkalemia 13 1.4

*Each test incidence is based on the number of patients who had both baseline 
and at least one on-study laboratory measurement available.

USE IN SPECIFIC POPULATIONS
Pregnancy
Risk Summary - Based on findings in animals and mechanism of 
action, JELMYTO can cause fetal harm when administered to a 
pregnant woman. There are no available data on JELMYTO use in 
pregnant women to inform the drug-associated risk. In animal 
reproduction studies, administration of mitomycin resulted in 
teratogenicity. Advise pregnant women of the potential risk to a fetus.

Lactation
Risk Summary - There are no data on the presence of mitomycin in 
human milk, the effects on the breastfed child, or the effects on milk 
production. Because of the potential for serious adverse reactions in a 
breastfed child, advise women not to breastfeed during treatment with 
JELMYTO and for 1 week following the last dose.

Females and Males of Reproductive Potential
Pregnancy Testing - Verify pregnancy status in females of 
reproductive potential prior to initiating JELMYTO.

Geriatric Use
Of the total number of patients in the OLYMPUS trial, 75% (53 patients) 
were 65 years of age and over and 37% (26 patients) were 75 year of 
age and over. Clinical studies of JELMYTO did not include sufficient 
numbers of younger patients less than 65 years old to determine 
whether they respond differently from older patients.

Renal Impairment
No data are available in patients with severe renal impairment. Avoid 
use of JELMYTO in patients with a Glomerular Filtration Rate of 
< 30 mL/min.
Distributed by:
UroGen Pharma, Inc.
Princeton, NJ 08540
U.S. Patent Nos. 9,040,074 and 9,950,069 
JELMYTO™ and UroGen® are trademarks of UroGen Pharma.
Copyright © 2020 UroGen Pharma, Inc.
All rights reserved.
Based on content from JEL-PI-001 Package Insert
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Table 2 summarizes the laboratory abnormalities in OLYMPUS.
Table 2: Select Laboratory Abnormalities (> 10%) Worsening from 
Baseline in Patients Who Received JELMYTO in OLYMPUS

Adverse Reaction

JELMYTO*
(n=71)

All Grades
(%)

Grade ≥ 3
(%)

Renal and urinary disorders
Ureteric Obstructiona 58 17

Ureteric stenosis 44 8
Hydronephrosis 18 6
Pelvi-ureteric obstruction 6 1.4
Urinary tract obstruction 6 1.4
Ureteric obstruction 2.8 1.4
Obstructive uropathy 1.4 0

Flank painb 39 2.8
Urinary tract infectionc 34 4.2
Hematuriad 32 2.8
Renal dysfunctione 25 2.8
Dysuria 21 0
Pollakiuria 13 0

Gastrointestinal disorders
Nausea 24 1.4
Abdominal painf 23 1.4
Vomiting 20 4.2

General disorders and administration site conditions
Fatigueg 24 1.4
Chills 11 0
Pyrexia 11 0

Blood and lymphatic system disorders
Anemia 13 0

Skin and subcutaneous tissue disorders
Pruritus 13 0
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Chairman’s Letter

8 years post-USPTF, the PSA 
screening debate continues

The US Preventive Services Task 
Force’s 2012 grade D recommendation 
against prostate-specific antigen (PSA) 

screening for prostate cancer sent shock waves 
through the specialty of urology that, despite a 
slight change in 2018 to a grade C recommen-
dation for men aged 55 to 69 years, continue 
to resonate today. The impact of the recom-
mendations can be seen in this month’s cover 
feature, in which Urology Times® Associate Edi-
torial Director Jason M. Broderick interviews 
Jonathan Shoag, MD, and Yaw Nyame, MD, 
MBA, regarding a recent New England Journal 
of Medicine study examining the tradeoffs of 
screening.1

Another subject of continued study and 
debate in the prostate cancer space is that of 
active surveillance. In this month’s “Journal 
Article of the Month” column, Badar M. Mian, 
MD, spotlights a recent Journal of Urology 
paper2 evaluating outcomes in men with low-
risk prostate cancer who underwent radical 
prostatectomy following initial management 
with active surveillance.

In overactive bladder/incontinence, we 
report on recent long-term data from the 
EMPOWUR phase 3 trial of vibegron, with 
accompanying commentary from Urology 
Times® Editorial Consultant Gopal H. Bad-
lani, MD. Also look for coverage of litoxetine, 
an investigational oral selective serotonin 
reuptake inhibitor and multifunctional sero-
tonin agonist and antagonist, with phase 1/2 
data presented at 2020 European Association 
of Urology Virtual Congress.

Our clinical coverage in this issue also 
includes plenty of content on bladder, kidney, 
and testicular cancers, benign prostatic hyper-
plasia, and kidney stones. In addition, in sexual 
dysfunction, be sure to read our coverage of a 
2020 American Urological Association Virtual 
Experience presentation on restorative thera-
pies for erectile dysfunction from Trinity J. 

Bivalacqua, MD, PhD.
The Centers for Medicare and Medicaid 

Services (CMS) recently released its proposed 
rule for the 2021 Medicare Physician Fee 
Schedule. With significant changes to eval-
uation and management codes looming, it is 
imperative that practices prepare accordingly. 
In this month’s “Coding and Reimbursement” 
column, Jonathan Rubenstein, MD, and Mark 
Painter outline the ways the proposed rule is 
set to affect urology. You won’t want to miss 
their insights on these proposed changes.

In “Practice Matters,” Robert A. Dowling, 
MD, analyzes CMS’ annual update of Open 
Payments Financial Data as it pertains to urol-
ogists. For “Money Matters,” Jeff Witz, CFP, 
and Julie Khazan, CFP, discuss how the recent 
Setting Every Community Up for Retirement 
Enhancement (SECURE) Act affects inherited 
individual retirement accounts.

Does your practice carry cyber insurance? For 
this month’s installment of “Speak Out,” Karen 
Nash discussed the subject with 4 urologists—
one of whom relates a harrowing account of his 
practice falling victim to an attack.

“We lost probably 2 to 3 weeks of revenue 
because we were down to paper,” said Mark 
Memo, MD, who practices in Boardman, Ohio. 
“It was a tremendous learning experience.”

Fortunately, we close this month’s issue on a less 
downbeat note, as University of Iowa urologist 
Amy Pearlman, MD, medical student Victoria 
Troesch, and research assistant Denise Juhr dis-
cuss the unexpected opportunities presented to 
them by the coronavirus disease 2019 pandemic. 
Thanks for reading.
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Overactive bladder: Another agent attempts 
a step forward

It has been quite a while since a new drug 
was introduced to address quality-of-life 
issues in patients with overactive bladder 

(OAB). David Staskin, MD, has been the cham-
pion of many of the prior agents launched in 
the market and leads the presentation of the 
long-term safety profile of the β-3 adrenocep-
tor agonist vibegron detailed in an article in 
this issue. (See article below.)

There have been a number of articles pub-
lished on this drug, starting with Masaki 
Yoshida, MD, et al introducing the “novel” 
agent,1 to the long-term efficacy data in Japa-
nese patients,2 to the post hoc analysis of the 
phase 2 data to evaluate its effect on noctu-
ria.3 The EMPOWUR (NCT03492281) study 
mentioned in this month’s issue was published 
with 12 weeks of trial data.4

There are several key questions. One, is this 
drug effective? The clear answer is yes. When 
compared with placebo in a large data set, it 
was marginally better than its comparator in 

efficacy, adverse effect of dry mouth, and dis-
continuation rate. The most remarkable data in 
this long-term report show its continued use in 
over 85% in this funded and monitored study, 
as it is much lower in real-world use.

The next question is, does this bring some-
thing new to the table compared with the other 
β-3 adrenoreceptor agonist mirabegron (Myr-
betriq)? Vibegron has no interaction with CYP 
enzymes compared with mirabegron. When 
compared with tolterodine, the drug was 
slightly better in efficacy and dry mouth rate. 
The effect on heart rate, although a caution 
in the labeling for this class of agents, has not 
been a frequent clinical issue.

Will this change the paradigm of treatment? 
This is unlikely, as currently in the US, at least 
2 antimuscarinics have to be tried before a 
β-3 agonist can be prescribed. The cost of the 
drug, when available, may make a difference, 
as right now there is only a single drug in this 
class of agents.

In this study, as well as with all other drugs 
for OAB previously studied, the placebo arm 
has a remarkable influence on voiding behav-
ior, emphasizing the role of bladder diaries and 
behavioral influence of attention to the voiding 
parameters. Thus, apps to record voiding and/
or prompt patients may be the biggest advance 
we make in this field.
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Overactive Bladder/Incontinence / FROM THE BOARD

Cheryl Guttman Krader, BSPharm
Urology Times® Contributing Editor

Findings from a double-blind extension study of the 
vibegron EMPOWUR phase 3 trial demonstrated 
that once-daily vibegron maintained a favorable 
safety profile and had durable benefit for improving 
symptoms of overactive bladder (OAB) over the 52 
weeks of the study, exceeding that of the comparator 
anticholinergic agent, tolterodine extended release.

The data were presented by David Staskin, MD, 
during the 2020 American Urological Association 
Virtual Experience.1

“Long-term efficacy and safety were investigated 

as key outcome measures in the extension study, and 
the long-term safety profile demonstrated for vibe-
gron is consistent with the findings in the 12-week 
placebo-controlled phase 3 study,” said Staskin, 
associate professor of urology at Tufts University 
School of Medicine in Boston, Massachusetts.

“The efficacy data from the extension study 
showed that the benefits of vibegron for reducing 
average number of daily micturitions, episodes of 
urge urinary incontinence [UUI], urgency, and 
total incontinence that were observed at the end 
of the 12-week pivotal trial were maintained with 
treatment for up to 52 weeks,” Staskin said. “Fur-
thermore, in post hoc analyses of data from the 

extension study, vibegron had statistically signif-
icant superiority to tolterodine extended-release 
for reducing UUI and total incontinence episodes.”

Vibegron is a novel ß3-adrenergic receptor 
agonist. A once-daily dose of vibegron 75 mg was 
administered in the EMPOWUR phase 3 study 
(NCT03492281) and the extension study. Nota-
bly, vibegron does not inhibit the cytochrome P450 
2D6 enzyme (CYP2D6), the hepatic enzyme that is 
involved in the metabolism of approximately 25% of 
all drugs. Approximately 43% of patients with OAB 
take a drug metabolized by CYP2D6.

“Avoiding the potential for drug interactions is 
especially important in this population, as many 

Overactive bladder treatment maintains 
favorable long-term safety profile
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CLINICAL UPDATES / Overactive Bladder/Incontinence

OAB patients have comorbidities and take multiple 
medications,” Staskin said.

Reductions in average daily 
micturitions seen
Significant reductions in average daily micturitions 
were seen at week 2 among those taking vibegron, 
and there was even greater benefit at week 52 in 
the extension trial, when the mean change from 
baseline was –2.4. A similar pattern was observed 
in the analysis of reduction in UUI episodes over 
time among patients treated with vibegron.

The analysis of change in daily urgency episodes 
from baseline to week 52 showed a reduction of 3.4 
in the vibegron group and 3.2 for tolterodine. At 
52 weeks compared with baseline, patients treated 
with vibegron had 2.5 fewer incontinence episodes 
daily; daily episodes were reduced by an average of 
1.9 in the tolterodine group.

“Post hoc analyses evaluating the difference in 
week 52 change from baseline between vibegron 
and tolterodine using the mixed model for repeat-
ed measures specified in the statistical analysis 
plan showed vibegron was statistically superior 
to tolterodine for reducing both UUI and total 
incontinence episodes from baseline to week 52,” 
Staskin said.

Results of a UUI responder analysis of UUI 
episodes recorded in a 7-day diary showed that 
61% of vibegron-treated patients achieved at least 
a 75% reduction at week 52 and 41% of patients had 
a 100% reduction: They were dry with no inconti-
nence episodes over the study’s final 7 days.

The phase 3, 12-week, placebo- and active-con-
trolled, double-blind EMPOWUR study ran-
domized 1518 adults with wet or dry OAB to 
once-daily treatment with vibegron 75 mg, 
placebo, or tolterodine extended-release 4 mg. 
EMPOWUR met both coprimary end points, 
demonstrating statistically significant greater 
improvement in average number of daily micturi-
tions and UUI episodes with vibegron compared 
with placebo.

“There was no preplanned statistical comparison 
between vibegron and tolterodine in EMPOW-

UR, but numerical differences favoring vibegron 
were noted in all evaluable efficacy measures,” 
Staskin said.

In the double-blind extension study, patients 
originally randomized to vibegron or toltero-
dine continued the same treatment, and patients 
in the placebo group were ran-
domized to receive vibegron or 
tolterodine. The extension study 
had a target participation of 500 
patients. It enrolled 506 patients, 
and 505 received at least 1 dose 
of study medication, including 
273 who received vibegron and 
232 who got tolterodine. The 
completion rate of patients in 
the extension trial was approx-
imately 85% and similar across 
all treatment groups.

Baseline characteristics of 
participants in the extension 
trial were similar to those of the 
EMPOWUR study. They had a 
median age of 64 years, 78% were 
women, and 78% had wet OAB.

Adverse events (AEs) were 
reported by 62.6% of patients 
receiving vibegron and 54.3% 
of patients in the tolterodine 
group. Rates of AE-related dis-
continuation in the vibegron and 
tolterodine groups were 1.5% and 
3.4%, respectively; rates of treat-
ment-emergent serious AEs were 
3.3% and 4.3%, respectively.

AEs reported by more than 5% 
of patients treated with vibegron 
included hypertension (8.8%), 
urinary tract infection (6.6%), 
and headache (5.5%). The rates 
of these AEs, including that of 
hypertension, were similar in 
the tolterodine group, Staskin 
reported.

“First demonstrated in the 
12-week EMPOWUR study, data 
from the extension study now con-
firm efficacy and a very good safe-
ty and tolerability profile for vibe-
gron over the 52 weeks of treat-
ment,” Staskin said.UT

Disclosures: Urovant Sciences pro-
vided funding for the study. Staskin 
is an investigator and consultant for 
Urovant Sciences and a consultant to 
Astellas Pharma, Ferring Pharma-
ceuticals, and New Uro BV.
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“In post hoc analyses of data 
from the extension study, 
vibegron had statistically 
significant superiority to 
tolterodine extended-release for 

reducing UUI and total 
incontinence episodes.”

DAVID STASKIN, MD
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Litoxetine, an investigational oral selective sero-
tonin reuptake inhibitor and multifunctional 
serotonin agonist and antagonist, significantly 
reduced the rate of incontinence events and was 
safe and well tolerated in a placebo-controlled 
randomized phase 1/2 study of patients with 
urinary incontinence, reported Roger R. Dmo-
chowski, MD, MMHC, at the 2020 European 
Association of Urology Virtual Congress.1

After 8 weeks of treatment, litoxetine at a dos-
age of 30 mg twice daily reduced the number of 
incontinence events by 1.96 per day compared 
with a reduction of 0.76 events per day in patients 
randomized to placebo, for a treatment differ-
ence of 1.19 events per day (P = .017). In addition, 
21.6% of subjects in the litoxetine arm versus 0% 
in the placebo arm became continent following 
treatment (P = .043).

“Overall, there was significant reduction in 
incontinence episodes in the active arm versus 
the placebo arm,” said Dmochowski, a profes-
sor in the Department of Urologic Surgery at 
Vanderbilt University Medical Center in Nash-
ville, Tennessee. “This particular serotonin 
reuptake inhibitor was safe and well tolerated 
with twice-daily administration in the study 
population as defined. Tolerability was further 
improved by a dose escalation regimen and a 
fixed dose overall period for exposure. Litox-
etine also significantly decreased incontinence 
episode frequency as compared to placebo.”

The therapeutic potential of litoxetine given 
twice daily was assessed in 84 patients aged 18 
to 70 years with urinary incontinence, defined 
as greater than or equal to 7 incontinence epi-
sodes per week. Study subjects were entered 
into a 2-week screening placebo run-in period, 
followed by 8 weeks of double-blind treatment 
during which they were randomized to a ratio 
of 2:1 to a dose-titration schema of litoxetine
(n = 53) or placebo (n = 29). Patients randomized 
to litoxetine received 10 mg twice daily for 1 
week, followed by 20 mg twice daily for 1 week, 
and subsequently 30 mg twice daily for 6 weeks. 
Treatment was followed by a 1-week dose-taper-
ing period and 4 weeks of safety follow-up. Two 
patients were not treated due to randomization 
error. Incontinence events were measured by 
patient bladder diary.

Patients’ median age was 58.5 years, median 
body mass index was 29.8 kg/m2, and median 

incontinence episode frequency was 17.5 events 
per week at baseline. About one-fourth (26%) 
were men.

During the randomized phase 1 portion of 
the study, in the overall study population, the 
decrease in the rate of incontinence events per 
week by litoxetine dosage was 1.97 with 40 mg 
twice daily, 1.94 with 20 mg twice daily, and 1.59 
with 10 mg twice daily, compared with 1.37 in 
the placebo arm (Figure).

In patients with more severe urinary incon-
tinence, the rate of incontinence events was 
reduced by 3.72 per week with 40 mg twice daily 
of litoxetine (P < .05 vs placebo), 3.53 per week 
with 20 mg twice daily of litoxetine (P < .05 vs 
placebo), 2.60 per week with 10 mg twice daily 
of litoxetine, and 2.02 per week in the placebo 
recipients.

The effect of litoxetine on incontinence episodes 
was found to be similar between men and women.

Scores on the Patient Perception of Bladder 
Condition (PPBC) showed gradual improvement 
from baseline to assessments made at weeks 4, 8, 
and 12. Following the treatment period, 56% of 
patients who received 40 mg twice daily of litox-
etine and 32% of patients assigned to placebo 
reported “no/very minor/some minor problems” 
on the PPBC.

Up to 71% of patients treated with 40 mg twice 
daily of litoxetine had a clinically significant 
improvement greater than or equal to 15% in 
the King’s Health Questionnaire (KHQ). More 
than 70% of the litoxetine group, irrespective of 
dosage, had an improvement of greater than or 
equal to 10 units on the general health domain of 
the KHQ versus 54% of the placebo group; 64% 
to 82% of litoxetine recipients had a greater than 
or equal to 10-unit improvement on the physical 
limitations domain versus 63% of the placebo 
group; 72% to 79% of the litoxetine group had 

a greater than or equal to 10-unit improvement 
on the emotions domain compared with 63% in 
the placebo group; and 59% to 74% in the litoxe-
tine group had a greater than or equal to 10-unit 
improvement on the sleep/energy domain versus 
59% in the placebo arm.

Litoxetine was well tolerated—37.7% of litox-
etine recipients and 34.5% assigned to placebo 
reported a treatment-emergent adverse event 
(TEAE), and only 3.8% of patients on litoxetine 
discontinued the study due to a TEAE compared 
with 3.4% of the placebo recipients. On logistic 
regression analysis, there was no statistical dif-
ference in TEAEs between study arms. No seri-
ous adverse events occurred in either arm. Psy-
chiatric evaluations did not show any difference 
between study groups.UT

Disclosure: Dr Dmochowski is a scientific advisor to 
Ixaltis SA.
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Investigational agent reduces rate
of incontinence episodes
Oral selective serotonin reuptake inhibitor led to nearly 22% of patients becoming continent

“This particular serotonin 
reuptake inhibitor was safe and 
well tolerated with twice-daily 

administration in the 
study population as 
defined.”

ROGER R. DMOCHOWSKI, MD, MMHC

FIGURE.  Litoxetine vs Placebo: Reduction 
in Rate of Incontinence Events

Source: Roger R. Dmochowski, MD, MMHC

0

3

Re
du

ct
io

n 
in

 ra
te

 o
f i

nc
on

tin
en

ce
 e

ve
nt

s/
w

ee
k

1.97 1.94

1.59
1.37

Litoxetine, 
40 mg 

twice daily

Litoxetine, 
20 mg 

twice daily

Litoxetine, 
10 mg 

twice daily

Placebo 
arm

UT0920_010_OAB Litoxetine Clinical Update.indd   10UT0920_010_OAB Litoxetine Clinical Update.indd   10 9/11/20   10:33 AM9/11/20   10:33 AM



JOURNAL ARTICLE OF THE MONTH / Prostate Cancer
Expert commentary on 
noteworthy research in the 
peer-reviewed literature
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Active surveillance of low-risk 
prostate cancer, with the inten-
tion to delay or avoid any treat-
ment-related adverse effects, 

has been employed with increasing fre-
quency over the past decade. However, 
concerns remain about disease progres-
sion and loss of opportunity to cure an 
otherwise curable disease.

To address these concerns, Ahmad 
et al report on their experience and
outcomes from delayed radical prostatec-
tomy (RP) in men who were initially diag-
nosed with low-risk prostate cancer and 
managed with active surveillance (AS).1

The authors reviewed their AS cohort 
of 1359 men from 1992 and 2015 at Prin-
cess Margaret Cancer Centre in Toron-
to, Ontario, Canada, and identified 294 
(21.6%) who were treated with RP due to 
disease progression. Of these, 170 (12.5%) 
underwent RP due to progression of grade 
group (GG) 1 to GG2 and formed the 
study group, with a median age of 61.5 
years and median PSA of 5.5 ng/mL. A 
matched group of men with GG2 or higher 
undergoing immediate RP served as the 
control group.

The primary outcomes included the 
presence of adverse pathology defined as 

pT3 or greater, GG3 or greater, positive 
surgical margin, or nodal metastases. 
Secondary outcomes of interest included 
biochemical recurrence (BCR), overall 
survival (OS), and cancer-specific sur-
vival (CSS).

Of the 170 men undergoing RP, 91 (53%) 
demonstrated reclassification to GG2 on 
confirmatory biopsy and 79 (47%) demon-
strated grade progression on surveillance 
biopsies. There were no significant dif-
ferences in the pathologic parameters
(T stage, margins, nodal involvement) on 
the RP specimens between the study and 
control groups.

The delayed RP group had a small-
er median cancer volume noted at final 
pathology than the control group with 
initial GG2. Overall, adverse final pathol-
ogy at RP was present in 54% of men with 
delayed RP for GG2 and 59% of men with 
initial RP for GG2 or higher.

5-year OS, CSS not different 
between groups
Median time spent on AS in the study 
group was 31.0 months, and median fol-
low-up after RP in both cohorts was 5.6 
years. The 5-year OS and CSS were not 
different between the study and con-
trol groups (98.1% vs 99.7% and 100% 
vs 99.7%, respectively). BCR was also 
not significantly different between the 
delayed RP and immediate RP groups 
(15% vs 19%, respectively). Further, the 
5-year BCR-free survival rate in the AS 
cohort undergoing delayed RP and the 
initial GG2 cohort undergoing imme-

diate RP was quite similar (85.8% vs 
82.4%, respectively).

These data clearly demonstrate that 
the pathologic and oncologic outcomes 
in patients who underwent RP for grade 
progression after a period of AS are similar 
to the matched controls undergoing imme-
diate RP, and the time spent on AS did not 
appear to adversely affect the outcomes. 
For the study cohort, the time spent on 
AS, roughly 2.5 years, appears to be rela-
tively short, considering the longevity of 
this data set. One reason may be that nearly 
half (53%) of the cohort had grade reclas-
sification on first repeat (ie, confirmatory) 
biopsy and may be not true grade pro-
gression over time during AS. This may 
lend support to the idea of a confirmatory 
biopsy before assigning to an AS strategy, 
especially if the diagnostic biopsy did not 
use a targeted biopsy approach. Another 
explanation may be that the majority of dis-
ease progression occurs early in the course 
of active surveillance.

It is often stated that earlier identifi-
cation of those men is required who are 
either misclassified at onset or experi-
ence early grade progression in order 
to avoid adverse outcomes. However, it 
appears that these inherent limitations 
of the AS paradigm did not compromise 
the survival outcomes for these men. 
Direct comparison of the outcomes of 
various AS protocols from different 
institutions can be difficult due to sig-
nificant heterogeneity in the inclusion 
criteria and surveillance intensity.

These data clearly 
demonstrate that the 
pathologic and oncologic 
outcomes in patients 
who underwent RP for 
grade progression after 
a period of AS are similar 
to the matched controls 
undergoing immediate RP, 
and the time spent on AS 
did not appear to adversely 
affect the outcomes.

Similar outcomes are observed
with immediate vs delayed RP
Survival outcomes not compromised in men undergoing active surveillance

BADAR M. MIAN, MD

Mian is professor of 
surgery in the division of 

urology at Albany Medical 
College, Albany, New York.

See IMMEDIATE, DELAYED RP page 12

TABLE. Outcomes for Delayed versus Immediate Radical Prostatectomy1

Study group Control group P  value

5-year overall survival 98.1% 99.7% .44

5-year cancer-specific survival 100% 99.7% .39

Biochemical recurrence rate 15% 19% .28
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Imaging with 68Ga-PSMA-11 PET led to major 
management changes in patients with biochemical-
ly recurrent prostate cancer, according to findings 
from a prospective, single-arm trial presented during 
the 2020 European Association of Urology Virtual 
Congress.

In a cohort of 136 patients, referring physicians 
implemented recommended management changes in 
72% (n = 98) of patients. 68Ga-PSMA-11 PET also led 
to the prevention of unnecessary diagnostic tests and 
a decline in the proportion of patients with unknown 
sites of disease.

“We [observed] high rates of altered management 
in patients receiving PSMA PET for biochemical 
recurrence, justifying its implementation in clinical 
practice,” said lead study author Justin Ferdinandus, 
MD, department of Nuclear Medicine, University 
Hospital Essen, Essen Germany.

The study included patients with prostate 
adenocarcinoma and biochemical recurrence 
who were recruited at the University of Califor-
nia, Los Angeles and the University of Califor-
nia, San Francisco. Recurrence was defined as 
a PSA level of ≥0.2 ng/mL at more than 6 weeks 
following prostatectomy or a PSA increase of
≥2 ng/mL above nadir following radiation thera-
py. The imaging results were interpreted using an 
image-based TNM staging system (PROMISE).

The study consisted of 3 questionnaires completed 
by the treating physicians: a pre-PET questionnaire 
completed upon the patient being scheduled for 
PSMA PET; a post-PET questionnaire completed 
when the PSMA PET report was received; and a 3- 
to 6-month follow-up questionnaire filled out by the 
referring physician inquiring whether the intended 
management was implemented.

Overall, 635 patients were initially recruited; how-
ever, after excluding patients who were missing the 
pre- and/or post-PET questionnaires, the remaining 

“intended” management population consisted of 382 
patients. Almost half of these patients were then miss-
ing the questionnaire from the referring physician, 
leaving an “implemented” management population 
of 206 patients.

Across the intended and implemented cohorts, 
the median age was 70.1 years (range, 43.8 to 95.3). 
In the 382-patient intended cohort, the median 
PSA was 1.86. Regarding Gleason score, 62% 
had a score <8, 29% had a score ≥8 and data were 
missing for 9%. Initial therapy in this cohort was 
prostatectomy only (44%), radiotherapy only 
(26%), and prostatectomy plus salvage radiother-
apy (30%). Other prior treatments included andro-
gen-deprivation therapy (38%), local salvage ther-
apy (15%), abiraterone acetate or enzalutamide 
(3%), chemotherapy (3%), and bone-targeted 
treatment (1%).

The median PSA in implemented cohort was
1.75 ng/mL. Regarding Gleason score, 61% had a 
score <8, 30% had a score ≥8 and data were missing 
for 9%. Initial therapy in this cohort was prostatec-
tomy only (42%), radiotherapy only (24%), or prosta-
tectomy plus salvage radiotherapy (34%). Other prior 
treatments included androgen-deprivation therapy 
(39%), local salvage therapy (9%), abiraterone acetate 
(Zytiga) or enzalutamide (Xtandi) (2%), and chemo-
therapy (1%).

In the intended cohort, there was an intended 

management change in 68% of the patients, with 
the intended change being considered “major” in 
46% of the patients. Overall, 150 diagnostic tests 
were prevented, comprising mostly CT (n = 43) 
and bone scans (n =52); however, 68Ga-PSMA-11 
PET results did trigger 73 tests per the study pro-
tocol. Over half (n = 44) of these tests were biop-
sies. The imaging outcomes also led to a decline 
from 68% to 29% in the proportion of patients 
with unknown sites of disease.

For the intended management cohort, manage-
ment pathway recommendations “predominantly 
aligned with PSMA PET disease stages: focal or sal-
vage therapy for local disease, and systemic treatment 
for distant metastases,” said Ferdinandus.

For patients with unknown disease site, it was 
recommended that 47% change toward active sur-
veillance; for patients with locoregional disease, 
it was recommended that 56% change toward 
local/focal therapy; for patients with metastatic 
disease, it was recommended that 69% of patients 
with M1a and 43% of patients with M1bc change 
toward systemic therapy.

The 206-patient implementation cohort included 
136 patients for whom changes were intended and 70 
patients for whom changes were not intended. For 
the first group, the referring physician survey results 
showed that 72% of the changes were implemented. 
In the “no-change” intended population, the refer-
ring physician followed the recommendation in 89% 
of the patients.

Regarding next steps, Ferdinandus said, “Future 
randomized trials need to evaluate the impact of man-
agement changes on oncologic outcomes.”UT
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PSMA PET imaging triggers major 
changes in prostate cancer management
Use of 68Ga-PSMA-11 PET also led to prevention of unnecessary diagnostic tests

“We [observed] high rates 
of altered management in 
patients receiving PSMA PET 
for biochemical recurrence, 

justifying its 
implementation in 
clinical practice.”

JUSTIN FERDINANDUS, MD

IMMEDIATE, DELAYED RP
continued from page 11

Despite the variability, a consistent theme with 
increasing level of confidence has emerged over 
the past few years that a period of active surveil-
lance for men with low-risk prostate cancer does 
not compromise the window of curability.

Going forward, our challenge is to devise less 
intensive surveillance strategies, with fewer biop-

sies and fewer complications. A fertile area for 
further research is the oncologic outcomes of 
contemporary low-risk prostate cancer, which is 
often diagnosed following an MRI targeted biop-
sy. This would facilitate the development and 
validation of a modern, less intensive AS protocol 
incorporating noninvasive methodologies such 
as advanced imaging and/or urine or serum 
markers to identify disease progression.UT
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The pivotal findings from the phase 2 TRI-
TON2 trial, which led to the FDA approval of 
rucaparib (Rubraca) in BRCA-positive metastatic 
castration-resistant prostate cancer (mCRPC), 
have now been published online in the Journal 
of Clinical Oncology.1

In the study, the PARP inhibitor induced a 
confirmed objective response rate (ORR) per 
independent review of 43.5% in heavily pretreat-
ed patients with mCRPC and a deleterious BRCA
alteration. The ORRs were similar, regardless of 
whether patients had germline or somatic alter-
ations, or whether the alteration was BRCA1 or 
BRCA2. The investigators did report, howev-
er, that PSA response rate was higher among 
patients with BRCA2 alterations.

Based on the TRITON2 data, the FDA 
approved rucaparib in May 2020 for the treat-
ment of patients with deleterious BRCA muta-
tion (germline and/or somatic)–associated 
metastatic mCRPC who have been treated with
androgen receptor (AR)–directed therapy and a 
taxane-based chemotherapy.

“A welcome additional treatment 
option”
“PARP inhibitors have been a welcome addition-
al treatment option available for eligible mCRPC 
patients, and I’m pleased that this publication 
provides additional detail about the potential 
clinical benefit of Rubraca for patients,” Wassim 
Abida, MD, PhD, principal investigator for the 
TRITON2 study and a medical oncologist at 
Memorial Sloan Kettering Cancer Center, New 
York City, New York, stated in a press release.2

“These additional data presented in this publi-
cation provide physicians important information 

to inform treatment decisions for their eligible 
patients.”

The open-label, multicenter, international 
TRITON2 study, enrolled male patients with 
mCRPC associated with 1 of 13 homologous 
recombination repair gene alterations. Patients 
had disease progression on androgen receptor 
(AR)–directed therapy and 1 prior taxane-based 
chemotherapy.

Overall, the efficacy and safety populations 
for TRITON2 included 115 BRCA-positive 
patients with or without measurable disease. 
The median patient age was 72 (range, 50-88), 
74% of patients were Caucasian, and all except 
2 patients had an ECOG performance status 
<2. The median baseline PSA was 61.1 ng/mL 
and 67% of patients had a Gleason score ≥8 at 
baseline. Across the population, 62 patients had 
measurable disease at baseline and 53 patients 
had nonmeasurable disease.

Prior AR–directed therapy included abi-
raterone acetate (Zytiga; 64.3%), enzalutamide 
(Xtandi; 71.3%), and apalutamide (Erleada; 
2.6%). Overall, 36.5% of patients had received 
≥2 AR-directed therapies. Regarding docetaxel, 
14.8% had received the chemotherapy for cas-
tration-sensitive disease and 93.9% had received 
it for castration-resistant disease. Other prior 
therapies received included cabazitaxel (Jevtana; 
7%), sipuleucel-T (Provenge; 10.4%), and radi-
um-223 (Xofigo; 12.2%).

Patients were treated with rucaparib at 600 
mg twice daily until radiographic progression or 
treatment discontinuation. Tumors were radio-
graphically assessed every 8 weeks for 24 weeks, 
and then every 12 weeks. PSA assessments were 
performed every 4 weeks.

Twenty-seven (43.5%) of the 62 patients with 
measurable disease had confirmed ORRs per 
independent radiology review. The responses 
comprised 7 complete responses and 20 partial 
responses. Fifteen of the 27 responders had a 
duration of response ≥6 months. An addition-
al 28 (45.2%) patients had stable disease, 6 had 
progressive disease, and 1 patient was not evalu-
able. Among all 115 patients, the confirmed PSA 
response rate was 54.8% (n = 63).

Regarding safety, 70 (60.9%) of the 115 
patients experienced a grade ≥3 treatment-re-
lated adverse event (TEAE). The most common 
grade ≥3 TEAE was anemia/decreased hemoglo-
bin (25.2%). TEAEs led to dose interruptions or 
reductions in 63.5% of patients, and discontin-
uations in 7.8% of patients. There was 1 patient 

TEAE-related death (acute respiratory distress 
syndrome).

“There is a critical need for personalized med-
icines to effectively treat advanced prostate can-
cer,” Akash Patnaik, MD, PhD, a TRITON2 
study author and a national authority on prostate 
cancer research at the University of Chicago 
Medicine, Chicago, Illinois, stated in a press 
release.3 “Approximately 12% of advanced pros-
tate cancer patients have tumors that harbor a 
BRCA1 or BRCA2 alteration. We have arrived at 
an exciting inflection point in the field, as we 
now have the first FDA approved targeted ther-
apy that can effectively treat a genetically defined 
subset of mCRPC patients, with poor prognosis 
and worse clinical outcomes on conventional 
treatments.”UT
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Pivotal phase 2 data for PARP inhibitor 
for mCRPC is published
Treatment induced objective response rate of 45.3% in heavily pretreated patients

“These additional data presented 
in this publication provide 
physicians important information 

to inform treatment 
decisions for their 
eligible patients.”

WASSIM ABIDA, MD, PhD

“We have arrived at an exciting 
inflection point in the field, 
as we now have the first FDA 
approved targeted therapy that 
can effectively treat a genetically 
defined subset of mCRPC 
patients, with poor prognosis 
and worse clinical outcomes 

on conventional 
treatments.”

AKASH PATNAIK, MD, PhD
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Darolutamide (Nubeqa) is effective for the treat-
ment of high-risk patients with nonmetastatic 
castration-resistant prostate cancer (CRPC) 
who have a prostate-specific antigen doubling 
time (PSADT) of 6 to 10 months, according to 
a subgroup analysis of the phase 3 ARAMIS trial 
presented during the 2020 European Association 
of Urology Virtual Congress.1

Among patients with a PSADT 
of 6 months or less, darolutamide 
reduced the risk of metastases or 
death by 59% versus placebo (HR, 
0.41; 95% CI, 0.33-0.52). This bene-
fit with the agent was similar to that 
observed in patients with a PSADT 

greater than 6 months, who had a 62% reduction 
in the risk of metastases or death (HR, 0.38; 95% 
CI, 0.26-0.55). The safety profile for darolutamide 
was similar between the 2 populations.

“These results indicate that patients with a 
PSADT between 6 and 10 months can benefit from 
darolutamide without increased safety risk,” said 
lead study author Martin Bögemann, MD, of the 
Department of Urology at Universitätsklinikum 
Münster in Germany.

Patients with nonmetastatic CRPC who have a 
PSADT of 6 months or less are at the highest risk 
of metastatic progression; however, the risk remains 
high in patients with a PSADT between 6 and 10 
months. Thus, Bögemann et al sought to exam-
ine the efficacy of darolutamide in this subset of 
patients enrolled in ARAMIS (NCT02200614).

Overall, the double-blind trial included 1509 
patients with nonmetastatic CRPC. Patients were 
randomized 2:1 to receive oral darolutamide at 600 
mg twice daily plus androgen deprivation thera-
py (ADT; n = 955) or placebo plus ADT (n = 554). 
Patients had an ECOG performance status of 0 to 1.

Among patients with a PSADT of 6 months or 
less, the median metastasis-free survival (MFS) 
was 34.3 months in the darolutamide arm (n = 668) 
compared with 17.2 months in the placebo arm
(n = 371). In the group of patients with a PSADT 
greater than 6 months, the median MFS had not 
yet been reached among patients receiving darolut-
amide (n = 286) compared with 30.7 months for 
the placebo arm (n = 183).

The MFS results for these PSADT-defined sub-
groups were consistent with the primary analysis 
results. In the overall population, the median MFS 
was 40.4 months in the darolutamide cohort and 18.4 
months in the placebo cohort, translating to a 59% 
reduction in the risk of metastases or death (HR, 
0.41; 95% CI, 0.34-0.50; P < .001).2 These results led 
to the July 2019 FDA approval of darolutamide for 
treating patients with nonmetastatic CRPC.

It was subsequently reported that darolutamide 
also significantly improved overall survival com-
pared with placebo in the overall ARAMIS trial 
population.3 Darolutamide led to a 31% reduction 
in risk of death compared with placebo (HR, 0.69; 
95% CI, 0.53-0.88; P = .003).

Darolutamide also showed a favorable safety pro-
file in the primary analysis and likely has a low risk 
of central nervous system events and drug-drug 
interactions, Bögemann said.

This favorable safety profile held up in the sub-

group analysis, according to Bögemann. He said the 
safety profile for darolutamide was consistent across 
the populations with either a PSADT greater than 
6 months or a PSADT of 6 months or less, with 
a low incidence of grade 3/4 adverse events (AEs) 
across both groups.

The incidence of grade 3/4 AEs with darolutamide 
was 27.2% in the group with a PSADT of 6 months 
or less and 18.9% in those with a PSADT greater 
than 6 months. Serious AEs occurred in 18.1% versus 
24% of the 2 groups, respectively, with no cases of 
serious grade 3/4 AEs. AE-related discontinuation 
occurred in 9.1% and 8.4% of the darolutamide-treat-
ed groups of PSADT of 6 months or less and greater 
than 6 months, respectively.UT
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Researchers at Memorial Sloan Kettering (MSK) 
Cancer Center, New York City, New York, showed 
that active surveillance with a well-defined mon-
itoring plan is a safe approach for appropriate 
patients with low-risk prostate cancer.1

In the MSK retrospective analysis of over 2600 
men who received active surveillance, there were 5 

men who developed distant metastasis. The inves-
tigators concluded that only 2 of these patients 
had cancer that immediate initial treatment might 
have cured. At 10 years, the risk of distant metas-
tasis was 0.6% (95% CI, 0.2-2.0).

“We have demonstrated that active surveillance 
is a safe management strategy at a tertiary cancer 
center when patients are appropriately selected and 
a well-defined monitoring plan is followed, in par-
ticular for men with very low-risk prostate cancer. 

The long-term risk of metastasis is very low. The 
current study confirms prior reports demonstrat-
ing a low incidence of oncologic events in men with 
low-risk prostate cancer on active surveillance,” 
first study author Sigrid Carlsson, MD, PhD, and 
coinvestigators wrote in their study, which was 
published in the Journal of Urology.

Using the prospectively maintained database 
of patients with prostate cancer at MSK, the 

Darolutamide efficacy sustained
in nmCRPC patients with rapid PSADT

Study findings support active 
surveillance for low-risk prostate cancer

59% reduced risk of metastases or death seen in patients with PSA doubling time of 6 months or less

See SURVEILLANCE page 15

BÖEGEMANN
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Only a small proportion of clinically significant 
prostate cancers are overlooked by multiparametric 
magnetic resonance imaging (mpMRI), according 
to findings from a post hoc analysis of the Prostate 
MRI Imaging Study (PROMIS).

The cancers that are missed by mpMRI are sig-
nificantly smaller and less aggressive than those 
that are detected.

Of men with prostate cancer in PROMIS, 4.4% 
to 17% had their cancers undetected by mpMRI, 
depending on the definition of clinical significance 
used, said Joseph M. Norris, BM, BS, during the 
2020 European Association of Urology Virtual 
Congress.1

“The reassuring findings that we show further 
reinforce the role that MRI should play in a modern 
prostate cancer diagnostic pathway,” said Norris, 
specialist registrar in urologic surgery, University 
College, London, United Kingdom.

The traditional approach of combining serum 
prostate-specific antigen (PSA) with systematic 
transrectal ultrasound (TRUS)-guided biopsy 
is an imperfect risk stratification approach for 
patients with suspected prostate cancer. Prebi-
opsy mpMRI has greatly improved the utility 
of this strategy; “however, as with all diagnostic 
strategies for prostate cancer, there is a given 
spectrum of disease that goes undetected or 

overlooked,” Norris said. “The PROMIS study 
gives us a unique opportunity to study the nature 
of MRI-undetected prostate cancer.”

In PROMIS, 576 biopsy-naïve men with sus-
pected prostate cancer and PSA concentrations 
up to 15 ng/mL underwent prebiopsy mpMRI 
followed by a combined biopsy procedure con-
sisting of a systematic TRUS-guided biopsy and 
a 5-mm transperineal template mapping biopsy. 
In this post hoc analysis, disease was categorized 
as either mpMRI-detected (Likert score 3 to 5) or 
mpMRI-undetected (Likert score 1-2). Disease 
was stratified into 2 forms of clinical significance: 
definition 1 was overall Gleason score ≥ 4 + 3 of any 
length or maximum cancer core length (MCCL) 
≥ 6 mm of any grade; definition 2 was overall Glea-
son score ≥ 3 + 4 of any length or MCCL ≥ 4 mm of 
any grade. Key cancer outcomes were compared 
between these 2 groups.

“By taking this approach, we demonstrated that 
the proportion of prostate cancer that is overlooked 
by mpMRI is low for both definitions of clinical 
significance,” he said.

Significant prostate cancer was not detected by 
mpMRI in 17 of 230 men (7%; 95% CI, 4.4%-
12%) according to definition 1 cancer and in 44 
of 331 men (13%; 95% CI, 9.8-17%) according 
to definition 2.

Furthermore, prostate cancer that was not detect-
ed by mpMRI was significantly lower in overall 
Gleason (P = .0007) and maximum Gleason scores 

(P < .0001) and shorter MCCL 
(median difference: 3 mm [5 vs 8 
mm]; P < .0001) compared with 
detected disease.

No tumors with an overall Glea-
son score > 3 + 4 or maximum Glea-
son score > 4 + 3 on transperineal 

template biopsy were undetected by mpMRI.
Application of a theoretical PSA density thresh-

old ≥0.15, above which a biopsy would be indicated 
in men with a negative mpMRI, further reduced 
the proportions of missed disease for both defini-
tions of clinical significance, Norris said. Using this 
PSA density threshold, the proportion of men with 
undetected disease was reduced to 5% for definition 
1 cancer and to 9% for definition 2 cancer.

Application of a PSA density threshold ≥0.10 to 
negative mpMRI lowered the proportion of men 
with undetected disease to 3% for both definition 
1 and definition 2 cancer.UT

Disclosure: Dr Norris reports receiving funding from 
the Medical Research Council.
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investigators identified 2907 patients who were 
managed with active surveillance from 2000 to 
2017. The study was then focused on a subgroup 
of 2664 patients who had Grade Group 1 disease 
(Gleason score ≤6).

As part of the active surveillance approach 
used for the patients, the treating physicians at 
MSK had recommended confirmatory biopsy. 
Patient status was reexamined every 6 months 
with a review of symptoms, a prostate-specific 
antigen (PSA) test, and a digital rectal exam-
ination (DRE). In more recent years, MRI 
was increasingly used at these follow-up visits. 
Repeat biopsy was done every 2 to 3 years, or 
following changes in MRI/DRE or a sustained 
increase in PSA level.

The median patient age was 62 years (range, 
57-68), the median PSA at diagnosis was 5 ng/

mL, the median number of positive cores at diag-
nosis was 1, the median total cores at diagnosis 
was 12, and the median nomogram risk of locally 
advanced disease was 35. The clinical stages at 
diagnosis were T1C or less (89%), T2A (9.3%), 
T2B (1.3%), T2C (0.9%).

The treatment-free probability was 76% (95% 
CI, 74-78), 64% (95% CI, 61-68), and 58% (95% 
CI, 51-64), at 5, 10, and 15 years, respectively. The 
number of men at risk for metastasis was 1146, 220, 
and 25 at those same 3 cutoff points, respectively.

Beyond the 10-year risk of distant metastasis of 
0.6%, the risk of distant metastasis was 1.5% (95% 

CI, 0.4-5.2) at 15 years.
“While these rates align with 

those of other active surveillance 
cohorts and support the oncologic 
safety of active surveillance over 
longer term follow-up, we do note 
that the upper bound of the confi-

dence interval at 15 years is clinically relevant (5.2% 
risk of metastasis). However, of the 5 patients with 
distant metastases, only 2 might have been cured 
by early treatment,” the authors wrote.

The overall survival rate at 10 years was 94% 
(95% CI, 92-95). Among the 2664 men with Grade 
Group 1 prostate cancer, only 1 died of prostate 
cancer.

“Our experience confirms, on a large scale, pri-
or reports that active surveillance is an oncologi-
cally safe strategy for men diagnosed with low risk 
prostate cancer,” the authors wrote.UT
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Few significant prostate cancers are 
undetected by multiparametric MRI
Missed cancers are smaller, less aggressive than those that are detected by imaging modality
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screening in the general US population, regardless 
of age. The current USPSTF PSA screening policy 
is slightly changed, with a grade C recommendation 
for men aged 55 to 69 years, meaning in this popu-
lation, an individual decision on screening should 
be made based on a physician-clinician discussion 
of the potential benefits and risks.

The recommendation notes that some men in 
this population may have a positive benefit-risk 
profile with screening, but warns of potential 
harms, including false-positives, overdiagnosis/
overtreatment, and treatment-related adverse 
events, such as erectile dysfunction and incon-
tinence.

The USPSTF based this recommendation for 
men aged 55 to 69 on its own review of the litera-
ture. The panel concluded that PSA screening in 
this population can prevent an estimated 1.3 men 
from dying of prostate cancer every 13 years per 
1000 men screened. The review also determined 
that PSA screening may prevent approximately 
3 cases of metastatic prostate cancer per 1000 
men screened. 

For men aged ≥70 years, the USPSTF recom-
mends against any PSA-based screening (grade 
D recommendation). The panel also does not 
recommend screening for men aged <55 years. 
While the USPSTF acknowledges that family 
history and African-American race are two of 
the most significant risk factors for developing 
prostate cancer, the panel maintains that there 
is insufficient evidence to issue individualized 
screening recommendations in any age group 
based on those factors.

In the NEJM paper, the researchers maintain 
that there has been a misunderstanding of the 
data from 2 pivotal screening trials, leading to 
public uncertainty on the value of PSA screening 
and supporting the anti-screening recommenda-
tions by panels such as the USPSTF. The misun-
derstanding  includes both a “misinterpretation” 
of data, as well as not focusing enough on the 
length of follow-up when determining the ben-
efit-risk profile of screening. 

The first trial the paper draws attention to is the 
US-based Prostate, Lung, Colorectal, and Ovar-
ian (PLCO) Cancer Screening Trial. The PLCO 
results showed no benefit for screening; however, 
subsequent analyses severely questioned the valid-
ity of the trial because of mass contamination of 
the control arm. The trial was intended to com-
pare screening with a control arm of no screening; 
however, it was determined that nearly 90% of 
the control arm had received screening before or 
during the trial, making the study, essentially, a 
screening versus screening trial with no capacity 
to measure the value of PSA testing.2

The other trial, the European Random-
ized Study of Screening for Prostate Cancer 
(ERSPC), did show a benefit in prostate cancer 
mortality, but the USPSTF did not consider the 
benefit sufficient enough compared to potential 
harms to support screening. The NEJM paper 
maintains, however, that as the length of ERSPC 
follow-up grows increasingly longer, the benefit 
of screening is increasingly revealed.

The latest ERSPC data show that with 16 years 
of follow-up, 570 men aged 55 to 69 years would 
need to be screened to prevent 1 death from 
prostate cancer, with an estimated number of 

18 excess diagnoses. For perspective, the NEJM
paper points out that for breast cancer screen-
ing, for which there is widespread support, 1250 
women aged 50 to 59 years need to be screened 
to prevent 1 death from breast cancer at 10 years. 
The number needed to screen (NNS) is 476 and 
769 women for the age ranges of 60 to 69 years 
and 70 to 74 years, respectively.

The researchers concluded that a follow-up time 
of 16 years post-randomization is an insufficient 
window to capture the complete mortality benefit 
of PSA testing, noting that while screening often 
starts for men when they are in their 50s, the medi-
an age is 80 years for men who die of prostate can-
cer. Thus, they used a statistical model to project 
what the ERSPC results would likely show at 25 
years’ follow-up. The model projected that at 25 
years’ follow-up, the NNS to prevent 1 prostate 
cancer death drops to 385, with 11 excess cases. 

The researchers also point out that the current 
USPSTF recommendation does not factor in the 
evolution of management strategies in prostate 
cancer, such as the now widely used approach of 
active surveillance for low-risk disease, which 
has the potential to mitigate potential harms 
associated with overdetection. 

Overall, while the reduction in prostate 
screening has led to a decline in prostate cancer 
diagnoses, emerging evidence is suggesting that 
the rates of metastatic disease at diagnosis are 
increasing, whereas they had been on the decline 
until a decade ago. 

Given the increased benefit shown by their 
model and other emerging factors in the 

PSA-screening picture, the researchers strongly 
believe the USPSTF should change its position 
on PSA screening. 

“My thought, based on our work, is that it 
should be recommended for all healthy men 
to undergo some sort of PSA screening,” study 
author Jonathan Shoag, MD, assistant profes-
sor of urology at University Hospitals Cleveland 
Medical Center, Case Western Reserve Univer-
sity School of Medicine, Cleveland, Ohio, and 
adjunct assistant professor of urology at Wei-
ll Cornell Medicine, said in an interview with 
Urology Times®.

“In the context of our study, I think not only 
is there a benefit to PSA screening, but I think 
we’re already starting to see some real-world data 
to suggest what happens when we don’t screen as 
aggressively as we can,” study author Yaw Nyame, 
MD, MBA, a clinical fellow in the department of 
Urology at the University of Washington School 
of Medicine and Seattle Cancer Care Alliance, 
and a postdoctoral fellow at the Fred Hutchinson 
Cancer Research Center, Seattle, Washington 
told Urology Times® in an interview. 

In interviews with Urology Times®, Shoag, 
Nyame, and senior study author Jim C. Hu, 
MD, MPH, who is the Ronald P. Lynch Pro-
fessor of Urologic Oncology at Weill Cornell 
Medicine and director of the LeFrak Center 
for Robotic Surgery at NewYork-Presbyterian/
Weill Cornell Medical Center, New York City, 
New York, discussed the history and current 
state of PSA screening, their paper reevaluating 
the benefit-risk profile of screening, and why the 
USPSTF screening recommendation should be 
changed.

Q: What is the prevailing opinion on PSA 
screening based on the latest understanding of 
the PLCO and ERSPC trials? What were some of 
the issues with those trials?
SHOAG: The story is that in the early 90s, PSA 
screening became pretty widely adopted in the 
United States. And we realized that we were 
finding a lot of prostate cancer—much more 
than before—but also that mortality declined 
from prostate cancer; there was a 50% drop in 
mortality over the subsequent 30 years. How-
ever, since we were finding a lot more prostate 
cancers, people started to ask, “Is PSA screening 
really beneficial?” And we had 2 large random-
ized studies of PSA screening—one in the Unit-
ed States, which was the PLCO trial, and one in 
Europe, which was the ERSPC trial.

The PLCO trial showed no benefit for PSA 
screening, while the ERSPC trial showed a 20% 
reduction in mortality from prostate cancer with 
PSA screening; however, the initial ERSPC fol-
low-up was under a decade, so not many men died 
of prostate cancer overall, so the absolute benefit 
was relatively small.

PSA SCREENING
continued from page 1

“My thought, based on our 
work, is that it should be 
recommended for all healthy 

men to undergo some 
sort of PSA screening.”

JONATHAN SHOAG, MD
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And so that was sort of where we stood, and I 
think as a result of the idea that we weren’t saving 
many lives, even in the positive trial, and we had 
this negative trial, the opinion became, “Well, 
we shouldn’t do PSA screening anymore.”

In 2016, we looked at the PLCO data, and 
it turns out that in the PLCO trial, almost all 
the guys in the control arm had PSA screening, 
because everyone was getting PSA screening at 
the time in the United States. So, the PLCO trial 
really couldn’t inform anything. You can’t assess 
screening versus no screening in a trial where the 
control arm had screening.

And it turns out that with the ERSPC trial, 
actually when you look as time gets longer and 
longer from the start of the trial, the relative 
mortality reduction seems to be about the same, 
but the number of men saved per man screened 
increases because as you have more follow-up, 
more men die of prostate cancer, which seems 
obvious, but unfortunately, it hasn’t been obvi-
ous to the people making the screening recom-
mendations. 

So, as a consequence of all of this, PSA screen-
ing has really fallen out of favor—we’re diagnos-
ing a lot less prostate cancer and treating a lot 
fewer patients with prostate cancer, and we’re 
starting to see the epidemiologic consequences 
of that where we’re seeing more metastatic dis-
ease mortality, which had been decreasing since 
the advent of PSA screening and is now actually 
increasing, or at the least, is relatively stable. But 
definitely the decrease seems to have stopped and 
it’s concerning. And so that’s where our study 
came in—we said, these things that I’m saying, 
which seem like obvious issues, but apparently 
are not obvious to everyone else. So that’s why 
we wrote this paper.

NYAME:  I  think when you look at PSA screen-
ing, the introduction of PSA in the mid-80s 
was followed by very rapid adoption and wide-
spread use in the community. So I think when 
it came time to conduct the US randomized tri-
al (PLCO), you had a large population in the 
country that was getting tested. And so when 
you think about the most ideal scenario for 
designing a trial that’s looking at the efficacy 
of screening, you really want to be comparing 
screening to no screening. And right off the bat, 
you’re already comparing a group of men with 
this intervention, where everyone essentially, or 
a large percentage of the population, had already 
been screened.

And then, muddying the water more, is the 
fact that during the trial, those that were sup-
posed to be in the control arm for PLCO actu-
ally received PSA testing. So, I think I’ve heard 
people describe that trial as, “screening versus 
maybe a little bit less screening.” But the truth is, 
it’s really a screening versus screening trial. But it 

formed the basis of guideline recommendations 
for what we should do about PSA, which have 
really stuck for almost a decade now. In 2018, 
the recommendation changed, but the change 
wasn’t a strong one, it’s still a pretty soft recom-
mendation for a discussion between providers 
and patients. 

Q: What was the approach/methodology for your 
analysis? 
SHOAG: We sort of said, “The PLCO trial can’t 
really inform screening versus no screening.” 
And our collaborators from the University of 
Washington had done an analysis before using a 
little bit more involved statistics. The crux of the 
analysis was, “If you used a control group with 
PLCO that did not have screening, what would 
the outcomes look like?” And that actually found 
that under that circumstance, the PLCO trial 
may have shown a benefit for screening. 

What our analysis did was that we took the 
data from the ERSPC and said, “What happens 
if we project this out to 25 years? What is the 
benefit of screening in terms of number needed 
to diagnose and number needed to screen?” And 
it turns out that those numbers are actually pret-
ty compelling; the numbers needed to diagnose 

to prevent 1 death—those numbers are pretty 
compelling and we used pretty conservative esti-
mates. We tried very hard to not overestimate 
the effect of screening. And even with those very 
conservative numbers, the benefits of screening 
still seem, to me—this is a judgment call wheth-
er the benefits are greater than the harms—but 
to me, the benefits were even greater than the 
harms.

NYAME: I think it’s important to recognize a 
couple of things. The type of technique we used 
in our study was previously used to assess wheth-
er or not screening was beneficial in PLCO. And 
that was done in an older study [which showed 
that] when you account for all of that contam-
ination—people who got screened who were 

supposed to be on the non-screening arm—the 
benefit of PSA was about the same in PLCO as 
in the ERSPC.

For our study, what we were really interested 
in was this infographic that had been floating 
around that suggested that in order to prevent 1 
prostate cancer death, you had to detect and treat 
100 men, and that number was generated from 
early PLCO data. So the assumption there was 
that if a man gets screened, that the benefit from 
screening occurred early and didn’t continue to 
accrue. And so one of the things we really aimed 
to do with this model was to not only update 
those numbers, which are widely cited and used 
in pictorial depictions of the benefits/harms of 
prostate cancer screening, but we also wanted to 
demonstrate the fact that the longer a man lives 
who’s been screened, the more benefit he gains 
from PSA testing.

So, when we were able to project numbers out 
to 16 years, our model was able to match the 
results from the European trial, which is what 
we calibrated the model to do, so that was kind 
of a safety check. But when we took the model 
out to 25 years, what we found was that instead 
of 100 men needing to be diagnosed and treated 
[as suggested by the analysis of the early PLCO 
data], only 11 men needed to be diagnosed and 
treated to prevent 1 prostate cancer death.

HU: We projected the long-term benefits of 
PSA screening, using data from the only ran-
domized trial without significant contamination, 
and projected that at 25 years after initiation of 
PSA screening, the benefit was more favorable 
than that for mammography for breast cancer, 
which has a USPSTF grade B recommendation 
for women.

Q: Where do we go from here?
SHOAG: First of all, the message to patients 
needs to change. For a long time, including now, 
the screening aids and information available to 
patients and primary care doctors is misleading. 
The current screening recommendations from 
the USPSTF and other panels are [based on] 
about 13 years of follow-up [from the pivotal 
screening trials], which is too short. If a man 
begins screening in his 50s, and he’s not going 
to die of prostate cancer until his 80s, 13 years 
is just not enough time. There’s no pretense that 
that’s enough time to estimate the benefits. So I 
think we need to look over a patient’s lifetime of 
what the benefit of screening is for an individual. 

The framing of the harms and benefits of PSA 
screening has been misleading too, because lots 
of men get prostate cancer, even in the absence of 
screening, and that point hasn’t been made clear-
ly enough. I think we tried very hard to make 
that point. Lots of men are diagnosed with pros-
tate cancer, even if we don’t do PSA testing. And 

“In the context of our study, I 
think not only is there a benefit 
to PSA screening, but I think 
we’re already starting to see 
some real-world data to suggest 
what happens when we don’t 

screen as aggressively 
as we can.”

YAW NYAME, MD, MBA
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I think it’s important to sort of recognize that 
PSA testing is detecting a lot of these cancers 
simply earlier at a time when they can be treated.

And I think those 2 messages are sort of the 
points of our manuscript, and when you look at 
things in that lens, the benefits are significant-
ly more compelling as compared to the harms, 
and then the judgment of whether we should 
treat everyone or not is beyond the scope of this 
current work. I can give you my thoughts, but 
those are just my opinions. But whoever is mak-
ing these decisions, needs to look at things over 
the longer term and that’s important.

NYAME: I  think what’s really challenging for me 
as a prostate cancer researcher, and I think the 
rest of the team would agree, is that the narrative 
around PSA screening is really entrenched in 
a whole generation of providers. We have the 
gatekeepers, who are primary care physicians, 
who are being taught that this is a test that not 
only doesn’t decrease mortality, but only leads 
to the over-detection of cancers that don’t affect 
people’s lives. But we know from the data and 
from our analysis that’s not true. And so I think 
what we’re hoping for is that, by providing this 
high-quality analysis and outcomes that are driv-
en by real-world data, that these projections can 
help people understand what the true benefit of 
PSA screening is. 

And the other thing we spent a lot of time 
discussing in the article was overdetection and 
overtreatment are things that are changing rap-
idly in the prostate cancer landscape. So I think 
we can’t use the same lens that we have had for 
prostate cancer screening and treatment from 
2 decades ago for our contemporary practice. 
We have a lot more tools for trying to be more 
discriminatory in how we diagnose clinically 
significant cancers. And certainly the mainstay 

of management for men who have nonaggressive 
cancer is to observe their disease.

Q: What is the current USPSTF recommendation 
and what is your opinion of it?
SHOAG: It’s grade C, meaning a provider should 
have a discussion with their patients about the 
risks and benefits. In my opinion—and this is 
an opinion, this isn’t data based—I think that’s 
unfair, because PSA screening is complicated. 
And I think the idea that patients and provid-
ers are going to be able to make this decision 
in a short visit in an informed way is naïve. I 
think an expert opinion needs to decide whether 
or not we think screening is good. And at that 
point, recommend it or do not recommend it. 

My thought, based on our work, is that it should 
be recommended for all healthy men to under-
go some sort of PSA screening, and obviously 
men could choose not to do that, but [in general] 
we recommend lots of screening tests to people 
and, in my opinion, PSA screening should be 
recommended. 

NYAME: What I think is interesting is when 
you look at the USPSTF recommendation for 
mammography and screening in breast cancer, 
it is a grade B recommendation, but [prostate 
cancer screening has a lower recommendation] 
despite the fact that PSA screening has very sim-

ilar numbers [regarding the number needed to 
screen], albeit over a different time frame—the 
benefit for PSA screening is over a longer period 
of time being observed than breast cancer. 

Prostate cancer had a grade D recommen-
dation until 2018, and currently has a grade C 
recommendation. I think what’s perhaps most 
interesting in the backdrop of all of this is a study 
recently published in the Journal of the National 
Cancer Institute showing that the number of met-
astatic prostate cancer cases has been increasing 
from the time of the USPSTF recommendation. 
So in the context of our study, I think not only 
is there a benefit to PSA screening, but I think 
we’re already starting to see some real-world data 
to suggest what happens when we don’t screen as 
aggressively as we can. 

HU: The USPSTF should reevaluate screening 
recommendations from [its current position of] 
individualized choice, grade C. 

The harms of screening have been mitigated. 
Men do not go straight to biopsy with an elevat-
ed PSA. They may now undergo other biomark-
ers, such as 4K or MRI. Additionally, if a man is 
diagnosed with prostate cancer, he may opt for 
active surveillance, which had strong uptake over 
the past 5 years. I believe the USPSTF recom-
mendation to be outdated due to these recent 
practice pattern changes. Additionally, the 
majority of men are not able to make an “indi-
vidualized choice” and primary care doctors are 
overwhelmed and may not be aware of the 
nuances of PSA screening.UT
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“The USPSTF should reevaluate 
screening recommendations 
from [its current position of] 

individualized choice, 
grade C.”

JIM C. HU, MD, MPH

RISK OF SKELETAL-RELATED EVENTS IN MCRPC
NOT ASSOCIATED WITH RACE

Hannah Slater | Assistant Editor, Oncology®

Among patients with newly diagnosed, bone metastatic castration-resistant prostate 
cancer (mCRPC), Black men did not have a higher risk of skeletal-related events (SREs) 
and all-cause mortality, according to a retrospective analysis published in Cancer.1

The retrospective analysis included patient data from 8 Veterans Affairs hospitals. 
Overall, the study included 837 men with bone mCRPC who were diagnosed in the 
year 2000 or later. Among this population, there were 232 (28%) Black patients and 
605 (72%) non-Black patients. At diagnosis, bone metastases were more common in 
Black men, with 29% having ≥10 bone metastases compared with 19% of non-Black 

men (P = .021). The median prostate-specific antigen level at diagnosis was also 
higher in Black men at 41.7 ng/mL versus 29.2 ng/mL, respectively (P = .005).

In the group of patients who did not die, the median follow-up after diagnosis of 
metastasis was 25.9 months (range, 12.0-46.4). During follow-up, 287 (35%) 
patients experienced SREs. No difference was observed in the risk of developing 
an SRE between Black and non-Black patients (log-rank, P = .35). On multivari-
able analysis, no difference was observed in SRE risk between Black and non-
Black patients (HR, 0.80; 95% CI, 0.59-1.07; P = 0.13).
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Durvalumab granted FDA priority review 
for less-frequent dose in bladder cancer

The FDA has granted a priority review designation 
to a supplemental Biologics License Application 
(sBLA) for a less-frequent, fixed-dose regimen of 
durvalumab for its approved indications in bladder 
cancer and non–small cell lung cancer, according 
to AstraZeneca, the manufacturer of the PD-L1 
inhibitor.1  Specifically in bladder cancer, the current 
FDA-approved dosage is 10 mg/kg (IV infusion) 
every 2 weeks. If approved, the new schedule would 
be a fixed-dose of 1500 mg (IV infusion) admin-
istered every 4 weeks, thus reducing a patient’s 
required medical visits by 50%. The FDA is sched-
uled to make a decision on the sBLA by the end of 
this year, AstraZeneca reported in a press release.
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Liquid biopsy assay predicts treatment 
outcomes in mCRPC

A group of investigators in Australia showed that 
a multianalyte liquid biopsy assay could predict 
which patients with metastatic castration-resistant 
prostate cancer (mCRPC) would likely respond to 
standard treatments, according to a study published 
in European Urology.1,2

The study prospectively enrolled 67 patients 
with mCRPC. All patients were starting treatment 
with either androgen receptor pathway inhibitors 
(ARPIs; eg, abiraterone acetate [Zytiga] or enzalut-
amide [Xtandi]; n = 41), or taxane-based chemother-
apy (n = 26). Using the liquid biopsy assay, which 
is manufactured by Predicine, researchers at Peter 
Mac and the Monash University School of Clinical 
Science, in collaboration with the Chris O’Brien 
Lifehouse cancer treatment center, conducted inte-
grated cfDNA and cfRNA profiling from a single 
10-mL blood tube. The investigators next exam-
ined potential links between AR aberrations and 
clinical outcomes using Cox regression analyses 
and Kaplan-Meier survival estimates.

AR gain was independently associated with 
clinical/radiographic progression-free survival 
(PFS; HR, 3.2, P = .01) and overall survival 
(OS; HR, 2.8; P = .04). Cumulative number of AR 
aberrations was also independently associated with 
PFS (HR, 3.0 for 0 vs ≥2; P = .04) and OS (HR, 2.9 
for 0 vs ≥2, P = .03). The investigators also reported 
an association between concurrent AR gain and 
AR splice variant expression (AR gain/AR-V+) 
with shorter prostate-specific antigen PFS, regard-
less of whether patients received chemotherapy 
(HR, 3.9; P = 0.04) or ARPIs (HR, 6.7; P = .009).
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Noninvasive urine test shows high 
precision in prostate cancer detection

A urine-based, noninvasive assay demonstrated high 
rates of sensitivity and specificity in diagnosing and 
classifying patients with prostate cancer, according 
to findings published in the Journal of Urology.1,2

The Sentinel Test platform (miR Scientific) involves 
interrogating small noncoding RNAs (sncRNAs) 
that have been extracted from urinary exosomes. 
The interrogation of the sncRNAs is done through 
a high-throughput real-time PCR–based platform. 
Proprietary selection and classification algorithms 
are used to analyze the interrogated sncRNAs.

The 3 individual assays incorporated into the 
Sentinel Test platform are the Sentinel PCa Test, 
the Sentinel CS Test, and the Sentinel HG Test. 
The Sentinel PCa Test is the prostate cancer diag-
nostic assay. The Sentinel CS Test determines 
which patients have low-risk disease (Grade Group 
1) and which patients have intermediate- or high-
risk prostate cancer (Grade Group 2-5). The Sen-
tinel HG Test identifies which patients have either 
low or favorable intermediate risk disease (Grade 
Group 1 or 2) and which patients have high-risk 
disease (Grade Group 3-5).

In the study, the Sentinel PCa Test showed 
a sensitivity rate of 94% and a specificity rate of 
92%. The sensitivity and specificity rates were 93% 
and 90%, respectively, for the prediction of Grade 
Group ≥2 cancer with the Sentinel CS Test, and 
the corresponding rates were 94% and 96% with 
the Sentinel HG Test for the prediction of Grade 
Group ≥3 cancer.
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FDA approves liquid biopsy as companion 
diagnostic for rucaparib in prostate cancer

The FDA has approved FoundationOneLiquid 
CDx for use as a companion diagnostic with the 
PARP inhibitor rucaparib (Rubraca), which is 
approved by the FDA for the treatment of patients 
with BRCA  mutation–positive metastatic castra-
tion-resistant prostate cancer (mCRPC).1

The pan-tumor liquid biopsy test examines over 
300 cancer-related genes in a patient’s blood sample 
to inspect for deleterious alterations. Foundation 
Medicine, the manufacturer of the diagnostic, 
reported in a press release that FoundationOne-
Liquid CDx is covered for eligible Medicare and 
Medicare Advantage beneficiaries.
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FDA approves new devices for bladder and 
bowel conditions

The FDA has approved the InterStim Micro neu-
rostimulator and InterStim SureScan MRI leads 
for the treatment of patients with bladder and bowl 
control conditions, according to Medtronic plc, the 
manufacturer of the devices.1

InterStim Micro treats patients with overactive 
bladder, fecal incontinence, and non-obstructive 
urinary retention by delivering sacral neuromod-
ulation  therapy. InterStim SureScan MRI leads 
enable full-body 1.5 and 3 Tesla MRI-conditional 
scans. They are used in conjunction with the Inter-
Stim Micro and the recharge-free InterStim II. 
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Pivotal study launches exploring novel 
device for women with OAB

The OverActive Bladder Stimulation System Study 
(OASIS) has launched, aiming to establish the safety 
and efficacy of the RENOVA iStim implantable 
tibial neuromodulation system for the treatment 
of women with overactive bladder.1,2

The multicenter, open-label, prospective, inter-
ventional OASIS trial (NCT03596671) is specifical-
ly examining the capability of RENOVA to reduce 
urinary urgency incontinence episodes. The study, 
which has an enrollment goal of 200 patients, is 
recruiting patients at 15 sites in the US and Europe.
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During the 2020 European Association of 
Urology (EAU) Virtual Congress, urology 
experts shared their personal experiences with 
groundbreaking technologies revolutionizing 
urology practice.

In 1 session, experts discussed advances in 
minimally invasive techniques for treating 
benign prostate hyperplasia (BPH) and urinary 
stones, specifically focusing on the recent-
ly launched Moses 2.0 platform for holmium 
laser enucleation of the prostate (HoLEP).1

Holmium laser lithotripsy with Moses 2.0 
is intended to enhance precision and versatil-
ity by optimizing laser energy transmission. 
With ultra-speed stone dusting at 120 Hz, the 
platform has demonstrated enhanced stone 
ablation rates. For patients with BPH, the 
platform’s speed and efficiency enables a cath-
eter-free procedure with same-day discharge 

for most patients.
In a panel discussion during 

the EAU virtual meet ing, 
Khurshid Ghani, MD, Amy 
E. Krambeck MD, and Tevi-
ta Aho, MD, answered ques-
tions from moderator Bhaskar 
Somani, MRCS, FEBU, DM,

on their personal experience with the Moses 2.0 
platform. Ghani is  associate professor of urol-
ogy at the University of Michigan, Ann Arbor; 
Krambeck is professor of urology at Indiana 
University School of Medicine, Indianapolis; 
Aho is from the Cambridge University Hospi-
tals NHS Trust, Cambridge, United Kingdom; 
and Somani is from the University Hospital 
Southampton NHS Foundation Trust, South-
ampton, United Kingdom. The discussion took 
place during a session sponsored by Lumenis.

SOMANI: Where are we at with the technol-
ogy for holmium laser lithotripsy and thulium 
fiber laser (TFL) for urinary stones?

GHANI: To start, photothermal ablation has 
been shown to be the predominant mechanism 
of laser fragmentation used for holmium laser 
lithotripsy, where the goal is to maximize ener-
gy transfer to the stone through the process of 
contact laser lithotripsy.

For all lasers, excessive pulse duration and 
photothermal effect may lead to collateral 
damage. Multi-pulse sequencing and pulse 
shaping with Moses 1.0 has improved the qual-

ity and speed of fragmentation and is superior 
to long pulse. Moses 2.0 provides 120 Hz for 
faster lithotripsy.

At this point, clinical data comparing the hol-
mium YAG (HoYag) Moses 2.0 laser with TFL 
is needed with end points including lasting time, 
OR time, energy, stone-free outcomes, and com-
plications. That being said, I submit to you that 
HoYag has just the right balance of water and 
stone absorption, pulse duration, and peak pow-
er for effective and safe fragmentation.

SOMANI: Do you think everybody needs to 
have a power of 120 Hz or at least 100-120 Hz?

GHANI: I think it’s dependent on your own 
clinical environment and your own health eco-
nomic system, and what you can afford in a rea-
sonable manner. What we have definitely seen 
here in Michigan is that when we transitioned 
to the high-powered lasers, we have been able 
to be much faster in the operating room, and 
we get through the stones much more quickly.

We have also seen that our threshold for 
f lexible ureteroscopy to treat renal stones is 
being challenged. I’m finding it hard to sched-
ule patients with stones larger than 2 cm for a 
percutaneous nephrolithotomy (PCNL). For 
larger stones—the staghorn stones—we do 
PCNL on those. But definitely for the kidney 
stones, I think high frequency has helped us.

Urethral stones are a different beast. I think 
with those, effective fragmentation using the 
simple settings that we all trained with and 
know using low-powered systems is very effec-
tive, and you don’t necessarily need high-power 
settings; in fact, high-powered settings in the 
urethra can be injurious. But definitely for kid-
ney stone surgery, I think the new lasers with 
the high frequency, and now with the pulse 

modulation to actually increase the fragmen-
tation, have been revolutionary.

SOMANI: The BPH landscape has changed 
with so many new technologies. How do you 
choose among all of these techniques?

AHO: If you are after a surgical technique—a 
true technique where you are going to get an 
immediate response because you are immediately 
debulking the prostate—I would go HoLEP or 
“MoLEP,” as I call it now, with Moses technology.

The advantage of the minimally invasive tech-
niques, and there is a whole range of those, is 
that, if you have a man whose sexual function 
is very important to them (they still want to 
ejaculate) and their prostate is not particularly 
large, maybe things like UroLift or Rezum are 
also options. I personally also offer those 2 tech-
niques because I want to be able to offer some-
thing to every single patient. I want to be able to 
tailor the BPH treatment to the individual per-
son. And it’s not for us to necessarily decide for 
the patient what’s important to them. It’s up to 
us to tease out what their priorities are and then 
tailor the treatment to their requirements.

But just going back to the surgical treat-
ments, if you want to disobstruct somebody 
because they have got a catheter in place—and 

no man wants to live with a catheter any longer 
than they absolutely need to—then HoLEP 
is by far the best procedure, with 99% cathe-
ter-free rates for any type of urinary retention, 
whether it be acute or chronic.

SOMANI: When treating patients with BPH, 
how has the Moses 2.0 platform impacted your 
practice?

KRAMBECK: Moses 2.0 has so vastly changed 
our practice, that we send all patients home. 

Holmium laser advances help propel 
progress in BPH, urinary stones

See LASER ADVANCES page 21

SOMANI

“I want to be able to tailor the 
BPH treatment to the individual 
person. And it’s not for us to 

necessarily decide for 
the patient what’s 
important to them.”

TEVITA AHO, MD

“What we have definitely seen 
here in Michigan is that when we 
transitioned to the high-powered 
lasers, we have been able to be 
much faster in the operating 

room, and we get 
through the stones 
much more quickly.”

KHURSHID GHANI, MD
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A machine learning algorithm (MLA) that uses 
readily available clinical information demon-
strated promising performance for predicting 
quality of life in patients with kidney stones.

The research was presented at the 2020 Euro-
pean Association of Urology Virtual Congress 
by David-Dan Nguyen, on behalf of the Wis-
consin Quality of Life research group.1

The MLA was built using data collected for 
the development and validation of the Wiscon-
sin Stone Quality of Life Questionnaire (WIS-
QOL).

In its first version, the MLA adequately 
estimated the health-related quality of life of 
patients with kidney stones and outperformed 
linear models. Assessment of its ability to classi-
fy patients into quintiles by quality of life scores 
showed that the MLA did best at identifying the 
highest and lowest quintiles, reported Nguyen, 
a medical student at McGill University in Mon-
treal, Quebec, Canada.

“Urolithiasis is a disease with complex symp-
toms that poses a significant burden on the qual-
ity of life of those affected by it. As such, an 
overarching goal of the management of urolithi-
asis is to improve quality of life. Patient-reported 
outcomes play an important role in guiding the 
management of a disease, and there have been 
increasing efforts, including the development of 

certain tools, to specifically measure the quality 
of life of kidney stone patients,” he said.

“In the future, with more data, hopefully 
our model can be improved to be used in more 
refined clinical settings.”

The WISQOL questionnaire is a dis-
ease-specific, validated health-related quality 
of life instrument capturing the unique symp-
toms of patients with urolithiasis and function-
al impact of their stone disease. It was devel-
oped by a team led by Kristina L. Penniston, 
PhD, and Stephen Y. Nakada, MD, both of the 
University of Wisconsin School of Medicine 
and Public Health, Madison.

Using the WISQOL score as the gold stan-
dard, 3 MLA candidate models were built to 
predict a quality of life score from demograph-
ic, symptomatic, and clinical data. Nguyen 
reported that using Pearson correlation test-
ing to evaluate regression performance, the 
gradient boosting model outperformed the 

deep learning and multivariable lasso regres-
sion models (out-of-sample r values for correla-
tion between quality-of-life estimates and the 
WISQOL total score = 0.622, 0.592, and 0.438, 
respectively).

Best performance seen classifying 
lowest, highest quintiles
Classification performance of the MLAs was 
analyzed with area under the receiver operat-
ing characteristic curve (AUC). For the gradi-
ent boosting model, the out-of-sample AUC 
for quintile stratification was 0.70, and it per-
formed best distinguishing between lowest 
and highest quintiles (AUC = 0.79 and 0.83, 
respectively).

“Our model underperformed in classifying 
patients in the middle quintile of quality of life,” 
Nguyen said.

“Future endeavors include scaling the tool as 
an aid to urologists that do not have the resourc-
es to collect precise quality of life scores via 
questionnaire and retrospectively generating 
quality-of-life scores in existing cohorts,” the 
investigators wrote.UT
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The only time they would stay is if they already 
started in the hospital because they are very 
sick and are in the hospital for another rea-
son—otherwise we try to send everyone home.

And the same-day catheter is usually the first 
2 cases of the day—we have time to watch them 
and then we can remove their catheter later that 
day. And there’s really no limitation to this—
anticoagulated or not anticoagulated, they just 
really need to have the support at home to help 
them that first night.

SOMANI: What is your recommendation for 
a urologist considering incorporating HoLEP 
or MoLEP into their practice?

KRAMBECK: The most important thing to 
do is to number one, go watch someone, and 
when you go to observe an individual doing 
HoLEP, take someone from your OR crew 
with you so that they can look at the setup, they 
can look at how the bags are changed, where 
the laser is sitting, and take note of all the 
equipment so that you can focus on the surgi-

cal technique. The last thing you want to do is 
to try to be doing a new surgery that you are 
not familiar with and simultaneously trying to 
make sure the room understands the flow of 
the case and how to set up the instruments. 
The second thing is to watch a lot of videos and 
the third is to hook up with a mentor. I have a 
lot of people who come to watch me and then 
they send me texts and video clips and we can 
talk about it.UT
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Algorithm may predict health-related 
quality of life in patients with urolithiasis
Machine-learning algorithm incorporates readily available clinical information

LASER ADVANCES
continued from page 20 “Moses 2.0 has so vastly 

changed our practice, 
that we send all 
patients home.”

AMY E. KRAMBECK, MD

“In the future, with more data, 
hopefully our model can be 
improved to be used in more 
refined clinical settings.”

DAVID-DAN NGUYEN
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Concomitant use of antibiotics and the immune 
checkpoint inhibitor atezolizumab (Tecentriq) was 
linked to worse overall survival (OS) outcomes in 
patients with locally advanced or metastatic urothe-
lial bladder cancer, according to an analysis of data 
from the single-arm phase 2 IMvigor210 and phase 
3 randomized IMvigor211 trials.1

The analysis, which was published European 
Urology, found that among 847 patients receiving 
atezolizumab, use of antibiotics was associated with 
worse OS outcomes (HR, 1.44; 95% CI, 1.19-1.73), 
as well as worse progression-free survival (PFS) 
outcomes (HR, 1.24; 95% CI, 1.05-1.46). Among 
415 patients who received chemotherapy, however, 
antibiotic use was not associated with poorer OS 
(HR, 1.15; 95% CI, 0.91-1.46) or PFS (HR, 1.09; 
95% CI, 0.88-1.36) outcomes.

For the IMvigor211 data specifically, the inves-
tigators determined that among antibiotic users, 
the HR for OS was 0.95 (95% CI, 0.71-1.25) for 
atezolizumab versus chemotherapy compared with 
0.73 for the comparison among nonusers.

“We demonstrated that antibiotic use is
directly associated with worse survival in patients 
with urothelial carcinoma when they’re treated 
with atezolizumab. But no antibiotic association was 
observed in patients treated with chemotherapy, 
suggesting that antibiotics may specifically reduce 
the effectiveness of cancer immunotherapies,” Ash-
ley Hopkins, PhD, a postdoctoral fellow working in 
the Precision Medicines Group at Flinders Univer-
sity in Australia, stated in a press release.2

The investigators suggested that their findings 
show that there are real consequences to overpre-
scribing antibiotics in patients with cancer.

“The study does not justify a change in antibiotic 
selection for infections; however, antibiotic overuse 
occurs in cancer care and this needs to be evaluated 
for immune checkpoint inhibitors,” they wrote in 
their study conclusion.

For their analysis of antibiotic use and survival 
with atezolizumab, investigators used a Cox pro-
portional hazard model. The study defined use of 
antibiotics as receiving them in the range of 30 days 
before to 30 days following the start of treatment.

Atezolizumab is currently FDA approved for the 
treatment of adult patients with locally advanced or 
metastatic urothelial carcinoma who not eligible 
for cisplatin-containing chemotherapy and whose 
tumors express PD-L1; are not eligible for any 
platinum-containing chemotherapy regardless of 
PD-L1 status; or have disease progression during 
or following any platinum-containing chemothera-
py, or within 12 months of neoadjuvant or adjuvant 
chemotherapy.

Data from the IMvigor210 trial supported the 
FDA’s accelerated approval of atezolizumab in blad-
der cancer. In the phase 2 single-arm study, there 
was a cohort of 310 patients with locally advanced 
or metastatic urothelial carcinoma who progressed 
after a platinum-containing chemotherapy regimen 
or who had disease progression within 12 months 
of treatment with a platinum-containing neoadju-
vant or adjuvant chemotherapy regimen. Across this 
entire group, the objective response rate (ORR) was 
14.8%, including ORRs of 26% in PD-L1–positive 
patients and 9.5% in PD-L1–negative patients.

The phase 3 IMvigor211 trial was 
intended as a confirmatory trial for 
these phase 2 data. In IMvigor211, 
931 patients with previously treat-
ed locally advanced or metastatic 
urothelial carcinoma were ran-
domized to atezolizumab or inves-

tigator’s choice of chemotherapy, which included 
vinflunine, paclitaxel, or docetaxel. The results of 
the study showed that the PD-L1 inhibitor fell short 
and did not improve OS versus chemotherapy in 
this second-line setting.

Regarding the next steps following the anti-
biotic analysis, Hopkins said, “These results 
provide strong justification for prospective stud-
ies to tease out whether antibiotics are primari-
ly a surrogate of an unfit or immunodeficient 
patient or whether antibiotic effects on the gut 
microbiota are having casual impacts on immune 
checkpoint inhibitor efficacy. If the latter is true, 
in patients at a high risk of recurrent infections, 
it may need to be considered whether immune 
checkpoint inhibitor therapy is the most appro-
priate way to go.”UT
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Cabozantinib (Cabometyx) showed clinical activity 
in patients with heavily pretreated, platinum-re-
fractory metastatic urothelial carcinoma, opening 
the potential to explore the multikinase inhibitor 
in combination regimens in this setting, according 

to findings from a phase 2 trial published in the 
Lancet Oncology.1

In a cohort of patients with metastatic urothe-
lial carcinoma, cabozantinib induced an objective 
response rate of 19% (95% CI, 9-34). Eight of 42 
evaluable patients had responses, including 1 com-
plete response and 7 partial responses.

“Cabozantinib has innate and adaptive immu-

nomodulatory properties providing a rationale 
for combining cabozantinib with immunother-
apeutic strategies,” lead study author Andrea 
B. Apolo, MD, medical oncologist and chief of 
the bladder cancer section of the Genitourinary 
Malignancies Branch, National Cancer Insti-
tute, and coinvestigators wrote.

Antibiotics linked to worse OS outcomes 
with atezolizumab in bladder cancer

Cabozantinib shows intriguing activity in 
heavily pretreated urothelial carcinoma

Association not observed in patients taking antibiotics and receiving chemotherapy

Objective responsive rate of 19% observed in cohort of patients with metastatic UC

See CABOZANTINIB page 23

HOPKINS
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Intravesical Oncofid-P-B, a conjugate of paclitaxel 
and hyaluronic acid (P-HA), is active in patients 
with carcinoma in situ (CIS) of the bladder that is 
not responsive to BCG.

In a single-arm, open-label study, the complete 
response (CR) rate following 12 weeks of intensive 
treatment with P-HA was 75%, reported Rodolfo 
Hurle, MD, during the 2020 European Association 
of Urology virtual meeting.1

With an excellent safety profile coupled with 
promising efficacy, P-HA “is well positioned as 
compared with the most recent competitors, thus 
confirming its potential as a therapeutic option 
in BCG-unresponsive CIS patients,” said Hurle, 
of the department of urology, Istituto Clinico 
Humanitas IRCCS, Clinical and Research Hos-
pital, Milan, Italy. New drugs able to delay or avoid 
cystectomy in patients with CIS unresponsive to 
BCG is an unmet clinical meet, he said.

Oncofid-P-B is a novel water-soluble conju-
gate of P-HA that has bladder mucoadhesive 
properties and requires no need for patient pre-
medication. It is said to increase paclitaxel activ-
ity in superficial bladder tumor due to specific 
binding of the HA moiety to CD44, its natural 
receptor expressed on the bladder tumor surface. 
The safety, tolerability, and efficacy of weekly 

administration of 600 mg of P-HA in 50 mL of 
5% glucose solution were explored in a phase 1 
European multicenter study of 20 patients with 
CIS unresponsive or intolerant to BCG and who 
were unwilling or unfit for cystectomy.

During the intensive phase of the study, P-HA 
was administered by intravesical instillation for 12 
consecutive weeks. Patients who achieved a CR 
in the intensive phase continued treatment in the 
maintenance phase with 12 monthly instillations. 
CR was defined as a negative cystoscopy, including 
biopsy of the urothelium, and negative cytology.

The primary end point was the overall safety pro-
file. Secondary end points included efficacy after 
the intensive phase.

There were 16 men and 5 women enrolled (20 
patients were treated), and the mean age of patients 
was 72.8 years. All were Caucasian. Seventeen 
patients had CIS and 4 had CIS plus Ta.

Fifteen of 20 patients (75%) achieved a CR at the 
end of the intensive phase (3 months). During the 
maintenance phase, the CR rates at 6, 9, and 12 
months from the start of treatment were 65%, 60%, 
and 45%, respectively. Five patients are still in the 
maintenance phase.

Seven grade 1 or grade 2 drug-related adverse 
events were reported in 4 patients (3 cases of hema-
turia, 2 cases of urticaria, and 1 case each of pro-
teinuria and nausea) over 298 instillations. There 
were no serious drug-related adverse events, and 

no patient withdrew from the study. P-HA was not 
detected in plasma at any time point.

Treatment options for BCG-unresponsive 
CIS are expanding, and have similar rates of 
response, noted session moderator Thomas 
Seisen, from Hôpital Pitié-Salpêtrière, Sor-
bonne Université, Paris, France. Pembrolizum-
ab (Keytruda) was recently granted FDA 
approval for this indication, following results 
from a clinical study demonstrating a CR rate 
of about 40%. Earlier this year, data were pre-
sented at the Genitourinary Cancers Sympo-
sium showing a 53.4% CR rate with adminis-
tration of intravesical nadofaragene firadenovec 
in patients with high-grade, BCG-unresponsive 
non–muscle-invasive bladder cancer. Where 
P-HA may fit into the treatment armamentar-
ium among these options for this disease 
remains to be determined.UT
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There were 3 cohorts in the study: patients 
with metastatic urothelial carcinoma (cohort 1;
n = 49), patients with bone only urothelial carcino-
ma metastases (cohort 2; n = 6), and patients with 
rare histologies of the genitourinary tract (cohort 
3; n = 13). The 68 patients on the trial were enrolled 

between September 28, 2012, and 
October 20, 2015.

All patients were treated with 
cabozantinib at 60 mg orally once 
daily in 28-day cycles. Treatment 
was administered until disease pro-
gression or unacceptable toxicity. 

All trial participants were treated with at least 1 
dose of cabozantinib.

Among the 57 evaluable patients across the entire 
study, the median follow-up time was 61.2 months 
(IQR, 53.8-70). Beyond the 8 responders in cohort 
1, an additional 19 (45%) patients had stable disease, 
leading to an overall clinical benefit rate of 64% 
(95% CI, 48-79). The other 15 evaluable patients 
in cohort 1 had progressive disease.

Also in cohort 1, the median progression-free 
survival (PFS) was 3.7 months, the 6-month PFS 
rate was 37%, and the 12-month PFS rate was 10%. 
The median overall survival (OS) was 8.1 months, 
the 6-month OS rate was 64%, and the 12-month 
OS rate was 26%. Three of the 5 evaluable patients 
in cohort 2 had a bone response per Na 18F-FDG 
PET/CT. In cohort 3, 5 of 10 evaluable patients 
with rare histologies achieved a best response of sta-
ble disease. The remainder of the evaluable patients 
in cohorts 2 and 3 had progressive disease.

The median PFS in cohort 2 was 5.3 months, the 
median OS was 9.3 months, and the 6-month OS 
rate was 80%. Among the patients in cohort 3, the 
median PFS was 2.9 months and the median OS 
was 5.8 months. The 6-month PFS and OS rates 
were 10% and 50%, respectively.

Regarding safety, the most frequently observed 
grade 3/4 adverse events across the study population 
were fatigue (n = 6), hypertension (n = 5), protein-
uria (n = 4), and hypophosphatemia (n = 4). No death 
related to study treatment occurred.

“The clinical activity observed in this study pro-
vides a basis for further clinical investigations of 

cabozantinib for the treatment of metastatic urothe-
lial carcinoma and other patient populations with 
rare genitourinary malignancies. Ongoing studies 
combining cabozantinib with immune-checkpoint 
inhibitors might lead to new therapeutic options for 
patients with advanced urothelial carcinoma and 
rare genitourinary malignancies,” wrote Apolo et al.

Some of the regimens being explored in these 
ongoing studies include cabozantinib plus nivolum-
ab (Opdivo) with or without ipilimumab (Yervoy; 
NCT02496208); cabozantinib plus durvalumab 
(Imfinzi; NCT03824691); and cabozantinib plus 
atezolizumab (Tecentriq; NCT03170960).

In the genitourinary cancer treatment paradigm, 
cabozantinib is currently approved by the FDA as 
a monotherapy for the treatment of patients with 
advanced renal cell carcinoma.UT
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P-HA conjugate induces CR in 75% of 
patients with bladder carcinoma in situ
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Restorative therapies are an exciting area of poten-
tial treatments for patients with erectile dysfunction 
(ED); however, there is a paucity of clinical data 
regarding their efficacy and safety, according to 
Trinity J. Bivalacqua, MD, PhD.1

The goal of restorative therapies in ED is to rees-
tablish whole-organ function and reverse penile 
dysfunction using regenerative medicine technol-
ogy, Bivalacqua explained in a presentation during 
the 2020 American Urological Association (AUA) 
Virtual Experience. The restorative therapies for 
ED include platelet rich plasma (PRP), stromal vas-
cular fraction (SVF), amniotic fluid (AF), and stem 
cells (mesenchymal cells, adipose derived stem cells, 
amniotic stem cells, and cord blood stem cells).

Restorative therapies are “particularly relevant 
for patients who have had radical prostatectomies 
and have post-prostatectomy ED, as well as for 
patients with severe ED as it relates to peripher-
al vascular disease and diabetes,” said Bivalacqua, 
the director of Urologic Oncology at the James 
Buchanan Brady Urologic Institute at Johns Hop-
kins University School of Medicine in Baltimore, 
Maryland.

Although the potential of restorative therapy 
to treat ED itself, and not just its symptoms, has 
created a lot of buzz in the urology community, 
Bivalacqua said the lack of data in the literature 
backing the efficacy and safety of the technology 
means the therapy should currently be reserved 
for clinical trials. Accordingly, this is the current 
position of the Sexual Medicine Society of North 
America (SMSNA), which sponsored Bivalacqua’s 
discussion:

“Given the lack of regulatory agency approval 
for any restorative (regenerative) therapies for the 
treatment of ED and until such time as approval 

is granted, SMSNA believes that the use of shock 
waves or stem cells or platelet rich plasma is exper-
imental and should be conducted under research 
protocols (clinical trials) in compliance with Insti-
tutional Review Board approval.”

In his discussion during the AUA online plat-
form, Bivalacqua talked about the limited avail-
able evidence in the literature for each ED-fo-
cused restorative therapy and the next steps for 
this technology.

Platelet rich plasma
PRP is the most common restorative therapy 
used for ED and can be applied through intra-
cavernous injection. Although he did not make a
recommendation for its use outside of clinical trials,
Bivalacqua said PRP “falls under the HCT/P 361 
exemption proposed by the FDA. This means 
in clinical practice you can use…PRP…without
gaining FDA approval. As long as the tissue/bio-
specimen is not manipulated once it’s removed from 
the patient, it is then exempt from FDA approval 
and clinical trials.”

With this therapy, a clinician can use a normal 
centrifuge to isolate the PRP, which can then be 
injected. It does not have a specific CPT billing 
code, but can be categorized under a nonspecific 
code for blood transfusion and reinfection. For 
the most part, PRP is not covered by insurance or 
Medicare, and the most common payment form 
for the therapy is cash, said Bivalacqua. Regarding 
clinical evidence, there have been no randomized 
clinical trials of PRP.

Bivalacqua said there is 1 peer-reviewed trial2 of 
PRP in the literature, but it only had safety results. 
The study assessed PRP in 17 patients with vari-
ous urological diseases, including 4 patients with 
ED. The results showed that PRP injections were 
safe overall, with some mild bruising but no serious 
adverse events.

Stromal vascular fraction 
Autologous SVF involves the removal of adipose 
tissues, often through liposuction. Those tissues 
are then separated into individual components, 
with the key ones, such as adipose-derived stem 
cells (ADSCs) and endothelial precursor cells 
(EPCs), being reinjected into the patient. ADSCs 
and EPCs “release beneficial cytokines and 
growth hormones, which promote tissue survival, 
angiogenesis, and further stem cell recruitment,” 
said Bivalacqua.

Because SVF involves patient specimens being 
manipulated, unlike with PRP, this procedure does 

not fall under the FDA HCT/P 361 exemption and 
no SVF devices are currently FDA approved. There 
are also no clinical trial data in the literature sup-
porting the efficacy of SVF.

Low-intensity shockwave therapy
Some trial results have been published that show 
promise for low-intensity shockwave therapy as a 
treatment for patients with ED. One study3 looked 
at the long-term efficacy of low-intensity shock-
wave therapy using an electrohydraulic device in 
156 patients who initially had a successful outcome 
according to the minimal clinically important 
difference on the International Index of Erectile 
Function-Erectile Function (IIEF-EF). Patients 
were assessed per the IIEF-EF at 6, 12, 18, and 24 
months.

Although the treatment was successful in 63.5% 
(n = 99) of patients at 1 month after treatment, effi-
cacy gradually decreased over time. Among the 99 
patients who initially responded, only 53 (53.5%) 
were still experiencing a beneficial treatment effect 
at 2 years’ follow-up.

“They found that there was very little durability 
of the shock-wave therapy in patients with severe 
ED. Whatever effect was seen was then mitigated 
at 24 months,” said Bivalacqua. “Those patients 
with nonsevere ED—those who would typically 
respond to PDE-5 inhibitors—had a more effica-
cious response.”

Another study4 of low-intensity shockwave 
therapy used an electromagnetic device to treat 
patients with ED. There were 87 evaluable 
patients who were randomized to receive 1 of 2 
shockwave regimens: Group A (n = 45) received 
3600 shocks (720/day) over 5 days and group B 
(n = 42) received 3600 shocks over 2 weeks (600 
over 3 days each week). There was a statistically 
significant improvement in IIEF-EF score for 
both groups, with a mean increase of 2.7 in both 
group A and group B (P < .05). There was also a 
statistically significant improvement in Erection 
Hardness Scale score in both arms at 0.6 points 
in group A and 0.5 points in group B.

Although the improvements were statistically 
significant, the benefits were minor, leaving Biva-
lacqua to ask, “…Is this clinically significant? My 
perspective on this is that this did not include a 
sham group and the improvement was in patients 
who were typically PDE-5–inhibitor responders. 
But I do think we have to acknowledge that using 
the electromagnetic probe, which causes a lower 
peak energy, may be safer for patients.”

Restorative therapies for ED:
Lots of buzz, but data are limited
Use of treatments such as shock waves, platelet rich plasma should be reserved for clinical trials

“The global use of PRP, 
especially in North America, is 
very high, despite the lack of any 

clinical evidence that it 
is effective or safe.”

TRINITY J. BIVALACQUA, MD, PHD

See RESTORATIVE THERAPIES page 25
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There was no overall survival (OS) difference 
when using minimally invasive surgery (MIS) 
compared with open surgery for the treatment 
of patients with early-stage kidney cancer, accord-
ing to findings from a retrospective, popula-
tion-based cohort study published in the Journal 
of Urology.1

Multivariable modeling showed no variation in 
OS (HR 0.94; 95% CI, 0.84-1.06) or disease-spe-
cific survival (HR, 0.96; 95% CI, 0.83-1.11) 
between the 2 treatment modalities. There was 
also no difference observed in the rate of second 
kidney cancer surgery associated with MIS or 
open surgery. However, the use of postoperative 
therapy was higher in the MIS cohort.

“Our findings inform practice in an area where, 
to date, there has been no prospective randomized 
comparison of oncologic outcomes,” Gregory B. 
Auffenberg, MD, department of urology, North-
western University Feinberg School of Medicine, 
Chicago, Illinois, and coinvestigators wrote.

“We found no association between type of sur-
gery and overall survival, disease-specific surviv-
al, or rate of second kidney cancer surgery,” added 
Auffenberg et al. “MIS recipients received more 
postoperative systemic therapy, which could rep-
resent a disparate cancer-specific outcome asso-
ciated with MIS requiring further investigation.”

For their retrospective analysis, the investiga-
tors used data from the National Cancer Insti-
tute Surveillance, Epidemiology, and End Results 

(SEER)–Medicare-Linked Database. The anal-
ysis included 5150 patients diagnosed between 
2004 and 2013 with early-stage, nonurothelial 
kidney cancer. Patients were aged ≥66 years; 
had nonmetastatic, T1N0 (<7 cm) disease; and 
received surgical resection within a year of diag-
nosis.

The investigators excluded patients who had 
received neoadjuvant therapy, had bilateral 
tumors, did not have a known date of diagnosis, 
were diagnosed at autopsy, or were diagnosed on 
death certificate. In the final population, 3062 
patients had received MIS and 2088 patients had 
received open surgery.

MIS increasingly more common 
treatment choice
Among the MIS cohort, the median interval from 
diagnosis to surgery was 21 days, compared with 
a median interval of 19 days for the open surgery 
group. Over time, MIS was increasingly the more 
common treatment choice. Clear cell histology 
was more common (59.5% vs 53.4%; P < .001) 
among those who underwent MIS. The MIS 
cohort also had a higher rate of radical nephrec-
tomy at 66.9% compared with 59.3% among the 
open surgery group (P < .001).

At a median follow-up of 57.2 months (IQR, 
32.3-86.9), the all-cause mortality rate was 26.4% 
(n = 551) in the open surgery cohort, compared 
with 21.2% (n = 649) in the MIS cohort. The 
cancer-specific mortality rate was 4.9% (n = 101) 
versus 3.3% (n = 102), respectively.

In the open surgery group, 6.2% (n = 130) of 

patients received subsequent systemic cancer 
therapy, compared with 6.9% (n = 214) of the MIS 
cohort. After accounting for covariates, receiving 
MIS was linked to a significantly higher likeli-
hood of being treated with secondary systemic 
cancer therapy (HR, 1.31; 95% CI, 1.09-1.59).

“In the absence of a prospective, randomized 
trial, our population-based evaluation, inclusive 
of patients undergoing operations in varied prac-
tice environments, represents a meaningful way 
to compare outcomes after MIS and open kidney 
cancer surgery,” the investigators concluded.UT
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Next steps
Although it is an exciting field, restorative ther-
apies for ED have an “ugly side,” noted Biva-
lacqua.

“The global use of PRP, especially in North 
America, is very high, despite the lack of any clinical 
evidence that it is effective or safe,” he said, adding, 
“Some practitioners are ‘cashing in’ on the hype of 
shockwave therapy even though the treatments are 
not FDA approved.”

To combat these issues, Bivalacqua said several 
questions need to be answered in the literature. The 
next steps with restorative therapies are “determin-
ing optimal dosing regimens; assessing the total 
power and number of shocks with shockwave devic-

es; determining the optimal device choice—elec-
tromagnetic versus electrohydraulic; and evaluat-
ing the duration of studies and role of maintenance 
therapy. But more importantly, we need to have a 
sham in randomized controlled trials.”

Bivalacqua also provided several suggestions on 
how the efficacy of the available restorative thera-
pies could be improved.

“The future is combination therapy, where we 
include low-intensity shockwave therapy with 
the injection of either SVF or stem cells. And we 
have to include a maintenance phase. Other pro-
tein- and gene-based therapies, such as SDF-1, 
which hone stem cells, are obviously an import-
ant next step. And neurotrophic factors placed 
at the time of radical prostatectomy are the only 
way that we are going to be able to regenerate 
nerves post prostatectomy.”UT
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No OS falloff with minimally invasive 
surgery in early-stage kidney cancer
No difference observed in rate of second kidney cancer surgery with MIS vs open surgery
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TABLE. Open vs Minimally Invasive Surgery 
for Early-Stage Kidney Cancer

Open surgery
Minimally invasive 
surgery

All-cause mortality 
rate

26.4% 21.2%

Cancer-specific 
mortality rate

4.9% 3.3%

Rate of receipt of 
subsequent cancer 
therapy

6.2% 6.9%

Source: Gregory B. Auffenberg, MD, et al
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Standardized treatment of patients with testicular 
cancer can overcome sociodemographic factors 
linked to worse clinical outcomes, according to an 
article published in Cancer.1,2

The study showed that patient outcomes across 
a broad sociodemographic spectrum were similar 
when the patients received high-quality multidis-
ciplinary care from the same group of physicians 
at 2 different hospitals.

“It was really encouraging to verify that these 
men are being treated based on their disease 
characteristics, not on who they are or what 
hospital they’re being treated at,” study leader 
Aditya Bagrodia, MD, an assistant professor of 
urology at UT Southwestern (UTSW), said in a 
press release. “It doesn’t—and shouldn’t—matter 
if you’re Black, white, or Hispanic, rich or poor, 
insured or uninsured.”

Bagrodia and colleagues at UT Southwestern 
reviewed patient records for outcomes from 201 
patients who received primary treatment for tes-
ticular germ cell tumors (GCTs) between 2006 
and 2018 at either a public safety net hospital 
(Parkland Memorial Hospital; n = 106) or an 
academic tertiary care center (UT Southwestern 
Medical Center; n = 95).

Patient cases at these 2 locations are handled by 
Bagrodia and his multidisciplinary UTSW team, 
which includes urologists, oncologists, radiologists, 
radiation oncologists, and pathologists. Multidis-
ciplinary team meetings are held to review patient 

cases from both locations. Further, the same group 
of clinicians rotates between the 2 locations to per-
form surgery and provide other necessary care.

The patient characteristics/demographics were 
different between the populations treated at each 
location. Patients treated at the Parkland public 
safety net hospital were more likely to be Hispanic 
(79% vs 11%) and uninsured (80% vs 12%). They 
were also younger (average age of 29 vs 33); more 
likely to have metastatic disease (42% vs 26%); more 
likely to present at the emergency department com-
pared with at a primary care physician (76% vs 8%); 
and reported experiencing disease symptoms for 
far longer before deciding to come to the hospital 
(average of 65 vs 31 days).

“These young men [treated at the public safe-
ty net hospital] often get embarrassed about their 
symptoms, and then they delay coming in to be 
seen for other reasons—they can’t miss work, they 
don’t have insurance, they’re worried about being 
deported,” said Bagrodia.

Bagrodia et al found that despite the potential 
adverse impact of the sociodemographic differ-
ences between the populations, the standard-
ized approached led to comparable treatment for 
patients at the 2 facilities. Orchiectomies were 
administered at an average of 1 day and 4 days 
after diagnosis at Parkland and UTSW, respec-
tively. Following the initial orchiectomy, any addi-
tional treatment was equally likely to be received 
by patients with similar disease characteristics, 
regardless of their treatment location.

At 4.7% versus 6.3%, there was not a statistical-
ly significant difference in the recurrence rate of 

patients treated at Parkland or UTSW, respective-
ly. During the treatment time period, 4 patients at 
Parkland died compared to none at UTSW; how-
ever, the difference was attributable to the patients’ 
cancer stage at diagnosis, not the treatment location.

Multivariable analysis showed an embryonal 
carcinoma component (odds ratio 
[OR], 0.36; P= .02) and absence of 
lymphovascular invasion (OR, 0.30; 
P= .008) were linked to lower use of 
adjuvant therapy, while treatment 
location was not (OR, 0.67; P= .55). 
There was also no difference in the 

rate of postchemotherapy retroperitoneal lymph 
node dissection used among patients with stage II/
III nonseminomatous GCTs, regardless of treat-
ment locations: 52% at Parkland versus 64% at 
UTSW (P = .53).

“Whether it’s for cancer, refractory diabetes, 
or heart failure, I think having mechanisms to 
make sure you have the right expertise, and com-
mitted clinicians, makes a big difference to 
patients,” said Bagrodia.UT
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The FDA has granted a breakthrough therapy des-
ignation to MK-6482 for the treatment of patients 
with von Hippel-Lindau (VHL) disease–associat-
ed renal cell carcinoma (RCC) with nonmetastatic 
renal cell carcinoma tumors less than 3 centime-

ters in size, unless immediate surgery is required, 
according to Merck, the company developing the 
HIF-2α inhibitor.1

The breakthrough designation was based on 
data from a phase 2 trial in which MK-6482 
induced a confirmed objective response rate 
(ORR) of 27.9% in patients with VHL dis-
ease–associated RCC.2 The ORR consisted of 

all partial responses. An additional 70.5% of 
patients reached stable disease.

Based on the same findings, the FDA also granted 
MK-6482 an orphan drug designation for the treat-
ment of patients with VHL disease. The break-
through and orphan designations will expedite the 
development and regulatory review of MK-6482.

Testicular cancer: Standardized 
treatment efficacy shown in study

FDA grants novel HIF-2α inhibitor 
accelerated regulatory pathway in RCC

Similar outcomes seen at 2 different hospitals when patients were treated by the same providers 

Agent induced 27.9% ORR in patients with von Hippel-Lindau disease–associated renal cell carcinoma

CLINICAL UPDATESTesticular Cancer /

See RCC AGENT page 27
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The pivotal phase 3 CONTACT-03 trial has been 
launched with the goal of exploring the combi-
nation of the multikinase inhibitor cabozantinib 
(Cabometyx) with the PD-L1 inhibitor atezoli-
zumab (Tecentriq) in patients with advanced renal 
cell carcinoma (RCC) and prior exposure to an 
immune-checkpoint inhibitor.1

CONTACT-03 is specifically accruing patients 
with inoperable, locally advanced or metastatic 
RCC after progression on an immune checkpoint 
inhibitor as the immediate prior therapy.

“The treatment landscape for metastatic 
kidney cancer is rapidly evolving as the use of 
immune checkpoint inhibitor–based regimens 
moves to earlier lines of therapy,” Gisela Schwab, 
MD, president, Product Development and Med-
ical Affairs and chief medical officer, Exelixis, 
the manufacturer of cabozantinib, stated in a 
press release. “More data are needed to better 
understand the sequential use of treatments for 
this patient community, and we look forward 
to learning more about the potential role of the 
combination of cabozantinib and atezolizumab.”

The open-label, global, phase 3 CONTACT-03 
trial (NCT04338269) is randomizing patients in a 
1:1 ratio to cabozantinib alone or in combination 
with atezolizumab. The enrollment goal of the 
study is 500 patients. The coprimary study end 
points are overall survival and progression-free 
survival (PFS), with secondary end points including 

objective response rate and duration of response.
In the genitourinary cancer treatment paradigm, 

cabozantinib is currently approved by the FDA as 
a monotherapy for the treatment of patients with 
advanced RCC. Atezolizumab has several approved 
indications in urothelial carcinoma, but none yet 
in RCC.

Combination therapy with immune check-
point inhibitors and tyrosine kinase inhibitors 
(TKIs) has been an area of intense focus in the 
RCC paradigm. For example, in April 2019, the 
FDA approved the PD-1 inhibitor pembrolizum-
ab for use in combination with the TKI axitinib 
(Inlyta) for the first-line treatment of patients 
with advanced RCC.

The approval was supported by findings from 
the phase 3 KEYNOTE-426 trial,2 in which the 
combination led to a 47% (HR, 0.53; P < .0001) 
reduction in the risk of death versus sunitinib 

(Sutent) in patients with advanced RCC. The 
immunotherapy/TKI combination also signifi-
cantly improved overall response and PFS com-
pared with sunitinib alone.

Another immunotherapy/TKI regimen, ave-
lumab plus axitinib, was approved by the FDA 
in May 2019 for the frontline treatment of 
patients with advanced RCC. The approval was 
based on findings from the phase 3 JAVELIN 
Renal 101 trial,3 which showed that the combi-
nation was associated with a 31% reduction in 
the risk of disease progression or death compared 
with sunitinib in patients with treatment-naïve, 
advanced RCC .UT
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“These designations for MK-6482 support the 
potential of targeting HIF-2α in certain patients 
with von Hippel-Lindau disease, who current-
ly have limited treatment options and face an 
increased risk for benign tumors as well as sev-
eral types of cancer, including renal cell carci-
noma,” Scot Ebbinghaus, MD, vice president, 
clinical research, Merck Research Laboratories, 
stated in a press release.

The phase 2 study included 61 patients with 
a median age of 41 years (range, 19-66). All 
patients had a diagnosis of VHL disease, based 
on germline mutation, and at least 1 measurable 
RCC tumor. Patients had not received prior sys-
temic anticancer treatment. About half (47.5%) 
of patients were female and 82% had an ECOG 
performance status of 0.

Overall, 90.2% of patients had prior surgery, 

including 52.5% who had partial nephrectomy. 
Sites of non-RCC disease included CNS heman-
gioblastoma (80.3%), pancreatic lesions (50.8%), 
retinal lesions (27.9%), epididymal cystadenomas 
(16.4%), adrenal lesions (4.9%), and endolymphatic 
sac tumors (1.6%).

Patients received MK-6482 at 120 mg orally 
once daily. Tumors were evaluated at screening 
and then every 12 weeks.

At the data cutoff date, treatment was ongoing 
in 95.1% of patients. Three patients had discon-
tinued treatment, 1 each due to patient decision, 
an adverse event (AE), and death.

At a minimum follow-up of the 36 weeks, 86.9% 
(n = 53) of patients had a decrease in the size of tar-
get lesions. The median time to response was 23.7 
weeks (range, 11.6-61) and the median duration of 
response had not been reached.

Regarding safety, 96.7% of patients experienced 
at least 1 treatment-related AE of any grade. Grade 
3 treatment-related AEs occurred in 9.8% of 

patients and there were no grade 4/5 treatment-re-
lated AEs. All-cause grade 3 AEs included 2 cases 
of anemia, 3 cases of fatigue, 1 case of dyspnea, and 
1 case of increased weight.

An ongoing phase 3 trial (NCT04195750) is 
comparing MK-6482 with everolimus (Afinitor) 
in patients with advanced renal cell carcinoma.UT
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Cabozantinib/atezolizumab phase 3 
combo trial launched in RCC
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“More data are needed to better 
understand the sequential use of 
treatments for this patient 
community, and we look forward 
to learning more about the 
potential role of the combination 
of cabozantinib and 
atezolizumab.”

GISELA SCHWAB, MD
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On August 3, the Centers for 
Medicare & Medicaid Ser-
vices (CMS) finally released 
its proposed rule for the 2021 

Medicare Physician Fee Schedule (PFS). 
The release date was later than previous 
years, as it is typically released the last 
week of June or the first week of July.

What do the proposed changes mean 
to your practice? In this article, we will 
address a few of the proposed changes 
that we feel are most important to urol-
ogists and the field of urology. We also 
encourage you to review other articles 
for updates to the Merit-based Incen-
tive Payment System (MIPS)/Medi-
care Access and CHIP Reauthorization 
Act of 2015 (MACRA) and related val-
ue-based payment programs that affect 
your practice.

Due to the late release of this proposed 
rule, CMS has stated that it will invoke 
a protocol that allows late posting of the 
final rule only 30 days before it goes 
into effect on January 1, 2021. Thus, we 
project that the final rule will be released 
in late November or early December—
which gives little time to react or prepare 
for any major additional changes posted 
in that final rule.

The process for comment on this 
proposed rule is unaffected by the late 
release and leaves time to read and react 
fully. The changes we discuss below 
may or may not warrant your individual 
action. However, a few of the proposed 
changes have a major negative impact on 
some specialties, and the reaction to some 
of the proposed rule changes has already 
begun. We will have to carefully watch 
the actions of Congress and President 
Donald Trump to attempt to anticipate 
changes that may impact the final rule.

As reported in the past, all changes to 
the PFS fall under a constraint of budget 
neutrality, and 2021 is no different. How-
ever, a number of specialties are arguing 
to change the impact of the changes by 
suspending or amending budget neu-

trality for this year. Any change of this 
magnitude will take an act of Congress. 
Although the circumstances are slightly 
different, we have played a similar wait-
ing game before.

First and maybe most important, the 
change in evaluation and management 
(E/M) codes as related to their struc-
ture and value will likely have the most 
effect and may also be the most contro-
versial change. Although everyone can 
agree that an update to E/M structure 
was needed regarding how it related to 
the modern practice of medicine, it is 
the revaluation that has garnered the 
most interest. Overall, E/M services will 
increase in value due to updates in the 
value of the work and practice expense. 
Because of the volume of services report-
ed using these codes within the Medicare 
program, CMS is projecting an increase 
in the total number of relative value 
units (RVUs) for the next calendar year. 
In response, to keep budget neutrality, 
the conversion factor (used to calculate 
the payment for services based primarily 
upon the total RVU) is projected to drop 
by 10.6%.

Interestingly, even with the reduced 
value for professional fees of surgical 
services due to this conversion factor 
decrease, urology as a specialty is pro-

jected to see a bump of 8% in Medicare 
reimbursements. This projection is 
based on urologists as a group. Because 
not all urologists bill for the same ser-
vices, individual urologists may be 
affected differently.

The 8% projected increase for urolo-
gy, along with increases for several other 
specialties (mainly those that perform a 
high number of E/M services), will come 
at the expense of specialties across the 
spectrum that bill more surgical or pro-
cedural services and fewer E/M services. 
This group includes many surgical spe-
cialties along with radiology, anesthesia, 
audiology, emergency medicine, infec-
tious disease, chiropractic care, pathol-
ogy, and most therapies. Those that are 
projected to gain include general prac-
tice, endocrinology, oncology, and rheu-
matology—with some increases in the 
double digits and some more than two 
times the increase for urology. 

Predictably, those facing decreases are 
leading the charge to address the dramat-
ic shift. For example, the Surgical Care 
Coalition is requesting an adjustment to 
the Medicare budget to allow the E/M 
code changes without the decrease in 
payments to other specialties. We have 
seen this before: For 9 years, CMS and 
Congress worked to avoid significant 
conversion factor decreases by “kicking 
the can down the road” with paybacks 
to the budget from future years. We will 
keep an eye on this to see what happens.

E/M code changes
As mentioned, changes to the outpatient 
E/M code structure and valuation will 
have the most impact in 2021. The major-
ity of the 2020 final rule as released by 
CMS remains unchanged and is sched-
uled to be implemented in 2021. You will 
likely recall that the American Medical 
Association has created new outpatient 
CPT E/M codes and guidelines for 2021. 
CMS has reaffirmed that they will adopt 
these changes as well as the value chang-

2021 proposed rule: Get ready
for E/M changes
Also watch for practice expense increases for many high-volume procedures
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Interestingly, even with 
the reduced value for 
professional fees of 
surgical services due to 
this conversion factor 
decrease, urology as a 
specialty is projected to see 
a bump of 8% in Medicare 
reimbursements.
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es proposed by the Relative Value Scale Update 
Committee (RUC) with a few minor changes, 
such as the use of the 15-minute add-on code if 
using time for code selection. 

The changes will only affect outpatient visit 
codes and will include the following:

• Code 99201 will be deleted.
• Documentation requirements: The history 

and physical examination section bullet point 
requirements will be eliminated and will require 
only a medically appropriate history and physical 
examination.

• Medical decision-making: Definitions and 
corresponding level requirements will be further 
defined and amended to more closely reflect clin-
ical efforts for each level.

• Time values and time definitions: Time will 
no longer be counted by face-to-face time when 
more than 50% is counseling and coordinating 
care. Rather, it will be the additive time of the 
entire time on the date of service that the provider 
spends on the patient’s care, including previsit, 
intravisit, and postvisit time.

• Value increase for each level for codes 99202-
99205 and 99211-99215: This increase will be 
reflected in both the work and practice expense 
components.

• New shorter prolonged services add-on code 
that measures time in 15-minute increments: 
This will be used with codes 99205 or 99215 when 
the total time the provider spends on the patient 
on the date of service exceeds the maximum time 
allowed by 15 minutes or more.

• New proposed HCPCS G-code: The GCP1x 
add-on code will be used to better describe the 
work associated with visits that are part of ongo-
ing, comprehensive primary care and/or visits 
that are part of ongoing care related to a patient’s 
single, serious, or complex chronic condition. If 
finalized, the details of GCP1x will be better 
defined. 

These are the first major changes to E/M 
codes in 23 years. Urology practices rely heavily 
on this set of codes for income. To prepare for 
these changes, each practice will need to reeval-
uate their previsit requirements for both patients 

and staff, implement a transition plan to address 
changing electronic health record templates and 
calculators, explore schedule and patient flow 
changes, project financial changes, amend com-
pliance programs, and train personnel appro-
priately. A number of training programs will be 
available later this year.

RVUs
E/M code values are not the only changes con-
tributing to urology’s projected reimbursement 
increase. The practice expense of many high-vol-
ume in-office urology procedures is going up, 
which may help offset the proposed 10.6% con-

version factor drop. Notable practice expense 
increases include urodynamics, UroLift, Rezum, 
cystoscopy, and cystoscopy-based procedures, 
including biopsy of the bladder and treating small 
bladder tumors.

The changes to work RVUs are minimal, 
granting a reprieve to urologists paid on work 
RVU production, which is good news short 
term. However, the decrease in the conversion 
factor will negatively impact the professional 
fees of procedures/services by as much as 10.6%, 
which is especially challenging when provided 
in house because the practice expense value for 
that facility bumps up a bit. This decrease may 
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CMS has proposed shifting more 
of the balance of MIPS onto the 
cost portion, which is slated to 
increase from the current 15% 
to the new level of 20%, along 
with increasing the threshold 
minimum score from the 45 
points to 50 points.
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negatively impact the income of employers whose 
physicians provide services in the facility setting. 
RVU-based contracts will need monitored for 
reindexing to mimic payments from Medicare 
and/or private payers.

MIPS/MACRA
CMS has proposed shifting more of the balance 
of MIPS onto the cost portion, which is slated to 
increase from the current 15% to the new lev-
el of 20%, along with increasing the threshold 
minimum score from the 45 points to 50 points.

Telehealth
The proposed rule is written to accommodate 
the current public health emergency (PHE). The 
rule includes a number of provisions to indicate 
that the PHE will likely be renewed for at least 1 
additional 90-day period. Currently, the PHE is 
scheduled to end on October 23, 2020. The PHE 
can be extended in successive 90-day terms. Many 
provisions for the 2021 proposed rule are written 
to extend through the end of the calendar year 
in which the PHE expires to allow for tracking 
and study of the services provided via telehealth, 
indicating that CMS expects the PHE to extend 
into 2021.

We will not take the time in this article to cover 
the many changes that Medicare made to tele-
health in the face of the PHE. It is important to 
note that CMS has acknowledged the success of 
telehealth and will attempt to keep many of the 
changes in place after the PHE ends. CMS has 
added a number of codes to the permanent cov-
ered service list for telehealth and has indicated 
that some remote supervision rules implemented 
during the PHE will be adopted.

The proposed rule also indicates that CMS 
will add a third temporary category of services 
that will be considered covered through the end 
of the calendar year in which the PHE ends. 
Extending the use of these codes will allow 

Medicare to test their utility.
Medicare has further attempted to clarify 

both communication technology–based ser-
vices (CTBS) and remote monitoring services 
to increase the use of both and to continue to 
address the lack of health care access for many 
Americans. New proposed CTBS codes for ther-
apists and other professionals not qualified to bill 
E/M service will allow for remote check-in and 
image review services similar to codes G2010 and 
G2012. 

CMS has also clarified requirements for remote 
physiologic monitoring and care coordination 
for codes 99453, 99454, 99091, and 99457. These 
clarifications indicate that after the PHE ends, 
(1) services can only be provided to established 
patients, (2) codes 99353 and 99354 will require 
data monitoring for at least 16 days within a 
30-day period, and (3) code 99457 will require 
synchronous communication with the patient 
for at least 20 minutes in a 30-day period. Code 
99091 is to be used to report the analysis of 
data obtained from remote monitoring, which 
is reported separately from treatment planning 
(code 99457).

The rule indicates that telephone-only codes 
99441-99443 will not be covered after the PHE 

has ended; however, CMS has indicated a will-
ingness to hear from patients and physicians with 
regard to the importance of telephone-only ser-
vices. We would encourage you to contact CMS, 
your state medical society, and/or your senators 
and representatives to encourage the continued 
coverage of these service types.

All these rules clearly reflect efforts by CMS 
to increase the reach of telehealth and remote 
care. However, Medicare by rule cannot extend 
coverage for telehealth beyond what is allowed by 
law. For example, after the PHE ends, Medicare 
cannot cover telehealth services when the patient 
is at home. As such, without action by Congress, 
Medicare beneficiaries will be required to go 
to a Medicare-approved facility to receive tele-
health services after the PHE ends. CTBS and 
remote monitoring services can be provided in 
a home-based setting but must follow the rules 
established by the program.

Again, we encourage you to contact your mem-
bers of Congress and to encourage your patients 
to do the same to request that Medicare rules be 
changed to allow patients to receive telehealth 
from home. Currently, regulations are written 
in a way that indicate that the PHE is expected 
to extend into 2021.

We are all interested to see what changes may 
take place between this proposed rule and the 
final rule. In the meantime, we should all start 
preparing for 2021 with these proposed changes 
in mind. UT
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The information in this column is designed to be 
authoritative, and every effort has been made to 
ensure its accuracy at the time it was written. How-
ever, readers are encouraged to check with their 
individual carrier or private payers for updates and 
to confirm that this information conforms to their 
specific rules.

The rule indicates that telephone-
only codes 99441-99443 will 
not be covered after the public 
health emergency has ended; 
however, CMS has indicated a 
willingness to hear from patients 
and physicians with regard to the 
importance of telephone-only 
services.

AHA CALLS FOR TELEHEALTH FLEXIBILITIES TO BE 
MADE PERMANENT

The American Hospital Association (AHA) is calling on President Donald J. Trump 
to make permanent telehealth flexibilities introduced as part of the nation’s 
response to the coronavirus disease 2019 (COVID-19) pandemic.1

The call comes in a letter addressed directly to Trump sent Aug. 19. It says that the 
flexibilities put in place by the U.S. Department of Health and human Services (HHS) 
and the Centers for Medicare & Medicaid Services (CMS) have allowed hospitals to 
help their communities by increasing access to virtual visits ensuring that only those 
who absolutely require in-person visits must leave their homes for medical care.

“Patients have been empowered by this flexibility to seek and receive virtual care 
at all of the places they can currently access in-person care, including hospital 
outpatient departments,” the letter said. “They have found that the convenience, 
quality and ease of receiving care in this manner helps accommodate their indi-
vidual needs and lifestyles, creating a more patient-centered care experience.”

Due to this, the association calls on the administration to recognize hospitals as 
telehealth providers by allowing them to also code and bill for virtual services. The 
other flexibilities the AHA is calling on HHS and CMS to make permanent include:

• expanding the list of Medicare telehealth services to include services that were 
added during the pandemic and maintain the sub-regulatory process for adding 
additional services

• allowing virtual check-ins and e-visits to be used for new and established patients

• allowing remote patient monitoring to be used for new and established patients 
and for acute and chronic conditions

• allowing direct supervision to be provided using real-time, interactive audio 
and video technology.

REFERENCE
1. Reynolds K. AHA calls for telehealth flexibilities to be made permanent. Medical 
Economics®. August 24, 2020. Accessed August 24, 2020. https://bit.ly/32f64L2
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On June 30, 2020, the Centers for 
Medicare and Medicaid Services 
(CMS) released their annual update 
of Open Payments Financial Data 

(calendar year 2019) (https://www.cms.gov/
OpenPayments). The Affordable Care Act , Sec-
tion 6002, also known as the Physician Payments 
Sunshine Act, requires that manufacturers of 
“covered drugs, devices, biologicals, and medical 
supplies” report payments and other transfers of 
value to physicians to CMS. It also requires that 
manufacturers and group purchasing organiza-
tions (GPOs) report physician or their family 
ownership and investments interests.

The requirements stem from a concern that 
payments to individuals could influence or incen-
tivize behavior, and that making payment data 
public may mitigate such behavior. It remains 
unclear if either statement is true, and unclear 
how anyone—such as patients, hospitals, creden-
tialing entities, payers, CMS, regulators, legisla-
tors—is using payments data. The recipients of 
payments are identified by specialty, making it 
possible to focus on urology. In this article, I will 
review some summary information and analysis 
about the payments to urologists reported under 
this surveillance program.

In 2019, $10 billion in payments or investment 
value was reported by 1602 unique companies to 
physicians, teaching hospitals, and other entities; 
this is an increase of almost 7% in payments com-
pared with 2018 total. The total amount of gen-
eral payments to individual physician recipients
(n = 615,000) was $2.3 billion. 9246 urologists 
received a total of $38,568,246 of those general 
payments to physicians, or 1.65% of the total. 
The largest single payment to a urologist was 
$2,457,925.50, and the average payment to a urol-
ogist in 2019 was $181.72; average and total pay-

ROBERT A. DOWLING, MD

Open Payments and urology: 
What do the latest data reveal?
3 advanced prostate cancer products linked to about half of urologist payments

Dowling is the president of Dowling 
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care consulting fi rm specializing in quality 
improvement, clinical informatics, and 
health care policy affecting specialty care. 
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TABLE 1. Five-Year Trends in General Payments to Urologists

Urology 2015 2016 2017 2018 2019

Providers 9285 9366 9343 9405 9246

Manufacturers 331 359 379 405 415

Devices 430 678 729 711 657

Drugs 478 428 355 369 375

Count of unique payments 205,151 207,247 203,836 218,656 212,242

Average payment $153.91 $149.39 $176.42 $162.10 $181.72

Max individual payment $566,857 $449,963 $3,000,000 $1,964,352 $2,457,925

Max payment/
individual recipient

$1,365,311 $1,623,328 $3,000,187 $1,964,508 $2,638,077

Urologists receiving more than 
$100,000/year (% urologists)

38 (0.41%) 49 (0.52%) 54 (0.58%) 58 (0.61%) 62 (0.67%)

% of total payments by those 
receiving >$100,000

32% 38% 47% 45% 48%

Sum of payments $31,575,262 $30,775,803 $35,961,655 $35,444,486 $38,568,246

Source: Adapted from analysis of Open Payments data (https://go.cms.gov/3kXK687) by Robert A. Dowling, MD

FIGURE. 2019 Ownership Interest by Specialty (Top Ten)

Source: Adapted from analysis of Open Payments data (https://go.cms.gov/3kXK687) by Robert A. Dowling, MD
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ments to urologists have been increasing an aver-
age of 5% per year over the past 5 years.

In 2019, 62 urologists each received more than 
$100,000 (average $300,000 in this subgroup) and 
collectively represented more than 48% of all 
payments to urologists (Table 1). As in past years, 
most of the 2019 payments to urologists came in 
the form of cash, and were compensation for ser-
vices other than consulting, consulting fees, food 
and beverage, and royalty or license, for example, 
speaking engagements (Tables 2 and 3).

CMS requires manufacturers and GPOs to 
associate a general payment with a drug, biologic, 
device, or medical supply where appropriate (Table 
4). General payments to urologists associated with 
devices comprised the largest collective payments, 
totaling $18,479,093.91, or almost half of all general 
payments. Payments associated with drugs and bio-
logics totaled almost $10.5 million, significantly less 
than in 2018; 3 drug manufacturers accounted for 
about half of total payments in this category. The 
database also classifies payments into a product cat-
egory or therapeutic area; payments to urologists 
came largely from manufacturers who classified 
their product as urology, oncology, interventional 
urology, or male health related. Three products 
alone used to treat advanced prostate cancer were 
associated with about half of all payments to urol-
ogists (associated with a drug/biological product).

The Open Payments program tracks payments 
associated with ownership interest in 2 different 
ways. First, some of the general payments to phy-
sicians are categorized as “current or prospec-
tive ownership or investment interest.” In 2019, 
$1,159,024 in ownership or investment interest 
was paid from 8 entities to 48 urologists. Most 
of these payments appear to come from limited 
liability companies.

The second way that payments related to phy-
sician ownership are reported is by the “value of 
interest,” defined as “the current cumulative value 
of ownership or investment interest held by the 
physician (or the physician’s immediate family 
members) in the Applicable Manufacturer or 
GPO as of the most recent feasible valuation date 
preceding the reporting date.” $1.24 billion of val-
ue was reported in 2019 for all physicians, and $21 
million (1.69%) of that was attributed to 478urol-
ogists from 15 entities. Most of the dollars report-
ed of this payment type are from a single entity 
totaling $12.9 million and distributed among 256 
individual urologists; the value of interest for each 
urologist in that entity ranges from $1.5 million 
to $7,000 (mean, $50,000 and median, $37,000) 
and was primarily held as common stock. Urology 
ranks eighth among all specialties in total owner-
ship interest dollars in 2019 (Figure).

The final type of payments in the Open Pay-

ments program are payments associated with a 
research study, almost all of which are received 
by teaching hospitals—not individual physicians. 
Payments to physicians for 2019 total just $71 
million, $391,000 (0.55%) of which went to 408 
urologists from 15 manufacturers in an average 
amount of $7,250. The maximum amount of 
research payments reported by a single urologist 
in 2019 was $97,000.

Bottom line: General payments from manufac-
turers to urologists in 2019 reported to and by 
CMS under the Sunshine Act are consistent with 
past years, represent an appropriately small frac-
tion of general payments to all physicians, and 
average less than $200 per urologist. Most of these 
payments are from device manufacturers, and 
payments are concentrated in just a handful of 
individual companies, drugs, devices, physician 
recipients, and disease states. Prostate cancer 
(drugs), BPH (devices), and overactive bladder 
(drugs) continue to be associated with most of the 
collective payments in the specialty. Transfers of 
value classified as “ownership interest” are a small 
fraction of the 2019 general payments, and cumu-
lative value and interest appears to be held in man-
ufacturers or GPOs by urologists in the same 
average amount as all physicians. The majority of 
urologists appear in the payment data, but pay-
ments are generally small.UT
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TABLE 4. 2019 Payments to Urologists Associated 
with Drug or Device

Category Payments

Device $18,479,093.91 

Other $9,429,498.15 

Drug $9,380,313.32 

Biological $1,269,694.03 

Medical Supply $9,646.72

Source: Adapted from analysis of Open Payments data (https://go.cms.
gov/3kXK687) by Robert A. Dowling, MD

TABLE 3. 2019 Payments to Urologists by Nature of Payment

Nature of payment or transfer of value Payments

Compensation for services other than consulting, including serving as faculty or as a speaker at a venue other 
than a continuing education program 

$16,134,584.46

Food and Beverage $5,003,077.15

Consulting Fee $4,419,895.47

Royalty or License $3,962,287.29

Travel and Lodging $3,916,793.38

Education $2,374,857.50

Current or prospective ownership or investment interest $1,159,024.91

Grant $778,718.60

Honoraria $477,553.63

Compensation for serving as faculty or as a speaker for an accredited or certified continuing education program $122,026.26

Compensation for serving as faculty or as a speaker for a non-accredited and noncertified continuing education 
program

$108,800.00

Gift $106,443.68

Charitable Contribution $2500.00

Entertainment $1683.80

Source: Adapted from analysis of Open Payments data (https://go.cms.gov/3kXK687) by Robert A. Dowling, MD

TABLE 2. 2019 Form of Payment to Urologists

Form of payment Amount

Cash or cash equivalent $29,447,172.24

In-kind items and services $8,418,413.74

Dividend, profit, or other return 
on investment

$689,900.00

Any other ownership interest $12,760.15

Source: Adapted from analysis of Open Payments data (https://go.cms.
gov/3kXK687) by Robert A. Dowling, MD
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Q: Have there been any changes to how 
inherited individual retirement accounts 
(IRAs) must be distributed under the most 
recent legislation?
A: Last fall, we wrote an article about 
inherited individual retirement accounts 
(IRAs) and how they must be treated and 
distributed.1 As is the author’s curse, Con-
gress changed the rules as part of the Set-
ting Every Community Up for Retirement 
Enhancement (SECURE) Act. Under this 
act, no changes were made to the distribu-
tion rules if the person you inherited the 
account from died prior to January 1, 2020. 
The new rules only apply if the person died 
after that date.

Note: Due to the coronavirus disease 
2019 pandemic, all required minimum dis-
tributions (RMDs) have been suspended 
for the remainder of 2020. If you already 
took an RMD from a retirement account, 
you can roll it back into your account 
before August 31, 2020.

Previously, if you were a nonspouse ben-
eficiary of an IRA, 401(k), or 403(b) you 
could distribute the assets from the account 
1 of 2 ways. You could distribute the entire-
ty of the account no later than December 
31 of the fifth year following the year the 
account owner died, or you could trans-
fer the money into an inherited IRA and 
distribute the money incrementally based 
on your own life expectancy. The second 
option allowed you to keep the money in 
the account for years, staying invested on a 
tax-deferred basis without being forced to 
take the full balance. The IRS found this 
undesirable as it prevented them from get-
ting their full share of taxes for many years.

Under the SECURE Act, a nonspouse 
beneficiary of an IRA must now directly 
roll over the assets to an inherited IRA 
and will need to withdraw all assets from 
the inherited IRA by the end of the 10th 

year after the year of death. For example, 
a beneficiary who inherits an IRA during 
2020 would have 10 years to distribute the 
balance of their inherited account begin-
ning on January 1, 2021, the year after the 
year of death, and ending on December 31, 
2030. If the original account was a 401(k) or 
403(b), the beneficiary can leave the assets 
in the plan, if the plan allows it, or roll them 
into an inherited IRA. Regardless of which 
scenario the beneficiary chooses, the same 
10-year distribution rule will apply.

Forcing distributions to occur in a 
10-year window means inheritors will need 
to carefully plan their distributions. If you 
wait until the deadline to distribute the full 
account, it is possible the distribution could 
be substantial and push you into a higher 
income tax bracket. Typically, spreading 
the distributions out over the full 10 years 
will result in the most favorable tax treat-
ment, but you should consult with your tax 
professional before doing so. 

Exceptions to the 10-year distribution 
requirement apply to assets left to an eli-
gible designated beneficiary. Eligible des-
ignated beneficiaries are those who have 
a disability or chronic illness, those not 
more than 10 years younger than the dece-
dent, or minor children of the decedent. 
These beneficiaries have the option to take 
RMDs based on their life expectancy.

When an individual inherits an IRA 
from a spouse, they can roll the assets into 
an IRA in their own name or transfer the 
assets into an inherited IRA. If the surviv-
ing spouse chooses to roll over the assets 
into their own IRA, then they would follow 
the regular RMD rules for their own IRA. 
These rules require RMDs begin once 
they reach age 72. If the surviving spouse 
chooses to transfer the assets into an inher-
ited IRA, the timing of the initial distribu-
tion will be based on the decedent’s age at 
the time of his or her death. If the decedent 
was older than age 72, the surviving spouse 
must begin taking RMDs by December 31 
of the year following the decedent’s death. 
If the IRA owner was younger than age 72 
at death, the surviving spouse may be able 
to delay RMDs until the decedent would 
have turned 72.

If a spouse inherits a 401(k) or 403(b), 
they can keep the assets in the 401(k) plan 
(if the plan allows it). If the spouse is still 
working, they may be able to roll the 401(k) 
into their own company’s 401(k) if their 
company plan permits rollovers. As a final 
option, they can roll over the inherited 
401(k) to their own IRA or an inherited 
IRA. Distributions would then follow the 
same RMD rules as if the spouse inherited 
an IRA.UT
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Forcing distributions to 
occur in a 10-year window 
means inheritors will need 
to carefully plan their 
distributions.
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• Quali�es for the Disabled Access Tax Credit of almost 50%

• Easily slide onto current footrests on almost any table

To order contact your favorite distributor rep.
or order direct at 844-587-8719 or  

www.GStirrup.com 
$100 o� with coupon Gstirrup2020

The Future of Patient Positioning

Content licensing for every
marketing strategy.
Urology Times® knows your audience. We know content licensing solutions, too.

Events, outdoor, direct mail, print advertising, social media—even radio or TV!
Let’s talk about how we can leverage our branded content for your products,
services, acknowledgments and recognitions in an enhanced campaign strategy.

Contact
Eric Temple-Morris  •  (415) 947-6231  •  etemple-morris@mmhgroup.com

HEIGHT = 0.25SUBHEADERMEDICAL EQUIPMENT
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Careers

Central Ohio Urology Group is seeking BC/BE Urologists for physician 
partnership opportunities located in Columbus, OH. Physicians will enjoy 
state of the art equipment, multiple ancillary profit centers, 20 highly skilled 

and collegial physician partners, and group call options that provide work-life 
balance. With brand new medical suites, physicians can provide in-office 

procedures to patients and have direct access to both sub-specialty support 
and comprehensive cancer care. For fellowship trained physicians, there 

are opportunities to create a niche practice. Qualified candidates receive 
a sign on bonus, robust benefits package, competitive salary, transition 

payment, student loan assistance and moving expenses.

JOIN ONE OF THE FASTEST GROWING GROUPS IN THE COUNTRY!

Columbus, Ohio is a fantastic place to raise a family and offers all the warmth 
and charm you can find only in the Midwest.

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

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

HIRING
BC/BE UROLOGISTS

www.centralohiourology.com

General Urologist Surgeon
Plattsburgh, NY

The Department of Surgery at the University of Vermont College of 
Medicine is seeking a Clinical Practice Physician in the Division of 
Urology to join the Champlain Valley Physicians Hospital (CVPH) 
in Plattsburgh, New York. CVPH is a progressive medical center 
with nine state-of-the-art OR’s and Ambulatory Surgery Center. This 
position offers the unique opportunity to work in a community set-
ting 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 lo-
cal urologic surgery practice joined the faculty at the University of 
Vermont and is seeking an additional colleague to join the dynam-
ic Urology faculty that span the network hospitals. Specifically, the 
Division seeks applications from individuals seeking a community 
Urology practice employment opportunity with a collegial and col-
laborative setting with University support.

Applicants must be board certified or board eligible and eligible 
for medical licensure in the state of New York. This is a full-time, 
12-month, salaried position.

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

The University is especially interested in candidates who can con-
tribute to the diversity and excellence of the academic community 
through their research, teaching, and/or service. Applicants are re-
quested to include in their cover letter information about how they 
will further this goal.

The University of Vermont is an Equal Opportunity/Affirmative Ac-
tion Employer. All qualified applicants will receive consideration for 
employment without regard to race, color, religion, sex, sexual ori-
entation, 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.

Interested individuals should apply online at https://www.uvm-
jobs.com/postings/41225 (position number 00024127). Inquiries 
may be directed to Mark Plante, MD, FRCS(C), FACS, Division 
Chief, via Kristin Allard, Kristin.Allard@uvmhealth.org.

NEW YORK OHIO

WYOMING

Are you looking
for talent?

For your recruitment ad 
needs contact:

Joanna Shippoli
(440) 891-2615

jshippoli@mjhlifesciences.com

Growing private practice 
seeking a full-time, 

board certified general 
Urologist. We have 
low call volume, 4.5 
day work week and 

short partnership track. 
Located in Cheyenne, 

Wyoming, we’re a short 
drive to Denver, CO and 
the Rocky Mountains for 
your choice of the city 

life or outdoor activities.

FOR INQUIRES OR TO APPLY 
Call 307-459-3939 or email 

elizabeth@cheyenneurological.com
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JORDAN ROSENFELD
Rosenfeld is a freelance writer and editor based in Morgan Hill, 
California.

The coronav irus disease 2019 
(COVID-19) pandemic is transforming 
how physicians practice medicine and 
bill for it. Physicians who take a con-

sumer-oriented approach to their billing cycle may 
adapt the best, said John Behn III, MPA, president 
of Stroudwater Revenue Cycle Solutions and a prin-
cipal of Stroudwater Associates, a national health 
care consulting firm based in Portland, Maine.

“We’ve seen a lot of practices become very 
entrepreneurial about how they see this new pro-
cess through the patient’s eyes,” Behn said. The 
practices that will thrive, he said, are those that are 
trying to find ways to make the billing process as 
easy as possible for the patient as possible, and as 
streamlined in the workflow as possible.

Behn said he feels there are 3 main areas where 
physicians can focus their billing practices with 
patients in mind right now.

Communicate with patients. Now is the 
time to improve communication with patients, 
Behn recommended. This means making sure 
the appropriate staff are available to handle and 
answer patient questions quickly and efficiently.

“You’ve got all these patients with comor-
bidities that are not sure how to make contact 
with their physicians or if they should go to the 
ER,” Behn said. Physicians can help alleviate 
patient anxiety by reaching out and explaining 
everything from billing procedures to advice. 

Additionally, older patients may be struggling 
to adapt to the technology necessary for video 
calls, and may need to be coached or supported 
through phone calls.

Behn also recommended having strong refer-
rals to the right kinds of specialists so that 
patients continue to feel that they are getting 
the level of quality care that they get at their 
primary care office.

Additionally, he said, physicians have to “keep 
an eye on tomorrow, because eventually things 
are going to rebound and get back to normal.” 
He urged physicians to identify patients in several 
tracks—such as a COVID track, and a chronic 
care management track—to know who will need 
to be rebooked most immediately when in-person 
appointments can resume.

“You can commence the longevity of your prac-
tice by making sure that patients feel as though 
you’re a better resource than calling anybody 
else,” he said.

Stay up to date on the changes in the mar-
ketplace. From the back-end, Behn said, physi-
cians help their patients by staying on top of the 
guidelines coming out of the Centers for Medicare 
and Medicaid Services (CMS), state Medicaid, and 
even big payers.

For example, to accommodate an almost over-
night shift to largely telehealth clinical visits, 
CMS has waived some older guidelines on 
how these visits can be billed, Behn said. This 
offers more opportunities for physicians to bill, 
but can also be overwhelming and comes with 
numerous changes.

“You’ve got physicians who theoretically have 
never even had access to or had a reason to use 
these codes. Now all of a sudden this full com-
pendium of services is available, but CMS seems 
to be changing things daily,” Behn said.

Some of the billing changes are retroactive to 
early March, Behn said, which can cause problems.

“Now you’ve got the need for your billing staff 
to go through and rebuild claims so you can get 
better and more proper reimbursements,” he said.

He recommended physicians make sure that 
someone in the practice is dedicated to keeping 
up on this information.

“It doesn’t matter if you’re the greatest doctor 
in the world; if you use the wrong code, you get 
nothing,” Behn said.

Pay close attention to claims. This unusual time 
in practicing medicine “is an opportunity to critically 
examine your revenue cycle foundation and correct 
the inefficiencies,” Behn said. “If you’ve got best prac-
tices employed, what’s happening now is challenging 
those foundational elements. But if you had a lot of 
inefficiencies, this crisis is augmenting those.”

Behn recommended physicians “Watch your 
billing clearinghouse like a hawk,” and “make sure 
your system is set up to reflect the best thinking 
and guidance from Medicare, Medicaid and com-
mercial payers.”

Not only does preparing strong claims and 
reviewing them closely increase the amount of 
revenue coming in, it prevents problems with 
patients bills, making sure they are only paying 
as much as they owe, Behn said.

“You can’t afford any denials.”UT

Take a consumer-oriented 
approach to your billing cycle
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Practice Management
FROM THE PAGES OF:

INSURANCE COVERAGE A LOOMING CRISIS, SURVEY FINDS

Americans’ insurance coverage was precarious even before the beginning of the 
coronavirus disease 2019 (COVID-19) coronavirus pandemic and the economic 
crisis that it kicked off, according to a survey.1,2

The survey, conducted by The Commonwealth Fund, began collecting data Jan. 
14, before the pandemic broke out, and continued through June 5 and found that 
in the first half of 2020, 43.4% of adults aged 19 to 64 were inadequately insure. 
This was not a statistical change from when the survey was last fielded in 2018.

The uninsured rate for adults was 12.5%, while 9.5% of adults were insured but 
had a gap in this coverage over the past year, and 21.3% were underinsured. 
This was also statistically unchanged from the 2018 survey.

People of color, small business workers, people with low incomes, and young-
er adults have the highest uninsured rates. The survey found that about one-
third of Latino adults, small business workers, and low-income adults were 

either uninsured or had spent some time uninsured in the past year.

The survey also found that many adults are struggling to pay their medical bills 
and those with inadequate coverage have a harder time of it. A quarter of 
respondents with adequate coverage for the full year prior to the survey have 
medical bill problems or debt in the past year, while half of those who reported 
having spent any time uninsured or underinsured reported having trouble paying 
medical bills and or that they were paying them off over time.

REFERENCES
1. Reynolds K. Insurance coverage a looming crisis, survey finds. Medical Eco-
nomics®. August 19, 2020. Accessed August 26, 2020. https://bit.ly/2YCcGlJ
2. New survey: two of five working-age adults do not have stable health coverage; 
more than one-third have medical bill problems. Press release. The Common-
wealth Fund. August 19, 2020. Accessed August 26, 2020. https://bit.ly/32pjkNy
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Speak Out / Interviews with randomly selected urologists on hot-button issues.
Compiled by Karen Nash. 

Is carrying cyber insurance needed in a medical practice?

“We have insurance for our 
EMR and computer system 

in case we break down, but we’ve 
also carried cyber insurance for at 
least 7 years. It covers us for ran-
som, as well as potential penalties 
if personal data is compromised.

Attacks are increasing across the world. Health 
care providers are prime targets due to personal 
data with which we’re entrusted. We have an 
in-house IT department working 24/7 to make 
our electronic medical records and our internet 
exposure as safe as possible from cybercrime, but 
cybercrime is ongoing, so cyber insurance will 
be normal for practices as time goes on.

In any medical practice, the first step in
protecting themselves is to be as strong as possi-
ble—from password protection to firewalls and 
ongoing surveillance for scams.

Both financial and medical information secu-
rity is important. From the HIPAA standpoint, 
it could be devastating if medical records were 
victimized to a cyber attack. Then there’s ran-
som that’s been seen in multiple businesses that 
has a huge financial impact.

Depending on the size of the practice, the 
amount of cash flow you’re out on a daily basis 
could be minimal, but HIPAA violation fines 
could be massive.

Government agencies can judge whether 
enough was done to protect against attacks. 
Our practice tries to maintain as tight security 
as possible, but that bar is constantly changing.”

Douglas Tietjen, MD / Kansas City, Missouri

“I have a Mac. They have 
pretty good internet secu-

rity. They keep changing things 
based on what’s happening, so I’m 
not worried somebody could take 
us hostage and try to close down 
my system.

I don’t see a need to insure against a cyber 
attack. My office has its own firewall system. I’m 
confident hackers can’t get through it.”

Arnaldo Trabucco, MD / Merced, California

“When I think about security for medical 
records and electronic medical records, 

we’re a private practice group and it just hasn’t 
come up in our group.

We have IT people that we pay a lot of money 
to and they take care of all our security needs. 
If something does break so that we can’t log on, 

we call them and they’re here. 
They also work on our personal 
computers, so we’ve never had an 
issue. We feel we’re well protect-
ed by our IT professionals that 
maintain all that equipment in 
the office.

We haven’t discussed hackers. We have a 
huge practice, but there are only 3 of us, which 
is unusual in today’s landscape. Maybe that pro-
tects us also.

We’re extremely busy—we do every procedure 
in urology and see a ton of patients weekly, but 
cyber security hasn’t really been an issue because 
our IT guys protect us.

The strongest protection is a good IT system 
to keep security strong. We pay a decent amount 
of money, so we take this seriously. We have two 
guys who are here periodically to make sure we 
have no issues.”

Salim Hawatmeh, MD / St Louis, Missouri

“We were held for ransom. 
It’s a crazy story. We were 

transitioning from a local IT 
group we’d had for 10 years, to 
a new group, when one morning 
we got an email that said, ‘Get 
ready to have a bad day.’

We had a Russian-based 
attack. All of our data was encrypted. They 
said they’d give us back our data for $24,000 in 
bitcoins. We said, ‘Before we do that, we want 
to make sure you can do what you say you can 
do.’ The funny thing was, they said, ‘Oh, we’re 
sorry, the guy who unencrypts these files is on 
vacation.’ We said, ‘What the heck is this?’

We ended up paying a US-based encryption 
company more than $70,000 to fix it. Our new 
IT company took full responsibility, even though 
it was probably not their fault. We think a virus 
was sitting in our computers for weeks before 
being activated.

We lost probably 2 to 3 weeks of revenue 
because we were down to paper. We had 2 insur-
ance policies—1 via our medical malpractice and 
another from insurance on our building that 
enabled us to reclaim some losses.

It was a tremendous learning experience.
Actually, we recently paid a company to attack 

us. Before the electronic medical records (EMR) 
company would return our data, we needed to 
make sure we were secure.

When the penetration results came, we were 
stable, but the EMR company had 3 issues need-
ing repair.

I would absolutely advise practices to carry 
actual cyber insurance—100%! We do carry 
specific cyber insurance now.

It’s interesting the hackers were not interest-
ed in patient medical or financial data …just in 
holding us hostage/demanding ransom.”

Mark Memo, DO / Boardman, Ohio
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“We had a Russian-based attack. 
All of our data was encrypted. 
They said they’d give us back our 
data for $24,000 in bitcoins.”

MARK MEMO, DO
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Your Voice / Commentary from urologists, non-physician providers, 
and other voices in the field

PEARLMAN: COVID-19 put a standstill on 
my elective case volume, in-person community 
educational seminars, and drastically reduced 
my ability to engage with patients in person. My 
silver lining? Having the opportunity to build a 
research team that would have otherwise taken 
me years to form.

On March 6, 2020, I participated in a spe-
cialty fair for first-year medical students at my 
academic institution and gave the students a 
run-down of the field of urology. “Raise your 
hand if you are planning on doing research this 
summer,” I stated into the mic. The majority of 
students in the room raised their hands. “Raise 
your hand if you are still looking for a research 
project.” No hands were raised. “Alrighty, well 
reach out to me if you have any interest in work-

ing on research in the future” 
and I concluded my spiel.

Then, COVID-19 hit and our 
ability to engage with our learn-
ers and conduct research in per-
son changed. Several students 
reached out to me via email, all 

with a similar message of, “I was supposed to 
work in so and so’s lab or travel international-
ly for outreach work and am no longer able to 
because of the pandemic. Do you have any proj-
ects for me?” My response, even when the list of 
projects became overwhelming, was the same: 
“Yes, let’s set up a call to discuss. Are you free 
tomorrow?”

My silver lining has given me the opportunity 
to work with a variety of learners, like medical 
student Victoria Troesch. Victoria has unmasked 
her own silver lining…

TROESCH: COVID-19 put a standstill on my 
advanced surgical and urology rotations just 
days before they were set to start. My silver lin-

ing? Having the opportunity to dive head first into 
research that I am not sure I would have otherwise 
found time to complete, from start to finish.

In medical school, spare time for research is 
difficult to find in between clinical responsibili-

ties, studying for exams, and vol-
unteering. Under stay-at-home 
orders in California and virtual 
electives still in development, I 
was presented with a situation I 
hadn’t dealt with in years—what 
do I do with all of my excess time?

When COVID-19 hit, my ability to engage 
with staff physicians also changed. As their 
schedules also became less busy, many, like 
Amy, used their newfound time to devote 
to one-on-one professional mentorship and 
research guidance. I have grown tremendously 
over these last few months. I’ve developed con-
fidence in my abilities to engage in meaningful 
research, from exploring ways to enroll partici-
pants via digital platforms, building and distrib-
uting online surveys, and learning the art and 
value of multi-institutional and multi-specialty 
collaboration.

PEARLMAN: My silver lining has also given 
me the opportunity to work with department 
staff members, like research assistant Denise 
Juhr.

JUHR: COVID-19 put a standstill on my abil-
ity to interact with research participants and 
collect samples as part of National Institutes of 
Health-funded work. My silver lining? Having 
the opportunity to organize previously collected data 
and engage in new research opportunities as a research 
investigator.

When the pandemic necessitated that I work 
remotely from home, I pondered what was going 

to happen to our ongoing clinical 
research trials, our participants, 
and our collaborators. I wondered 
if research would continue at all.

When COVID-19 hit, my 
ability to engage with staff 
physicians and learners also 

changed. I now had the time to engage with 
learners to help them navigate through the 
institutional review board process and utilize 
secure web applications for building and man-
aging online databases. I worked with staff 
physicians, like Amy, and learners, like Vic-
toria, to wade through the often tedious and 
difficult waters of designing and implementing 
prospective work.

I’ve watched all members of the research team 
grow and, in the process, have learned innovative 
approaches to conducting research in the midst 
of a pandemic. I’ve embraced participant recruit-
ment through social media platforms and online 
discussion boards. I’ve developed confidence in 
mentoring others.

PEARLMAN/TROESCH/JUHR: COVID-
19’s silver lining has allowed us to build rela-
tionships with learners, researchers, and staff 
physicians as we continue to ask the difficult 
research questions and discover innovative 
strategies for participant enrollment and 
engagement. You could say we’ve developed 
confidence in thinking outside the research box 
(and outside the mask).UT

Urologic research and COVID-19: 
Unmasking the silver lining
Standstill on elective case volume yields time for building a research team

The coronavirus disease 2019 (COVID-19) pandemic has forced changes and adjustments 

to people’s professional and personal lives. Although many of these disruptions have 

been negative, silver linings can still be found. In this article, Amy Pearlman, MD, Victoria 

Troesch, and Denise Juhr each discuss how the COVID-19 shutdown yielded unexpected 

opportunities. Pearlman is director of the Men’s Health Program and clinical assistant 

professor of urology, Troesch is a medical student, and Juhr is a research assistant at the 

University of Iowa, Iowa City.

PEARLMAN

TROESCH

JUHR

COVID-19’s silver lining has 
allowed us to build relationships 
with learners, researchers, and 
staff physicians as we continue to 
ask the difficult research 
questions and discover innovative 
strategies for participant 
enrollment and engagement.

AMY PEARLMAN, MD, VICTORIA TROESCH, & DENISE JUHR
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I  am a urologist.
I  am a patient.

I can genuinely say the benefits 
of the UroLift® System are 

real and the procedure and 
recovery were easy to tolerate.
Edward Cohen M.D., F.A.C.S.* Chief Executive Officer 

and Chairman Genesis Healthcare Partners and
UROLIFT® SYSTEM PATIENT

MAIN REASONS I CHOSE THE UROLIFT® SYSTEM 
AND RECOMMEND IT TO MY PATIENTS

*Dr. Cohen is a paid consultant of NeoTract|Teleflex. Results may vary.  
**No instances of new, sustained erectile or ejaculatory dysfunction in the L.I.F.T. pivotal study.

PRE-PROCEDURE POST-PROCEDURE

UroLift® Implant
Actual Size 

The UroLift System procedure is indicated for the treatment of symptoms due to urinary outflow 
obstruction secondary to BPH, including lateral and median lobe hyperplasia, in men 45 years of age 
or older. Results and patient experience may vary. Most common adverse events reported include 
hematuria, dysuria, micturition urgency, pelvic pain, and urge incontinence. Most symptoms were 
mild to moderate in severity and resolved within 2 to 4 weeks after the procedure.2 Consult the 
Instructions for Use (IFU) for more information.

Check out the data at UroLift.com

NOW INDICATED FOR 

MEN WITH PROSTATE 

SIZES UP TO 100cc

1. Roehrborn, Can J Urol 2015; 2. L.I.F.T. IDE Study. Roehrborn. J Urology 2013; 3. AUA BPH Guidelines 2003, 2010, 2018 amended 2019; 
4. Naspro, Eur Urol 2009; 5. Montorsi, J Urol 2008; 6. McVary, J Sex Med 2016; 7. Shore Can J Urol 2014; 8. Roehrborn et al. Can J Urol 
2017; 9. Eure et al J Endourol 2019

Patients have been shown to have a better recovery
experience than TURP, with durable results and no new 
and lasting sexual dysfunction**1-6

Rapid relief and recovery in days, not months1

Lowest catheter rate of the leading BPH procedures7

Involves no cutting, heating, or removal of prostate tissue

Proven durability through 5 years8

Real world outcomes consistent with randomized controlled data9
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Contact us for your recruitment needs. 
Post your latest openings and seek 
the best candidates for your office. 

Joanna Shippoli
Account Executive
JShippoli@mjhlifesciences.com
440-891-2615

Merritt Hawkins: 27th annual 2020 Review of Physician and Advanced Practitioner Recruiting Incentives and the Impact of 
COVID-19 (https://www.merritthawkins.com/uploadedFiles/Merritt_Hawkins_Incentive_Review_2020.pdf)

The number of physicians contacting Merritt Hawkins about job opportunities 
since March 31 has increased significantly. “The pandemic has transformed 
physician recruiting from a strong buyer’s market to a strong seller’s market. 
As a result, for those hospitals, health systems, medical groups and other 
organizations that are seeking physicians or soon will be, this is a very 
favorable time to recruit,” according to a report by the national recruiter.

Recruiting new employees 
for your practice?
If you’re seeking new talent or to fill positions within your practice, 
no matter the specialty or size, our job board is the resource for you.

Contact us for your recruitment needs. 
Post your latest openings and seek 
the best candidates for your office. 

Merritt Hawkins: 27th annual 2020 Review of Physician and Advanced Practitioner Recruiting Incentives and the Impact of 

Visit jobs.modernmedicine.com
or scan to access
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