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OAB/INCONTINENCE
Foray of FPMRS into telemedicine during the 
coronavirus disease 2019 pandemic

PROSTATE CANCER
Adjuvant RT after prostatectomy does not 
improve recurrence rate

SEXUAL DYSFUNCTION
Research suggests potential gaps in ED 
care delivered by nonurologists

BENIGN PROSTATIC 
HYPERPLASIA
5-year data sustain water vapor thermal 
therapy benefi t in BPH-related LUTS

Inside Beware the perils
of friendly prescribing

Has a friend, relative, or colleague ever asked you 
to write a prescription for someone who is not your 
patient? Refusing such a request can be uncomfort-
able for the physician being asked, but agreeing to 
write an informal prescription can lead to dire out-
comes for both the prescriber and the patient.

In this month’s Malpractice Consult column, Kenton H. Steele, 
Esq, outlines the medical-legal risks associated with friendly pre-
scribing, why malpractice lawsuits involving a recipient of an infor-
mal prescription having an adverse outcome may not be covered by 
malpractice insurance, and how to deal with requests for an informal 
prescription. As Steele writes, “It is possible to handle requests for 
prescriptions without seeming rude and still protecting against expo-
sure to lawsuits or disciplinary actions.”

For the full article, please turn to page 42

MALPRACTICE CONSULT

Expert clinical analysis. Practice advice. Policy perspectives.

TheBCGBCG
The non–muscle invasive bladder cancer treatment 

BCG remains in short supply, with Merck current-
ly serving as the sole supplier of the medication 

in the US. In this interview, Seth P. Lerner, MD, 
discusses current recommendations for 

managing patients during this shortage, 
what the FDA is doing to resolve the 

problem, and a SWOG trial testing a 
new strain of BCG.

Q: Why is there a shortage of BCG?
A: This goes back several 

years. For a long time, there 
were 2 manufacturers 

of BCG in the United 
States and Canada. In 

2012, Sanofi Pas-
teur in Canada, 

which manufactured the Connaught strain, went offline 
because of some inconsistencies in their manufacturing. 
In 2017, they shut down production completely. Merck, 
which makes the TICE strain, is the sole supplier of BCG 
not only in the US and Canada, but for 70 countries world-
wide. Over the years, Merck has really stepped up, but they 
too had brief periods of challenges in the manufacturing 
process in the last several years. Having solved these, they 
ramped up production by, according to their numbers, 
100% over the course of about 12 to 18 months. That 
solved a lot of the problem, but demand has essentially 
outstripped supply. In a recent press release,1 Merck has 
committed to building a new manufacturing facility for 
BCG that will take up to 6 years to complete and triple 
production of TICE BCG.

In February 2019, a group of stakeholders consisting 
of representatives from the American Urological Asso-
ciation (AUA), Society of Urologic Oncology, American 

What’s being done–and what you can do

See BCG SHORTAGE, on page 13
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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-CR3,4

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

N=71

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

Complete 
Response

Learn more at JELMYTO.com/hcp

IN THE OLYMPUS STUDY,‡

JELMYTO treatment in patients with 
low-grade UTUC achieved:

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, flank 
pain, urinary tract infection, hematuria, renal dysfunction, fatigue, nausea, abdominal 
pain, dysuria, and vomiting1

CI=confidence interval.

Important Safety Information (cont’d) 

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

JELMYTO is a registered trademark of UroGen Pharma, Ltd. 
© 2020 UroGen Pharma, Inc.  
All rights reserved. US-JEL-00248 08/20

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

†See NCCN Guidelines® Bladder Cancer (Version 6.2020) Intrapelvic and 
Intravesical Therapy for Upper Tract Tumors and NCCN Guidelines for 
Upper GU Tract Tumors (Version 6.2020) for detailed recommendations.

‡ Study design: The efficacy 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 fill the renal pelvis. CR was defined 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 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. 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.

Common Adverse Reactions
The most common adverse reactions in ≥ 20% of patients 
treated with JELMYTO were ureteric obstruction, flank 
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 inflammation, bladder spasm, urosepsis, 
hypersensitivity, and instillation site pain.

Use in Specific 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 flush 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. Referenced with 
permission from the NCCN Clinical Practice Guidelines 
in Oncology (NCCN Guidelines®) for Bladder V.6.2020. 
© National Comprehensive Cancer Network, Inc. 
2020. All rights reserved. Accessed July 28, 2020. 
To view the most recent and complete version of 
the guidelines, go online to NCCN.org. NCCN makes 
no warranties of any kind whatsoever regarding 
their content, use, or application and disclaims any 
responsibility for their application or use in any way. 
3. 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 
May 5, 2020. 4. Data on file. UroGen Pharma, Inc., 
Princeton, NJ.

THE FIRST AND ONLY FDA-APPROVED 
TREATMENT FOR LOW-GRADE UPPER TRACT 
UROTHELIAL CANCER (UTUC) IN ADULT PATIENTS1

CHEMOABLATE NOW
SPARE THE KIDNEY 
FOR TOMORROW1*

National Comprehensive Cancer Network®

(NCCN®) recommends mitomycin for 
pyelocalyceal solution (JELMYTO) as a primary 
therapy option for certain upper tract tumors2†
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trial in patients with treatment-naïve or recurrent low-grade non-
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treated with 6 instillations once a week. The dosage of JELMYTO was 
individualized based on volumetric measurements using pyelography 
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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 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 
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ureteric obstruction.

Bone Marrow Suppression
The use of JELMYTO can result in bone marrow 
suppression, particularly thrombocytopenia and 
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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.
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The most common adverse reactions in ≥ 20% of patients 
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fatigue, nausea, abdominal pain, dysuria, and vomiting. 

Additional Adverse Reactions Information
Selected clinically relevant adverse reactions in < 10% 
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hypersensitivity, and instillation site pain.
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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 
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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.

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)

a Includes 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 registered 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 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.

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)

a Includes 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 registered 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

Efforts to mitigate the BCG 
shortage continue

An inescapable, continuing consequence of 
the coronovirus disease 2019 pandemic is 
worry over the current situation placing 

unmeetable demands on products and services, 
such as ventilators and intensive care unit beds. 
This month’s cover feature concerns a different 
shortage, that of the non–muscle invasive bladder 
cancer treatment BCG. Urology Times® Editori-
al Consultant J. Brantley Thrasher, MD, inter-
views Seth P. Lerner, MD, regarding the origins 
of the shortage, what is being done to increase 
supply, and what other options exist for clinicians 
unable to obtain the treatment for their patients. 
Although Merck’s recent announcement1 regard-
ing a forthcoming BCG manufacturing facility  in 
the US is certainly welcome news, the fact that the 
facility’s construction will take approximately 5 to 
6 years means that other trials and management 
strategies are still necessary.

A report on the use of telemedicine for fol-
lowing patients undergoing midurethral sling 
placement postoperative visits is the subject of 
this month’s From the Board editorial, written by 
Urology Times® Editorial Council member Priya 
Padmanahaban, MD. “With the foray into tele-
medicine during the COVID-19 pandemic, we 
have witnessed rapid growth in our knowledge 
and patient accessibility. It is clear that virtual vis-
its are a viable option, well liked by patients and 
physicians alike,” Padmanabhan writes.

We also report on a recent study evaluating 
the use of tele-cystoscopy for patients under-
going bladder cancer surveillance. Other blad-
der cancer topics covered include a small study 
examining dual immune checkpoint blockade 
with the PD-1 inhibitor tislelizumab and the 
PD-L1 inhibitor BGB-A333 for urothelial car-
cinoma, as well as a report on comprehensive 
genomic profiling in patients with upper tract 
and bladder urothelial carcinoma.

For this issue’s Journal Article of the Month 
column, Badar M. Mian, MD, examines a recent 
meta-analysis of 3 randomized controlled trials 

that evaluated adjuvant and early salvage radiation 
therapy in men with postprostatectomy high-risk 
and locally advanced prostate cancer.

Also in prostate cancer, Associate Editori-
al Director Jason M. Broderick reports on the 
Centers for Disease Control and Prevention’s 
recent analysis indicating a rise in the incidence 
of metastatic prostate cancer in the United States. 
We also cover recent research regarding high-in-
tensity focused ultrasound, rucaparib (Rubraca), 
darolutamide (Nubeqa), the use of prostate mag-
netic resonance imaging for active surveillance, 
and more.

In sexual dysfunction, this issue includes arti-
cles about potential gaps in erectile dysfunction 
care delivered by nonurologists, as well as the use 
of collagenase clostridium histolyticum (Xiaflex) 
in patients with acute-phase Peyronie disease. In 
benign prostatic hyperplasia, we report on a recent 
study of Rezum water vapor thermal therapy, and 
in stone disease, look for an article about ureteral 
stent-tracking software.

Moving on to our Business section, Jonathan 
Rubenstein, MD, and Mark Painter address 
coding and reimbursement questions, including 
a query regarding the forthcoming changes to 
evaluation and management (E/M) coding in 
2021. The E/M changes are also the subject of 
this month’s Speak Out, in which Karen Nash 
asked 3 urologists about their readiness for these 
changes.

Continuing with the theme of looking to next 
year, for this issue’s Money Matters column, Jeff 
Witz, CFP, breaks down key personal finance 
tasks to complete before the end of 2020.

For this issue, we are also very pleased to wel-
come contributor Kenton H. Steele, Esq, who 
joins Acacia Brush Perko, Esq, as a Malpractice 
Consult columnist. Steele’s first installment is 
an excellent overview on the issue of “friendly 
prescribing.” Stay safe, and thanks for reading.

REFERENCE
1. Merck announces plans to construct new facility in 
the United States to expand manufacturing capacity 
for TICE BCG. Press release. Merck. October 14, 2020. 
Accessed October 15, 2020. https://bit.ly/2HBYJhw
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Onvansertib shows promise 
in abiraterone-resistant mCRPC
Adding the oral PLK1 inhibitor onvansertib 
to abiraterone acetate (Zytiga) and prednisone 
showed promising clinical activity in patients 
with metastatic castration-resistant prostate 
cancer (mCRPC) with initial resistance to abi-
raterone, according to phase 2 findings shared 
during the 2020 Prostate Cancer Foundation 
Scientific Retreat.1,2

Initial study results for 26 evaluable patients 
showed that 8 (31%) reached the primary study 
end point of disease control (no prostate-specific 
antigen progression) following 12 weeks of treat-
ment. After the same length of treatment, another 
14 patients (54%) achieved stable disease (SD), with 
8 of these patients having SD for at least 7 months.

REFERENCES
1. Cardiff oncology presents positive efficacy and 
biomarker data from mCrPC trial demonstrating 
ability of onvansertib to overcome Zytiga resis-
tance. Press release. Cardiff oncology. october 
20, 2020. Accessed october 20, 2020. https://prn.
to/3dHykvg
2. einstein DJ, Choudhury A, Saylor P, et al. A 
phase 2 study of the polo-like kinase 1 (PLK1) inhib-
itor, onvansertib, in combination with abiraterone in 
patients with abiraterone-resistant metastatic cas-
tration-resistant prostate cancer (mCrPC). Paper 
presented at: 2020 Prostate Cancer Foundation 
Scientific retreat. october 20-23, 2020; virtual

FDA grants nivolumab/cabozantinib 
combo priority review in RCC
The FDA has granted a priority review designa-
tion to supplemental applications for the combina-
tion regimen of nivolumab (Opdivo) plus cabozan-
tinib (Cabometyx) as a treatment for patients with 
advanced renal cell carcinoma (RCC).1

The applications for the regimen—which com-
prise a supplemental biologics license application 
for the PD-1 inhibitor nivolumab and a supplemen-
tal new drug application for the multikinase inhib-
itor cabozantinib—are based on findings from the 
phase 3 CheckMate 9ER trial (NCT03141177). 
Study results showed that the combination reduced 
the risk of disease progression or death by 49% 
versus sunitinib (Sutent) in treatment-naïve 
patients with advanced RCC, with a median pro-
gression-free survival of 16.6 months versus 8.3 
months, respectively (HR, 0.51; P <.0001).2 The 
priority designation expedites the FDA’s review of 
these applications. Under the Prescription Drug 
User Fee Act, the FDA is now scheduled to make its 
decision on the applications by February 20, 2021.

REFERENCES
1. U.S. Food and Drug Administration accepts for 
priority review applications for opdivo (nivolumab) 
in combination with Cabometyx (cabozantinib) in 
advanced renal cell carcinoma. Press release. bris-
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Enfortumab vedotin impresses in 
post-immunotherapy bladder cancer
The antibody-drug conjugate (ADC) enfortumab 
vedotin-ejfv (Padcev) induced a response in over 
half of patients with advanced urothelial cancer 
who previously received a PD-1/PD-L1 inhibi-
tor but were ineligible for cisplatin, according to 
findings from the pivotal phase 2 EV-201 trial.1

In the cohort of patients—who had also not had 
prior platinum-based chemotherapy—enfortum-
ab vedotin achieved an objective response rate of 
52% per the review of an independent panel.

All patients in the single-arm, international 
EV-201 trial (NCT03219333) had locally advanced 
or metastatic urothelial cancer previously treated 
with a PD-1 or PD-L1 inhibitor. Patients were 
then stratified by prior chemotherapy: cohort 1 
included patients previously treated with plati-
num-based chemotherapy and cohort 2 included 
patients without prior platinum-based chemother-
apy who were also ineligible for cisplatin.
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Treatment starts in pivotal study 
of novel device for women with OAB
The first US patient has been implanted in the 
OASIS trial of the Renova iStim tibial neuro-
modulation system for the treatment of women 
with overactive bladder (OAB), according to 
BlueWind Medical, the developer of the device.1

The multicenter, open-label, prospective, inter-
ventional OASIS trial (NCT03596671) is specifi-
cally examining the capability of Renova to reduce 
urinary urgency incontinence episodes.2,3

Renova is a wireless peripheral neurostimula-
tor device that a clinician implants in the patient’s 
ankle with the patient under local anesthesia. The 
device electrically stimulates the tibial nerve. It 
is powered by a wearable cuff, which the patient 
wears for 30 to 60 minutes a day.
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Disitamab vedotin gets FDA 
breakthrough therapy designation
The FDA has granted disitamab vedotin (RC48) 
a breakthrough therapy designation for the 
treatment of patients with HER2-positive locally 
advanced or metastatic urothelial carcinoma fol-
lowing treatment with platinum-based chemo-
therapy, according to RemeGen, the company 
developing the antibody-drug conjugate (ADC).1

The designation will expedite the development 
and review of disitamab vedotin in this setting. 
Phase 2 data presented at the 2019 American Soci-
ety of Clinical Oncology Annual Meeting showed 
that the ADC achieved a confirmed objective 
response rate of 51.2%, with confirmed respons-
es reported in 22 of 43 patients. The best overall 
response was a partial response in 26 patients. An 
additional 13 patients reached stable disease for a 
disease control rate of 90.7%.2
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Treatment begins in study 
of rechargeable SNM device for OAB
The first patient has been implanted with the 
InterStim Micro neurostimulator in the ELITE 
study, which is examining the rechargeable sacral 
neurostimulation (SNS) system in patients with 
overactive bladder.1

The study is examining the InterStim Micro in 
patients across all 4 symptoms for which the SNS 
device is indicated: urinary urge incontinence, uri-
nary frequency, nonobstructive urinary retention, 
and fecal incontinence. Patient follow-up will go 
on for 2 years, with key study end points being 
patient-reported outcomes, disease-specific qual-
ity-of-life questionnaires, and symptom diaries.
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From the Board

Foray of FPMRS into telemedicine during 
the coronavirus disease 2019 pandemic

The coronavirus disease 2019 (COVID-19) 
pandemic has triggered a rapid rise in the 
use of telemedicine across all specialties, 

including female pelvic medicine and reconstruc-
tive surgery (FPMRS). In an attempt to flatten 
the curve of transmission, we have made radical 
changes in the way we provide quality, compre-
hensive care for our patients.

Telemedicine has classically been useful for 
providing behavioral therapy, conservative and 
pharmacological treatment. In these cases, treat-
ment is based on symptom improvement and not 
physical exam. FPMRS encompasses a spectrum 
of conditions with varied treatments. An initial 
challenge exists in identifying the appropriate 
patients for postoperative telemedicine visits. The 
nature of the condition, the follow-up questions, 
and the necessary tests dictate the need for an 
office-based postoperative visit.

The effectiveness of virtual postoperative ten-
sion-free vaginal tape visits was first highlighted 
by Jefferis et al.1 Recently, in an international, 
prospective, multi-institutional, randomized 

control trial, the use of telemedicine in the early 
postoperative follow-up period after midurethral 
sling was presented at the 2020 American Uro-
logical Association Virtual Experience.2 A total 
of 237 patients were randomized 1:1 to telemed-
icine or office-based 3-week follow-up. Seventy 
percent of patients were equally “very satisfied” 
with their surgical outcomes. Predictors of satis-
faction included non-Caucasian ethnicity and no 
college-level education. Sixteen (13.2%) patients 
requested crossover to office-based visits. Age 
greater than 65 years was the only predictor of 
this crossover. The telemedicine group was the 
most adherent to 3- to 5-month office-based 
follow-up.

Patients undergoing midurethral sling place-
ment are ideal for postoperative virtual visits. 
Clinicians may assess success in most cases with 
subjective questions and quality-of-life question-
naires and, again through appropriate questions, 
easily identify irregularities. Complications such 
as an obstructing sling or mesh erosion create 
symptoms that a patient will easily notice. In such 
cases, clinicians may ask the patient to come in 
for a physical exam and testing.

The use of early virtual follow-up provides a 
balance of patient satisfaction, clinical utilization, 
and resource conservation. Reimbursement is 
based on a 90-day global period post sling. With 
equal satisfaction of both types of visits, a 3- to 
5-month office-based visit is beneficial to the 

patient and clinic. Prior to COVID-19, only 15% 
of providers reported using telehealth regularly. 
This was related to obvious barriers that are rap-
idly being overcome, including lack of training, 
gaps in technology access and familiarity, appre-
hension around adoption of the new platform, 
and reimbursement.

With the foray into telemedicine during the 
COVID-19 pandemic, we have witnessed rap-
id growth in our knowledge and patient acces-
sibility. It is clear that virtual visits are a viable 
option, well liked by patients and physicians 
alike. Both virtual and office platforms may 
provide excellent care without compromising 
quality. The changes in reimbursements are 
promising. Time will tell how FPMRS further 
utilizes telemedicine.UT
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Telemedicine visits in the early postoperative 
period after midurethral sling placement are a 
safe and feasible communication option com-
pared with traditional in-person visits. Out-
comes for patients using telemedicine were 
equal, and patients were as satisfied as those who 
had office-based postoperative visits, according 
to an international, prospective, multi-institu-
tional, randomized, controlled trial.

The investigators, who presented their results 
at the 2020 American Urological Association 
Virtual Experience,1 randomized a total of 237 
patients with a midurethral sling 1:1 to 3-week 
postoperative telemedicine (by phone) or office-
based follow-up visits. They found no differenc-
es between the groups for hospital admissions, 
emergency department visits, and unplanned 
office visits or calls. Furthermore, about 70% 
of patients in both groups were very satisfied 
with their surgical outcomes. Predictors of sat-
isfaction were non-Caucasian ethnicity and no 
college education.

Sixteen patients (13.2%) using telemedicine 
follow-up requested crossover to an office fol-
low-up. Most of those patients were older than 
65 years. Also, patients in the telemedicine 
group were more likely than those in the office 
group to adhere to their 3- to 5-month follow-up 
visits.

The take-home message for practicing urol-
ogists is that not all patients need an office visit 
for their 3-week follow-up after routine sling or 
other surgeries, according to study author Samir 
Derisavifard, MD, who was a urology fellow at 
Cleveland Clinic in Ohio when he conduct-

ed the study and now practices at the USMD 
Health System in Arlington, Texas.

“A question of resources”
“Only patients who are having complaints or 
are feeling unwell should come in,” Derisavi-
fard said. Otherwise, a simple phone call from 
the physician is just as safe and effective for the 
3-week postoperative visit.

“It’s a question of resources,” Derisavifard 
noted.

Urologists should look carefully at how they 
use resources in today’s practice for several rea-
sons, according to Derisavifard. Coronavirus 
disease 2019 exposure is 1 such reason to con-
sider telephone or virtual visits, as is the fact that 
with reimbursement in a 90-day global period, 
offices are not reimbursed specifically for the 
visit.

“The data show the office-based visit is not 
a benefit to the patient and not a benefit to the 
clinic, so with a phone call, we’re making all 
the parties happier and running things more 
efficiently. I think efficiency and quality are the 
key factors here,” Derisavifard added.

Patients with a sling are ideal for telemedicine, 
according to senior author Howard B. Gold-
man, MD, professor and vice chairman of the 
Glickman Urological and Kidney Institute at 
Cleveland Clinic.

“We are treating a subjective issue, stress 
incontinence,” Goldman said. “The patient 
can easily tell us whether that problem has 
gone away. The complications that could arise 
are generally things that patients would notice 
subjectively. If the sling ended up too tight, they 
might have trouble urinating. If we ask the right 
questions, patients can tell us whether that is 
occurring.”

Another potential complication is exposure of 
some of the sling in the vagina, which would be 
an issue if the patient were sexually active and 
if they or their partner had discomfort in that 
exposed area.

“If they tell us that they had sex and there were 
no problems and their partner had no issues, that 
is all we need to know,” Goldman said.

“Frankly, if the patient is dry, voiding well, 
having no pain, and sexually active with no 
issues, there is really nothing we are going to 
find on physical exam that we would do any-
thing about,” he added.

Goldman said he uses telemedicine regularly 
in other areas of urology practice, for patients 

with an overactive bladder, for example. Tele-
medicine is ideal for symptom-based conditions, 
for which an exam is not that important, he said.

“However, for something like pelvic organ 
prolapse, the patient can tell you they feel a vag-
inal bulge. But you really need an exam to see 
what it is and decide on appropriate treatment,” 
he said.

However, barriers exist in implementing tele-
medicine. Finding the right platform for a seam-
less experience remains an issue. And patients 
might take telemedicine visits less seriously, 
potentially wasting a clinician’s time. Deris-
avifard said he has had calls with patients while 
they are cooking or driving.

“Clearly, we are all still understanding the 
best way to incorporate telemedicine into our 
practices. Ideally it is most successful when the 
nature of the visit does not require an examina-
tion and the technology and etiquette on both 
ends of the encounter allow for a professional 
and productive conversation. Here we are show-
ing that it is possible and should be seriously 
considered as a viable option moving forward 
without compromising the quality of care we 
provide,” Derisavifard concluded.UT
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Telemedicine is viable option for most 
early midurethral sling post-op visits
Patients in telemedicine group more likely to adhere to follow-up visits

“The data show the office-based 
visit is not a benefit to the patient 
and not a benefit to the clinic, so 
with a phone call, we’re making 

all the parties happier 
and running things 
more efficiently.”

SAMIR DERISAVIFARD, MD

“If the patient is dry, voiding well, 
having no pain, and sexually 
active with no issues, there is 
really nothing we are going to 

find on physical exam 
that we would do 
anything about.”

HOWARD B. GOLDMAN, MD
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Tele-cystoscopy has the potential to expand the 
availability of cystoscopy for bladder cancer sur-
veillance to patients living in underserved areas, 
according to findings from a pilot study published 
in the Journal of Urology.1

Tele-cystoscopy represents a collaborative 
approach to providing necessary surveillance for 
patients with urothelial bladder cancer in the face 
of urologist workforce shortages while also address-
ing liability and quality issues faced by urologists. 
It involves cystoscopy performed by an advanced 
practice provider (APP) with real-time monitoring 
and interpretation by a remote urologist.

Researchers from the University of Virginia 
and Cleveland Clinic conducted the pilot study 
to evaluate the clarity of the transmitted videos, 
APP proficiency, and diagnostic capability of the 
tele-cystoscopy. Analyses were based on cystosco-
pies performed in 6 patients seen at 3 telemedicine 
centers. Each patient underwent both tele-cys-
toscopy performed by a trained APP guided by a 
remote urologist and traditional cystoscopy done 
by an onsite urologist.

The onsite tele-cystoscopy video, transmit-
ted video from the tele-cystoscopy procedure, 
and onsite video from the traditional cystoscopy 
were reviewed by 11 board-certified urologists 
who were blinded to the cystoscopy operator and 
location. According to their reviews, tele-cys-

toscopy provided reasonable image quality and 
excellent thoroughness of examination (92% for 
observes all regions, identifies ureteral orifices, 
and retroflexion).

Tele-cystoscopy was also found equivalent to tra-
ditional cystoscopy with respect to identification 
of abnormalities and action decisions. Neither the 
provider performing the cystoscopy nor the loca-
tion of the procedure had a significant effect on 
ability to make a diagnosis using the video or the 
decision for action.

Safety was good. No patients developed a uri-
nary tract infection nor any other complications. 
In addition, patient satisfaction with the experi-
ence was high.

Patients were eligible for enrollment in the pilot 
study if they had a history of microscopic hematu-
ria, gross hematuria, urothelial cancer, or refractory 
lower urinary tract symptoms. Five of the 6 patients 
included in the analysis were undergoing surveil-
lance for urothelial cancer. The urologists who 
reviewed the captured videos included 7 academic 
physicians and 4 who were in community practice.

Overall, 36 video recordings were captured, each 
urologist reviewed between 3 and 6 videos, and each 
video was evaluated twice by each reviewer.

Video clarity was assessed based on image res-
olution and speed of transmission and was found 
to be poorer for the transmitted video compared 
with the onsite video from traditional cystoscopy. 
The difference was attributed to video transmission 
rather than operator performance.

Practitioner proficiency ratings judged visu-
alization of bladder landmarks, recognition of 
abnormalities, rating of overall technique, and 
postulation regarding whether the operator was a 
physician or APP. Thoroughness of examination 
and identification of an abnormality were found 
to be similar for the procedures done by APPs and 
urologists. Overall technique score was higher for 
the urologists but the difference compared with the 
APPs was not statistically significant.

Diagnostic capability was assessed based on 
whether the cystoscopy thoroughly examined 
all major bladder landmarks, if a diagnosis could 
be made based on the video, and what action the 
reviewer would recommend taking after the exam-
ination. Comparison of reviewers’ action decisions 
showed high diagnostic agreement.

Of note, when the University of Virginia inves-
tigators were developing their tele-cystoscopy pro-
gram, they first optimized the technical infrastruc-
ture needed so that the real-time video images 
would have sufficient clarity for remote interpreta-
tion. In addition, they created a cystoscopy training 
program for APPs that included a competency 
scoring system.UT
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Dual immune checkpoint blockade with the PD-1 
inhibitor tislelizumab and the PD-L1 inhibitor 
BGB-A333 induced an overall response rate 
(ORR) of 42% in a small study of patients with 
urothelial carcinoma.1

The findings showed that among 12 patients 
receiving the immunotherapy combination, there 
were 3 complete responses (CRs), and 2 partial 
responses (PRs). Another 4 patients achieved 
stable disease, with 2 patients having progressive 
disease, and 1 patient not being evaluable. The 

median duration of response was 9.1 months. The 
ORR hit 67% (2 CRs; 2 PRs) among the subgroup 
of patients with PD-L1–high tumors. Among 
those with PD-L1–low tumors, the ORR was 17%.

“Simultaneous PD-L1 and PD-1 blockade has 
been hypothesized to provide synergistic anti-
tumor effects, as inhibitors may have distinct 
mechanisms of action,” lead study author Juan 
Martin-Liberal, MD, PhD, a consultant medi-
cal oncologist in the Melanoma, Sarcoma, and 
Genitourinary Tumors Unit at the Institut Cat-
ala d’Oncologia Hospitalet, in Barcelona, Spain, 
said when presenting the data during the 2020 
European Society for Medical Oncology Virtual 

Congress. “[Although] these differences should 
be taken cautiously given the sample size, these 
data have provided insights into combining tisleli-
zumab, a clinical stage anti–PD-1 antibody, with 
anti–PD-L1 antibodies.”

Martin-Liberal shared data from the phase 2B 
portion of the phase 1/2 BGB-900-101 study. 
Patients had locally advanced or metastatic 
urothelial carcinoma that had progressed after at 
least 1 platinum-containing regimen. Patients had 
a median age of 69.5 years, and 92% of patients 
were male. Ten patients had received 1 prior line of 
systemic therapy. PD-L1–high status was defined 

Study findings show viability 
of telemedicine approach to cystoscopy

Dual immunotherapy regimen shows 
early promise in urothelial carcinoma
Immune checkpoint blockade with PD-1 and PD-L1 inhibitors induced overall response rate of 42%

See IMMUNOTHERAPY page 12
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Comprehensive genomic profiling shows that 
more than one-third of patients with upper 
tract and bladder urothelial cancer have tier 
1-2 genomic alterations, defined as those that 
potentially can benefit from approved or inves-
tigational targeted therapies.1

Using a modified European Society for Med-
ical Oncology Scale for Clinical Actionability of 
molecular Targets, of 2463 patients with urotheli-
al cancer who underwent comprehensive genomic 
profiling, 39% harbored 1 or more tier 1-2 genomic 
alterations, and 29% had a tier 3 genomic alter-
ation “that provides a strong rationale for clinical 
trial consideration,” according to researchers led by 
Andrea Necchi, from Fondazione IRCCS-Istituto 
Nazionale dei Tumori, Milan, Italy.

For their study, which appears in European Urolo-
gy, tumor tissue samples for comprehensive genom-
ic profiling were obtained from 479 patients with 
upper tract urothelial cancer and 1984 with blad-
der urothelial cancer. The distribution of genomic 
alterations was as follows:

• The most frequently altered genes in both 
groups were TERT (promoter region), TP53, 
and CDKN2A.

• TERT (68% vs 47%; P <.001) and TP53 
(58% vs 49%; P = .04) alterations were signifi-
cantly more common in bladder cancer, while 
CDKN2A (35% vs 40%; P = .4) was more common 
in upper tract urothelial cancer.

• RB1 alterations were more significantly 
frequent in bladder cancer versus upper tract 
(21% vs 8%; P <.001).

• FGFR3 (26% vs 19%; P = .02) and HRAS 
(6.9% vs 2.8%; P = .006) alterations were more 
common in upper tract urothelial cancer ver-
sus bladder cancer. FGFR3 mutations were 
more common in upper tract urothelial cancer 
(21% vs 14%; P = .002) while FGFR3 amplifications 
(0.4% vs 0.5%), rearrangements (3.3% vs 3.9%), 
and cases with multiple FGFR3 alterations (1.3% 
vs 1.0%), occurred at similar rates between patients 
with upper tract urothelial and bladder cancer.

• The enrichment of HRAS alterations in upper 
tract urothelial cancer arose from a greater fre-
quency of alteration in renal pelvis tumors versus 
urothelial tumors (9.5% vs 1.8%; P = .002).

• Non-FGFR3 kinase fusions were observed in 
only 1% of patients, including BRAF/RAF1 fusions 
in 0.5%.

• BRAF mutations and/or fusions were found 
in 2% of cases and were mutually exclusive with 
FGFR3 alterations (P = .002).

• No significant differences in genomic alter-
ations were observed between samples from the 
primary tumor and metastatic sites, except for the 
enrichment in primary site tumors of RB1 in blad-
der urothelial cancer.

There were no differences in tumor mutation-
al burden–high (≥20 mut/Mb) or microsatel-
lite instability–high (MSI-H) status between 
primary tumor and metastatic sites, but upper 
tract urothelial cancer was enriched for MSI-H 

relative to bladder urothelial cancer (3.4% vs 
0.8%; P <.001).

Genomic profiling of cell-free circulating tumor 
(ct)-DNA was performed for 126 patients. Over-
all, there was a 69% positive percent agreement 
between ctDNA and tumor tissue, and 71% of 
cases shared at least 1 mutation. This concordance 
decreased with greater time lapse between acqui-
sition of the 2 specimens.

According to the authors, “This study provides 
an additional rationale for the routine incorpora-
tion of ctDNA assays in clinical trials and possi-
bly in clinical practice, especially when a recently 
obtained tumor tissue sample is not available and/
or to complement tumor tissue analysis.”

They continued, “Outside of clinical trials, our 
study findings have potential implications for the 
selection of erdafitinib [Balversa], a pan-FGFR 
inhibitor, which currently has accelerated approval 
by the US Food and Drug Administration for the 
treatment of platinum-treated advanced urothelial 
carcinoma. The potential roles of ctDNA as a puta-
tive prognostic biomarker and its ability to detect 
actionable genomic alterations in patients with and 
without available tumor tissue are experiencing 
growing interest among investigators.”UT
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as PD-L1 staining on 25% or more of tumor or 
immune cells with the VENTANA SP263 assay.

Patients received 1350 mg of intravenous (IV) 
BGB-A333 and 200 mg of IV tislelizumab every 
3 weeks. The median treatment duration was 6.2 
months and the median follow-up was 10 months.

The disease control rate (DCR) varied based on 
PD-L1 status. In the overall patient population, 
the DCR was 75%. In PD-L1–high patients, the 

DCR was 100% compared with 50% in PD-L1–
low patients.

In the overall population, the median progres-
sion-free survival (PFS) was 6.1 months. In the 
PD-L1–high subgroup, the median PFS was 10 
months compared with 4.1 months in the PD-L1–
low subgroup.

Safety was evaluated in 39 patients, which 
included patients from phase 1 of the trial. Treat-
ment-related adverse events (TRAEs) across all 
grades occurred in 20 patients, with the most 
common being fatigue (n = 5), maculopapular rash 

(n = 4), myalgia (n = 4), nausea (n = 4), pruritis 
(n = 3), asthenia (n = 2), back pain (n = 2), and 
diarrhea (n = 2). A total of 7 patients experienced 
a grade 3 or higher TRAE, including 1 report of 
fatigue and 1 report of maculopapular rash.

Two patients in the phase 2B portion of the 
study experienced immune-related AEs, which 
consisted of grade 3 endocrine disorders, grade 
3 hypophysitis, grade 2 musculoskeletal and 
connective tissue disorder, and grade 2 myositis. 
There were no patient deaths related to study 
treatment.UT
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TABLE. Outcomes of dual immune checkpoint blockade for urothelial carcinoma1

Overall patient population PD-L1–high patients PD-L1–low patients

Disease control rate 75% 100% 50%

Median progression-free survival (months) 6.1 10 4.1
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Association of Clinical Urologists, the 
Urology Care Foundation, LUGPA, 
and the Bladder Cancer Advocacy 
Network (BCAN) met with represen-
tatives from Merck at the GU Cancers 
Symposium. We crafted a joint state-
ment to try to help urologists man-
age patients during this shortage. We 
provided some guidelines to prioritize 
BCG for the patients who most need-
ed it, such as patients with high-risk, 
high-grade non–muscle-invasive dis-
ease at their first diagnosis. Getting 
those patients through the induction 
and the first 3 months of maintenance 
treatments is critical. For patients who 
have already had a year or 2 of mainte-
nance, we recommend curtailing that 
treatment.

With the statement, we were also 
trying to help urologists look for alter-
natives to BCG; namely intravesical 
chemotherapy for patients with inter-
mediate-risk disease, where there’s less 
of a distinction about the superiority 
of BCG over chemotherapy. We’re 
trying to help urologists understand 
the AUA guidelines and where we 
think BCG can be most effective. But 
despite all of these efforts, the short-
age persists, so we have to look for oth-
er strategies to help solve the problem.

Q: What are the recommendations for 
urologists currently?
A: In high-risk patients for whom cli-
nicians do not have access to BCG, we 
recommend a combination of chemo-
therapy drugs that can be delivered 
intravesically. We’re currently using 
gemcitabine and docetaxel. This com-
bination was originated by Michael 
O’Donnell [,MD] at the University 
of Iowa, and a number of centers are 
using it quite successfully for patients 
for whom we don’t have BCG, or for 
patients who recur, after induction 
and 1 round of maintenance where 
they don’t necessarily need to go on to 
a cystectomy.

Another strategy is to extend the use 
of a vial of BCG by dividing it into 2 or 
even 3 doses. There’s actually a J code 
for that, but unfortunately, the payors 
haven’t given us a way to charge for that 
appropriately. This remains a chal-
lenge for many practices, and efforts 
are needed to resolve this with CMS 

and other payors. Another strategy is 
proper use of perioperative single-dose 
chemotherapy for low- and interme-
diate-risk patients to try to reduce 
the risk of recurrence and the subse-
quent need for BCG. A recent South-
west Oncology Group (SWOG) trial 
showed that a single dose of peri-oper-
ative intravesical gemcitabine, reduced 
the risk of recurrence by almost 50% 
at 4 years in patients with low-grade 
disease.2 In patients with intermedi-
ate-risk disease—patients with multi 
focal or recurrent Ta low-grade can-
cer—an optimized regimen of mito-
mycin C first described in 2001 is easy 
to use and improves the efficacy of 
mitomycin.3

Q: What is the FDA doing to help 
address the shortage?
A: The FDA is being very proactive. 
They fully recognize and appreciate 
the importance of solving this prob-
lem. The group of stakeholders that 
met at the 2019 ASCO Genitourinary 
Cancers Symposium convened again 
at the 2020 symposium. There were 2 
representatives from the FDA at that 
meeting, and they expressed a very 
strong interest in working with us and 
anyone else in the community to try to 
solve this shortage.

The reality of it is that we need to 
get new strains of BCG into the US 
market. They have to go through the 
standard FDA approval process. In 

SWOG, we’re currently conducting 
a trial led by Robert Svatek [,MD] 
(NCT03091660). This is a 3-arm, 
969-patient trial for patients who have 
high-risk, high-grade disease and 
are BCG naïve. In the control arm, 
patients receive induction and main-
tenance TICE BCG, which is the 
current standard of care. We have a 
contract with Merck to guarantee the 
supply of TICE BCG for this trial. 
Patients in the other 2 arms receive 
the Tokyo-172 strain that was devel-
oped in Japan and has been around for 
decades. There are data suggesting that 
it is equivalent in efficacy to the Con-
naught strain and we will compare the 
efficacy of the Tokyo strain to TICE. 
We are also evaluating intradermal 
vaccination to prime the immune 
system prior to starting BCG treat-
ment in order to improve the response 
rate. Failure-free survival at 1 year is 
the primary outcome measure. Two 
thirds of patients receive intravesical 
Tokyo-172, and half of those patients 
get vaccinated with Tokyo-172 BCG.

We’ve had multiple conversations 
with the FDA regarding the trial. 
They are very interested in looking 
at the patients with carcinoma in situ, 
who make up about one third of the 
patients in this trial. If the data sup-
port the efficacy of the Tokyo-172 
strain for these patients, it’s a poten-
tial pathway for regulatory approval 
for this BCG strain.

Companies are looking at bringing 
other strains into the US market. One 
company is looking at the Russian 
strain, which is used mostly in Europe 
and other parts of the world. They will 
also have to go through a very strict 
FDA review and approval process.

Q: Are there data to suggest a 
protective effect against bladder cancer 
in patients who have been vaccinated 
with BCG?
A: I’m not sure how well that’s been 
studied. We won’t be able to answer that 
question in our trial, because previous 
vaccination is one of the exclusion cri-
teria. The trial design was based upon 
Matthew Albert’s, [MD, PhD] work 
from the Institut Pasteur.4 He and his 
colleagues compared induction BCG 
in patients who were previously vac-
cinated and those who were not, and 
the vaccinated patients seemed to do 
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What are the 
recommendations for 
urologists currently who do 
not have access to BCG? 
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In high-risk patients for 
whom clinicians do not 
have access to BCG, we 
recommend a combination 
of chemotherapy drugs 
that can be delivered 
intravesically.
SETH P. LERNER, MD

See BCG SHORTAGE, on page 14
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a lot better but that was with induction only 
and no maintenance BCG. Conceptually, the 
idea is that you prime the immune system with 
vaccination 3 weeks prior to intravesical BCG, 
so that, where it normally takes between 4 to 
6 intravesical instillations during induction to 
reach peak cytokine induction, we think that 
that would happen much earlier, and by virtue 
of that, yield better outcomes in terms of fail-
ure-free survival.

Q: You mentioned a couple of ways to 
potentially to relieve the stress on urologists who 
can’t obtain BCG. Is there a role for thiotepa, 
adriamycin, valrubicin, and some of the other 
agents that have been used in the past?
A: I think most urologists should be comfort-
able using mitomycin and gemcitabine. Here 
in Houston and the surrounding area, we’ve 
been very happy to guide clinicians in the use 
of intravesical chemotherapy drugs that they 
may not have a lot of experience with, partic-
ularly these combinations. I would say that if 
you don’t have experience, then simply reach 
out to your nearest academic urology depart-
ment for guidance. These are really easy to 
use. We’re available for consultation, guid-
ance, and treatment, if needed. I think most of 
us are in a situation where we currently have 
adequate BCG supply, but I’m still getting 
referrals for patients in my community from 
physicians who don’t have access to BCG.

Q: You mentioned boosting the immune system. 
I understand that you are involved with a trial 
evaluating BCG vaccinations for coronavirus 
disease 2019 (COVID-19).
A: Yes, this is something that a number of us 
have become involved with. Infectious disease 
experts here in the US, the Netherlands, and 
Australia have done a lot of work in this space, 
conducting research on BCG vaccination for 
tuberculosis globally. They observed that, 
epidemiologically, countries that had pro-
grammatic vaccination for tuberculosis from 
birth had about a 10-fold lower incidence of 
COVID-19 and about a 10-fold reduction in 
mortality rate compared with countries that 
did not have programmatic vaccination from 
birth.5 There is a fair amount of laboratory 
and experimental evidence to support why 
that might be. There are nonspecific immune 
effects of BCG vaccination that have been 
shown to reduce the risk of bacterial and viral 
respiratory infections, particularly yellow 
fever, which is another virally transmitted 
disease. The experimental evidence suggests 
that BCG causes epigenetic modification of 

immune cells that make them perhaps more 
alert to other foreign viruses; in this par-
ticular case, the novel coronavirus causing 
COVID-19.

As a result, the infectious disease communi-
ty has put together randomized clinical trials 
comparing BCG vaccination to placebo, ini-
tially focusing on the highest risk health care 
workers, first responders, and the elderly. The 
trial that I am involved with is a collaboration 
with Baylor College of Medicine, The Uni-
versity of Texas MD Anderson Cancer Center 
(Ashish Kamat, MD, is 1 of the principal inves-
tigators), Texas A&M University, Cedars-Si-

nai Medical Center, and Harvard University 
(NCT04348370). This was largely conceived 
of and led by the infectious disease communi-
ty, but they logically tapped into the urologic 
community because we have experience with 
BCG. The primary outcome measure is inci-
dence of COVID-19, and the secondary out-
come measure is disease severity. We do not 
feel these trials will have a material negative 
impact on BCG supply as a single vial that is 
used for 1 treatment of BCG in a patient with 
bladder cancer can vaccinate up to 500 patients.

Q: Is there anything else you’d like to add?
A: I serve on the board of directors for the 
Bladder Cancer Advocacy Network (BCAN). 
They have been very active in calling atten-
tion to the BCG shortage and trying to devel-
op strategies for patients who face many chal-
lenges navigating this complex situation.

As a community, we must always be sensi-

tive to the needs of patients, and work very 
closely with them. Consider a patient who is 
out 12 or 18 months and never recurred, 
receiving their maintenance BCG and surveil-
lance cystoscopies. Then their doctor tells 
them that, in order to manage this shortage, 
their treatment is being stopped. That can 
come as a big shock to patients, and it can cre-
ate a lot of concern and anxiety. We can reas-
sure them that they have already received 
most of the benefit and will continue close 
surveillance. In addition, we need to use BCG 
only for the highest risk patients. That will go 
a long way towards helping manage the short-
age. Finally, we need to support clinical trials 
that could lead to getting new strains into the 
market as well as clinical trials evaluating oth-
er drugs that could be used to treat patients 
with alternative agents if shown to be as effec-
tive as BCG.UT
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I understand that you are involved 
with a trial evaluating BCG 
vaccinations for COVID-19. 
J. BRANTLEY THRASHER, MD

Yes, this is something that a 
number of us have become 
involved with… Experimental 
evidence suggests that BCG 
causes epigenetic modification 
of immune cells that make them 
perhaps more alert to other 
foreign viruses; in this particular 
case, the novel coronavirus 
causing COVID-19.
SETH P. LERNER, MD
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Final Analysis of SPARTAN Study Includes Overall Survival 
Data on ERLEADA® (apalutamide) in Patients With 
Non-Metastatic Castration-Resistant Prostate Cancer: 

In American men, prostate cancer is the most 
common form of cancer, other than skin cancer, 
and the second-leading cause of cancer death.1 

One in 9 men will be diagnosed with the disease 
in his lifetime.1 Some will be diagnosed with a par-
ticular form of the disease known as non-metastatic 
castration-resistant prostate cancer (nmCRPC), which 
is disease that has not spread to other parts of the 
body, but no longer responds to medical or surgical 
treatment that lowers testosterone.2 

Within recent years, the US Food & Drug Administra-
tion (FDA) has approved multiple treatment options 
for patients with nmCRPC. These treatment options 
help delay metastasis, which is critical3 because the 
relative 5-year survival rate for patients diagnosed 
at distant-stage prostate cancer is 31%.4 In 90% 
of men, once prostate cancer metastasizes, it will 
spread to the bone, increasing the likelihood of 
pain, pathologic fractures, bone marrow failure, and 
spinal cord compression.5 

One treatment option is ERLEADA® (apalutamide), 
the first FDA-approved therapy to treat nmCRPC, 
based on results from the Phase 3 SPARTAN clinical 
trial.6,7 ERLEADA® is also approved for the treatment of 
patients with metastatic castration-sensitive prostate 
cancer (mCSPC) based on results from the Phase 3 
TITAN study.6,8

The SPARTAN trial was a Phase 3, randomized, dou-
ble-blind, placebo-controlled, multicenter study that 
evaluated ERLEADA® plus androgen-deprivation 
therapy (ADT) in patients with nmCRPC who had a 
prostate-specific antigen (PSA) doubling time less 
than or equal to 10 months.7,9 The SPARTAN study 
enrolled 1207 patients who were randomized 2:1 
to receive either ERLEADA® orally at a dose of 240 
mg once daily plus ADT (n=806) or placebo once 
daily plus ADT (n=401).9 Results from the primary 
analysis showed that, compared with placebo plus 
ADT, ERLEADA® plus ADT met the trial’s primary 
endpoint of metastasis-free survival (MFS), prolong-
ing median MFS by more than 2 years (difference 
of 24.3 months) and reduced the risk of metastasis 
by 72% (HR=0.28; 95% CI, 0.23-0.35; P<0.0001).6 
The SPARTAN primary analysis was first presented 
at the 2018 American Society of Clinical Oncology 
Genitourinary Cancers Symposium (ASCO GU) and 
simultaneously published in The New England Journal 
of Medicine. 

While MFS is the primary endpoint in the SPARTAN 
trial, overall survival (OS), a secondary endpoint in 
the SPARTAN trial, may provide the most objective 
and clear measure of survival benefit.10 OS data from 
the SPARTAN trial were not mature at the time of the 
final MFS analysis (24% of the required number of 
events).11 The final analysis, which was presented at 
the ASCO 2020 Virtual Scientific Program, included 
OS data, a secondary endpoint.8 These data, pub-

lished in European Urology, are not included in the 
ERLEADA® full Prescribing Information.

The SPARTAN final analysis demonstrated that 
ERLEADA® plus ADT significantly improved OS, com-
pared with ADT alone, in patients with nmCRPC 
who were at high risk of developing metastases.11 
Specifically, ERLEADA® plus ADT demonstrated a 
median OS that was significantly longer than seen for 
placebo plus ADT: 73.9 months compared with 59.9 
months [HR=0.78; 95% CI; P=0.016 (the P value for 
OS confirmed a statistically significant improvement 
of OS, crossing the prespecified O’Brien-Fleming 
boundary of 0.046)].11 Median treatment duration 
was 21.4 months longer for patients treated with 
ERLEADA® plus ADT (32.9 months) compared with 
those treated with placebo plus ADT (11.5 months).11 

Treatment with ERLEADA® plus ADT significantly 
delayed patients’ time to cytotoxic chemotherapy by 
37%, a secondary endpoint, compared with placebo 
plus ADT (HR=0.63; 95% CI [0.49–0.81]; P=0.0002).11  

Grade 3/4 treatment-emergent adverse events of 
special interest for ERLEADA® plus ADT were rash 
(5.2%), fractures (4.9%), falls (2.7%), hypothyroidism 
(0%) and seizures (0%).11 Safety and tolerability of 
ERLEADA® is consistent and as reported previously. 
The most common adverse reactions (≥10%) in 
ERLEADA®-treated patients (≥2% over placebo) 
from the randomized placebo-controlled clinical 
trials (SPARTAN and TITAN) were fatigue, arthralgia, 
rash, decreased appetite, fall, decreased weight, 
hypertension, hot flush, diarrhea, and fracture.6 

The final analysis of SPARTAN demonstrated that, in 
addition to improved MFS and time to symptomatic 
progression reported previously, ERLEADA® plus ADT 
improved OS and lengthened time to initiation of 
cytotoxic chemotherapy in patients with nmCRPC. 
With additional Phase 3 registrational trials under-
way, SPARTAN has the longest follow-up period (52 
months) of the registrational trials that supported 
indications for the treatment of nmCRPC.12,13,14,15,16

ERLEADA® IMPORTANT SAFETY INFORMATION6

WARNINGS AND PRECAUTIONS  

Ischemic Cardiovascular Events — In a randomized 
study (SPARTAN) of patients with nmCRPC, ischemic 
cardiovascular events occurred in 4% of patients 
treated with ERLEADA® and 3% of patients treated 
with placebo. In a randomized study (TITAN) in pa-
tients with mCSPC, ischemic cardiovascular events 
occurred in 4% of patients treated with ERLEADA® 
and 2% of patients treated with placebo. Across the 
SPARTAN and TITAN studies, 6 patients (0.5%) treated 
with ERLEADA® and 2 patients (0.2%) treated with 
placebo died from an ischemic cardiovascular event. 
Patients with current evidence of unstable angina, 

myocardial infarction, or congestive heart failure 
within 6 months of randomization were excluded 
from the SPARTAN and TITAN studies. Ischemic 
cardiovascular events, including events leading to 
death, occurred in patients receiving ERLEADA®. 
Monitor for signs and symptoms of ischemic heart 
disease. Optimize management of cardiovascular 
risk factors, such as hypertension, diabetes, or dys-
lipidemia. Consider discontinuation of ERLEADA® 
for Grade 3 and 4 events.

Fractures — In a randomized study (SPARTAN) of 
patients with nmCRPC, fractures occurred in 12% of 
patients treated with ERLEADA® and in 7% of patients 
treated with placebo. In a randomized study (TITAN) 
of patients with mCSPC, fractures occurred in 9% of 
patients treated with ERLEADA® and in 6% of patients 
treated with placebo. Evaluate patients for fracture 
risk. Monitor and manage patients at risk for fractures 
according to established treatment guidelines and 
consider use of bone-targeted agents.

Falls — In a randomized study (SPARTAN), falls oc-
curred in 16% of patients treated with ERLEADA® 
compared with 9% of patients treated with placebo. 
Falls were not associated with loss of conscious-
ness or seizure. Falls occurred in patients receiving 
ERLEADA® with increased frequency in the elderly. 
Evaluate patients for fall risk.

Seizure — In 2 randomized studies (SPARTAN and 
TITAN), 5 patients (0.4%) treated with ERLEADA® and 
1 patient treated with placebo (0.1%) experienced 
a seizure. Permanently discontinue ERLEADA® in 
patients who develop a seizure during treatment. It 
is unknown whether anti-epileptic medications will 
prevent seizures with ERLEADA®. Advise patients 
of the risk of developing a seizure while receiving 
ERLEADA® and of engaging in any activity where 
sudden loss of consciousness could cause harm to 
themselves or others.

Embryo-Fetal Toxicity — The safety and efficacy 
of ERLEADA® have not been established in females. 
Based on its mechanism of action, ERLEADA® can 
cause fetal harm and loss of pregnancy when ad-
ministered to a pregnant female. Advise males with 
female partners of reproductive potential to use 
effective contraception during treatment and for 3 
months after the last dose of ERLEADA® [see Use in 
Specific Populations (8.1, 8.3)]. 

ADVERSE REACTIONS

Adverse Reactions — The most common adverse 
reactions (≥10%) that occurred more frequently in 
the ERLEADA®-treated patients (≥2% over placebo) 
from the randomized placebo-controlled clinical 
trials (TITAN and SPARTAN) were fatigue, arthralgia, 
rash, decreased appetite, fall, weight decreased, 
hypertension, hot flush, diarrhea, and fracture.

What Does This Mean for Treatment?

This supplement is sponsored by Janssen Biotech, Inc. cp-168366v1
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Laboratory Abnormalities — All Grades (Grade 3-4) 

 y Hematology — In the TITAN study: white blood 
cell decreased ERLEADA® 27% (0.4%), placebo 
19% (0.6%). In the SPARTAN study: anemia ER-
LEADA® 70% (0.4%), placebo 64% (0.5%); leu-
kopenia ERLEADA® 47% (0.3%), placebo 29% 
(0%); lymphopenia ERLEADA® 41% (2%), placebo 
21% (2%) 

 y Chemistry — In the TITAN study: hypertriglyc-
eridemia ERLEADA® 17% (3%), placebo 12% (2%). 
In the SPARTAN study: hypercholesterolemia 
ERLEADA® 76% (0.1%), placebo 46% (0%); hy-
perglycemia ERLEADA® 70% (2%), placebo 59% 
(1%); hypertriglyceridemia ERLEADA® 67% (2%), 
placebo 49% (0.8%); hyperkalemia ERLEADA® 
32% (2%), placebo 22% (0.5%)

Rash — In 2 randomized studies, rash was most 
commonly described as macular or maculopapular. 
Adverse reactions of rash were 26% with ERLEADA® 
vs 8% with placebo. Grade 3 rashes (defined as cov-
ering >30% body surface area [BSA]) were reported 
with ERLEADA® treatment (6%) vs placebo (0.5%). 
The onset of rash occurred at a median of 83 days. 
Rash resolved in 78% of patients within a median 
of 78 days from onset of rash. Rash was commonly 
managed with oral antihistamines, topical corti-
costeroids, and 19% of patients received systemic 
corticosteroids. Dose reduction or dose interruption 
occurred in 14% and 28% of patients, respectively. 
Of the patients who had dose interruption, 59% 
experienced recurrence of rash upon reintroduc-
tion of ERLEADA®.

Hypothyroidism — In 2 randomized studies, hypo-
thyroidism was reported for 8% of patients treated 
with ERLEADA® and 2% of patients treated with 
placebo based on assessments of thyroid-stimulating 
hormone (TSH) every 4 months. Elevated TSH oc-
curred in 25% of patients treated with ERLEADA® 
and 7% of patients treated with placebo. The median 
onset was at the first scheduled assessment. There 
were no Grade 3 or 4 adverse reactions. Thyroid 
replacement therapy, when clinically indicated, 
should be initiated or dose-adjusted.

Effect of Other Drugs on ERLEADA® — Co-admin-
istration of a strong CYP2C8 or CYP3A4 inhibitor is 
predicted to increase the steady-state exposure of 
the active moieties. No initial dose adjustment is nec-
essary; however, reduce the ERLEADA® dose based 
on tolerability [see Dosage and Administration (2.2)].

Effect of ERLEADA® on Other Drugs — ERLEADA® 
is a strong inducer of CYP3A4 and CYP2C19, and a 
weak inducer of CYP2C9 in humans. Concomitant 
use of ERLEADA® with medications that are primar-
ily metabolized by CYP3A4, CYP2C19, or CYP2C9 
can result in lower exposure to these medications. 
Substitution for these medications is recommended 
when possible or evaluate for loss of activity if medi-
cation is continued. Concomitant administration of 
ERLEADA® with medications that are substrates of 
UDP-glucuronosyl transferase (UGT) can result in 
decreased exposure. Use caution if substrates of 
UGT must be co-administered with ERLEADA® and 
evaluate for loss of activity.

P-gp, BCRP or OATP1B1 substrates — Apalutamide 
is a weak inducer of P-glycoprotein (P-gp), breast 
cancer resistance protein (BCRP), and organic anion 
transporting polypeptide 1B1 (OATP1B1) clinically. 

Concomitant use of ERLEADA® with medications 
that are substrates of P-gp, BCRP, or OATP1B1 can 
result in lower exposure of these medications. Use 
caution if substrates of P-gp, BCRP or OATP1B1 must 
be co-administered with ERLEADA® and evaluate for 
loss of activity if medication is continued.
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Despite previous randomized 
controlled studies demon-
strating a benefit from 
post-prostatectomy adjuvant 

radiation therapy (RT), urologists have 
been slow to adopt this approach. This 
may be related to inconsistencies in the 
reported outcomes as well as the tim-
ing of salvage RT, which was thought to 
have been initiated much later than the 
contemporary clinical practice. Conse-
quently, 3 randomized controlled trials
(RADICALS-RT, GETUG-AFU 17, 
and RAVES) were initiated nearly a 
decade ago to evaluate the oncologic out-
comes after adjuvant RT or early-salvage 
RT in post-prostatectomy patients with 
high-risk and/or locally advanced pathol-
ogy. Recently, a combined analysis of 
these 3 trials was reported, which did not 
demonstrate any advantage to adjuvant 
RT when compared to early-salvage RT; 
that is, following rise in prostate-specific 
antigen (PSA) level after prostatectomy.

Vale and colleagues prospective-
ly planned a systematic review and 
meta-analysis of the combined data from 
the 3 trials before the final results were 
available to assess whether adjuvant RT 
was superior to early-salvage RT.1 Indi-
vidually, the 3 trials were powered for 
different primary outcomes such as time 
free of metastases (RADICALS-RT), 
event-free survival (GETUG-AFU 176), 
and biochemical progression (RAVES). 
Inclusion criteria for the trials varied 
slightly but included the following: post-
operative PSA less than 0.2 ng/mL, and 
one or more high-risk features including 
stage pT 3 or 4, Gleason score 7–10, or 
positive surgical margins.

After randomization, adjuvant RT 
was to be initiated within 6 months after 
surgery while early-salvage RT for bio-
chemical recurrence was to be initiated 
at PSA level of 0.2 ng/mL (0.1 ng/mL 
for RADICALS-RT). The RT dose 
was quite similar in all 3 trials; that is, 
64 to 66 Gy in 32 or 33 fractions. The 

concurrent use of hormone therapy 
was variable across the 3 trials. For this 
meta-analysis, the agreed-upon prima-
ry outcome measure was event-free sur-
vival. An event after randomization was 
defined as the first evidence of any 1 of 
the following: biochemical progression 
(PSA ≥ 0.4 ng/mL), clinical or radiolog-
ical progression, initiation of additional 
treatment, and PSA level of at least 2.0 
ng/mL at any time after randomization.

In the 3 trials combined, 2153 patients 
were recruited between November 2007 
and December 2016. Of these, 1075 
patients were randomly assigned to receive 
adjuvant RT and 1078 were assigned to 
early-salvage RT. Median age was 64 to 
65 years. A majority of patients had either 
stage pT3a/b disease (79.8%), positive sur-
gical margins (70.9%), and extracapsular 
extension (76.9%). The median follow-up 
ranged from 60 to 78 months.

There were 270 (12.5%) events recorded 
out of the 2153 randomized patients. The 
pooled event-free survival analysis yielded 
an overall hazard ratio of 0.95 (95% CI, 
0.75-1.21; P= 0.70) which translates into 
only a 1% absolute difference between 
adjuvant RT and early-salvage RT groups. 
Further, there was no advantage to adju-
vant RT on event-free survival when ana-
lyzed based on pre-specified subgroups 
including pre-surgical PSA, Gleason 
score, seminal vesicle involvement, sur-
gical margins, or CAPRA-S risk group. 
In the group assigned to early-salvage 
RT, only 421 (39.1%) had required RT 
at the time of this analysis. A majority 
of the men remained free of biochemical 
progression at 5 years (87% in RAVES, 
88% in RADICALS-RT, and 94% in 
GETUG-AFU 17).

It seems clear from this meta-analysis 
that adjuvant RT for men with high-risk, 
localized, or locally advanced prostate 
cancer after prostatectomy does not 
improve event-free survival. These results 
are in contrast to the previous trials (from 
EORTC and SWOG), which had demon-

strated improved biochemical recurrence 
rates following adjuvant RT in these men. 
However, the enthusiasm for adjuvant RT 
remained limited due to the timing of sal-
vage RT in previous trials (which was ini-
tiated much later than the contemporary 
practice), and concerns about the risks 
of over-treatment and adverse events of 
adjuvant RT (such as urinary, bowel, and 
sexual dysfunction).

The unique design of current meta-anal-
ysis can remove some of the biases associ-
ated with retrospective meta-analyses and 
provides an increased number of subjects 
to allow for sufficiently powered analysis 
of longer-term survival outcomes. The 
authors were able to include up-to-date, 
event-free survival results from 100% of 
patients randomized in all 3 trials. How-
ever, it should be noted that the recur-
rence events were dominated by bio-
chemical recurrence and not clinical or 
radiological recurrence, and the overall 
event (recurrence) rates were low.

The results of additional analyses 
(which are pre-planned by the authors), of 
the effects of adjuvant vs early-salvage RT 
on metastases-free survival, prostate-can-
cer specific survival, and overall survival 
are awaited. It’s possible that after longer 
follow up, the timing of RT and the use 
of hormone therapy may yield different 
results in a subgroup with multiple high-
risk features. For now, avoiding adjuvant 
RT (and associated adverse events) in 
favor of PSA monitoring and early-salvage 
therapy appears to be the safest initial 
option for post-prostatectomy patients 
with adverse pathology.UT
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Adjuvant RT after prostatectomy 
does not improve recurrence rate
PSA monitoring, early salvage therapy appears to be safest in these patients
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Over the past decade, the incidence of metastatic 
prostate cancer in the United States has been on the 
rise, according to an analysis published in the Cen-
ters for Disease Control and Prevention Morbidity 
and Mortality Weekly Report.1

Between 2003 and 2017, the percentage of 
patients diagnosed with metastatic prostate cancer 
increased from 4% to 8%. This increase occurred 
even though the overall age-adjusted incidence of 
prostate cancer in the United States went down 
from 155 per 100,000 in 2003, to 105 per 100,000 
in 2017.

“Although approximately three-fourths of US 
men with prostate cancer have localized stage at 
diagnosis, an increasing number and percentage of 
men have received diagnoses of distant stage pros-
tate cancer. Survival with distant stage prostate 
cancer has improved, but fewer than one-third of 
men survive 5 years after diagnosis,” the investi-
gators wrote.

The CDC analysis examined data from the 
population-based cancer registries that are used 
for the official US Cancer Statistics (USCS) 
composite. Overall, there were 3,087,800 new 
prostate cancer cases diagnosed in the United 
States between 2003 and 2017. The incidence was 
highest among men aged 70-74 years and African 
American men. The vast majority of these cases 
were localized (77%), followed by regional (11%), 
metastatic (5%), and unknown (7%). Compared 
to all other races/ethnicities, Caucasian men had 
the lowest rates of metastatic (5%) and unknown 

stage (6%) disease at diagnosis.
Although the rate of patients diagnosed with 

metastatic disease increased between 2003 and 
2017, in that same period, the rate of localized 
cases decreased from 78% to 70%, respectively. 
Survival data available for 3,104,380 men across 
all disease stages showed that between 2001 and 
2016, the 5-year relative survival rate was 97.6% and 
the 10-year relative survival rate was 97.2%. The 
10-year relative survival rates for men with local-
ized versus metastatic disease were 100% versus 
18.5%, respectively. The 10-year rates were 96.1% 
for patients with regional disease and 78.1% for 
patients whose disease status was unknown.

Of note, when comparing 5-year relative survival 
for the periods of 2001-2005 and 2011-2016, the rate 
improved from 28.7% to 32.3% in patients with 
metastatic disease. The authors suggested that the 
improvement might be attributed to recent advanc-
es in the prostate cancer armamentarium, including 
novel antibody and hormone treatments.

Although the 5-year survival rate was higher 
for Caucasian versus African American or Latin 
American men when combining all stages of pros-
tate cancer, the 5-year survival rate for patients with 
metastatic disease was higher for African American 
and Latin American men compared with Cauca-
sian men. The 5-year survival rates by race for men 
diagnosed with metastatic cancer between 2001 and 
2016 were 42% for Asian/Pacific Islander; 37.2% 
for Latin Americans; 32.2% for American Indian/
Alaska Native; 31.6% for African American men; 
and 29.1% for Caucasian men.

The investigators wrote that 1 explanation for 
the recent uptick in the incidence of metastatic dis-

ease was the US Preventive Services Task Force 
(USPSTF) issuing a grade D recommendation in 
2012 against the use of PSA screening in the general 
US population, regardless of age.

“This recommendation likely contributed to a 
decrease in overall reported prostate cancer inci-
dence and might have contributed to an increase 
in the percentage and incidence of distant stage 
prostate cancer,” they wrote.

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. However, many 
urologists still find this recommendation lacking.

In their concluding remarks, the CDC investi-
gators wrote, “Understanding incidence and long-
term survival by stage, race/ethnicity, and age could 
inform messaging related to the possible benefits 
and harms of prostate cancer screening and could 
guide public health planning related to treatment 
and survivor care. Further research is needed to 
examine how social determinants of health affect 
prostate cancer diagnosis and treatment; findings 
should inform interventions to decrease disparities 
in outcomes.”UT
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Use of focal high-intensity focused ultrasound 
(HIFU) was shown to be effective and safe in 
patients with localized prostate cancer, according 
to findings published in the Journal of Urology.1

At a minimum follow-up of 12 months, 83% 
of patients receiving HIFU had negative in-field 
biopsy results. Thirteen percent of patients had de 
novo positive out-of-field biopsy. There were no 

complications above grade 3, and only 5 total grade 
3 events occurred. Within 3 to 6 months of treat-
ment, questionnaire scores returned to baseline 
levels for urinary symptoms, and sexual function 
scores returned to baseline levels by 12 months.

HIFU demonstrated “acceptable short-term 
oncologic and functional outcomes. The complica-
tions are minimal and patient selection is essential. 
Short-term oncologic outcomes are promising but 
longer follow-up is required to establish long-term 
oncologic outcomes,” the investigators wrote.

The single-center, prospective study assessed 
data for 52 patients who received primary focal 
HIFU between January 2016 and July 2018. The 
median patient age was 67 years (range, 49-88), the 
median patient PSA level at baseline was 5.5 ng/mL 
(range, 1.6-25.9), and the median prostate volume 
on TRUS was 34 (range, 14-84).

Overall, 67% of patients had tumors that were 
grade group (GG) 2 or greater. At baseline, there 
were 17 patients in GG1 (Gleason, 3+3); 24 in 

CDC warns incidence of metastatic 
prostate cancer on the rise

HIFU is a safe and effective ablation 
option in prostate cancer

Rate of localized cases saw decrease over same period of time, researchers report

See HIFU page 19
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Findings from an analysis of short-term onco-
logic outcomes suggest that active surveillance 
may be a feasible strategy for management of 
low-risk prostate cancer in men carrying ger-
mline DNA repair gene mutations, concluded 
Israeli urologists who reported their experience 
in the Journal of Urology.1 However, the authors 
emphasized as a caveat the need for close mon-
itoring and cautious discussion of this option 
with patients, pending more outcomes data from 
larger patient cohorts with longer follow-up.

The paper reported on 15 men 
with germline DNA repair gene 
mutations who initiated active 
surveillance at the Rabin Medical 
Center in Petah Tikva, Israel, after 
receiving a diagnosis of low-risk 
(Gleason grade group 1) prostate 
cancer. Fourteen men (93.3%) were 

fully adherent to the active surveillance protocol, 
which included prostate-specific antigen (PSA) level 
measurement every 3 months and multiparametric 
MRI (mpMRI) and MRI-ultrasound fusion biop-
sy within 1 year and annually thereafter. During a 
median follow-up of 28 months, 3 men (20%) had 
upgrading at confirmatory biopsy and underwent 
definitive treatment, whereas the remaining 12 men 
(80%) continued on active surveillance without 
upgrading or treatment.

David Margel, MD, PhD, professor of urolo-
gy in the Sackler Faculty of Medicine at Tel Aviv 

University in Israel and senior author of the paper, 
told Urology Times®, “This is the first prospective 
study that shows it is feasible to perform active sur-
veillance among men with BRCA and other DNA 
repair gene mutations. Most physicians and patients 
are afraid to lose the window of curability in this 
situation. Our study comprises a small cohort with 
short follow-up, but our finding that the progres-
sion rate is similar to that seen in other active sur-
veillance cohorts is encouraging.”

Commenting on the study, Leonard G. Gomella, 
MD, noted that germline testing is slowly finding 
its proper place in the management of prostate can-
cer. “Testing for germline DNA repair gene muta-
tions is being used to inform decisions on screening 
and applied to treatment decisions such as active 
surveillance and in the management of advanced 
disease,” said Gomella, the Bernard W. Godwin 
Professor of Prostate Cancer and chairman of the 
Department of Urology at Thomas Jefferson Uni-
versity in Philadelphia, Pennsylvania.

The study encompassed the period between May 
2014 and February 2019. It included a total of 18 
men  who had a diagnosis of very low- or low-risk 
prostate cancer and who were found to have a germ-
line DNA repair gene mutation, the most common 
being in BRCA1 and BRCA2. All men had stage T1c 
and Gleason grade group 1 disease in up to 3 cores.

After receiving thorough counseling on active 
surveillance, 3 men chose to undergo definitive 
treatment. The 1 patient in active surveillance 
who was not fully adherent to the follow-up pro-
tocol declined to undergo fusion biopsy after 
being found to have normal PSA kinetics and 

no abnormalities in his mpMRI. Two men in 
active surveillance had implanted metallic devic-
es that prevented them from having mpMRI, 
1 had a confirmatory biopsy within 6 months 
after diagnosis because of a significant rise in 
PSA level, and a fourth man had not reached the 
1-year follow-up.

Three men had upgrading on confirmatory 
biopsy to Gleason grade group 2 and underwent 
treatment with radical prostatectomy or focal 
high-intensity focused ultrasound. All 3 men had 
organ-confined disease and were free of biochem-
ical recurrence at last follow-up.

Margel told Urology Times® that the group’s active 
surveillance cohort of men with low-risk prostate 
cancer who are germline DNA repair gene carriers 
now includes 24 patients.

“The progression rate in this expanded group 
is approximately 30%, and all the men who pro-
gressed had organ-confined disease,” he said.

“Germline DNA repair gene carriers are rare in 
the [patient population with] prostate cancer, and 
the only way to enroll a large active surveillance 
cohort will be through a collaborative effort. We 
are now trying to coordinate that with other groups 
in Israel,” Margel concluded.UT
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GG2 (Gleason 3+4); 6 in GG3 (Gleason, 4+3); 
3 in GG4 (Gleason, 8); and 2 in GG5 (Gleason, 
9-10). Cancer location included apex (n = 7); mid-
dle (n = 4); base (n = 2); apex + middle (n = 14); 
apex + base (n = 3); middle + base (n = 8); and apex, 
middle + base (n = 14). Prior to receiving HIFU, 
28.8% (n = 15) of patients had tumor debulking 
with holmium laser enucleation of prostate or 
transurethral prostate resection.

All patients received ablation with the Ablather-
mHIFU device (EDAP).2 The primary end point 
was oncologic control, which the study design 
defined as negative follow-up infield biopsy of 
treated cancer.

The efficacy findings reported were for
30 patients who underwent biopsy, of whom 25 

(83.3%) had negative infield results. Five (16.7%) 
patients had positive infield biopsy results. There 
were 4 (13.3%) patients who had de novo positive 
out-of-field biopsy and negative infield biopsy. Eight 
of the 9 patients with a positive biopsy received 
active surveillance for low-risk disease. The other 
patient needed salvage prostatectomy after disease 
progression was detected on his 2-year biopsy.

Overall, PSA levels were significantly reduced, 
with 80.3% of patients achieving a PSA low-point 
of less than 2 ng/mL.

Among the 52 patients, there were 32 com-
plications, including 27 grade 1/2 and 5 grade 3 
(occurring in 4 patients). Across all grades, urinary 
tract infection (38.5%) was the most common com-
plication. Conservative management was able to 
resolve obstructive symptoms in the 4 patients 
experiencing these complications for more than 
15 days. During the study, there were no cases of 

metastases observed or patient deaths.
“Focal therapy using HIFU may be offered as an 

alternative to the existing modalities of treatment 
for select patients with all risk profiles of prostate 
cancer. The short-term oncologic and functional 
outcomes are effective with acceptable complication 
profiles,” the authors wrote in their conclusion.UT
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AS evaluated in men with low-risk 
prostate cancer with gene mutations
Short-term outcomes suggest feasibility of active surveillance for these patients

HIFU
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of AI, particularly if patients are withdrawn from corticosteroids, have corticosteroid dose reductions, or experience unusual 
stress. Symptoms and signs of AI may be masked by adverse reactions associated with mineralocorticoid excess seen in patients 
treated with YONSA®. Perform appropriate tests, if indicated, to confirm AI. Increased dosages of corticosteroids may be used 
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fulminant hepatitis, acute liver failure and deaths. Measure serum transaminases (ALT and AST) and bilirubin levels prior to 
starting treatment with YONSA®, every two weeks for the first three months of treatment and monthly thereafter. In patients with 
baseline moderate hepatic impairment receiving a reduced YONSA® dose of 125 mg, measure ALT, AST, and bilirubin prior to 
the start of treatment, every week for the first month, every two weeks for the following two months of treatment and monthly 
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than 3X ULN and total bilirubin greater than 2X ULN in the absence of biliary obstruction or other causes responsible for the 
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The safety of YONSA® re-treatment of patients who develop AST or ALT greater than or equal to 20X ULN and/or bilirubin  
greater than or equal to 10X ULN is unknown.

ADVERSE REACTIONS

The most common adverse reactions (>10%) are fatigue, joint swelling or discomfort, edema, hot flush, diarrhea, vomiting,  
cough, hypertension, dyspnea, urinary tract infection and contusion.

The most common laboratory abnormalities (>20%) are anemia, elevated alkaline phosphatase, hypertriglyceridemia, 
lymphopenia, hypercholesterolemia, hyperglycemia, elevated AST, hypophosphatemia, elevated ALT and hypokalemia.

DRUG INTERACTIONS
Based on in vitro data, YONSA® is a substrate of CYP3A4. In a drug interaction trial, co-administration of rifampin, a strong 
CYP3A4 inducer, decreased exposure of abiraterone by 55%. Avoid concomitant strong CYP3A4 inducers during YONSA® 
treatment. If a strong CYP3A4 inducer must be co-administered, increase the YONSA® dosing frequency only during the 
co-administration period. 

Abiraterone is an inhibitor of the hepatic drug-metabolizing enzymes CYP2D6 and CYP2C8. Avoid coadministration of 
abiraterone acetate with substrates of CYP2D6 with a narrow therapeutic index (e.g., thioridazine). If alternative treatments 
cannot be used, exercise caution and considera dose reduction of the concomitant CYP2D6 substrate drug. 

In a CYP2C8 drug-drug interaction trial in healthy subjects, the AUC of pioglitazone (CYP2C8 substrate) was increased by 
46% when pioglitazone was given together with an abiraterone acetate single dose equivalent to YONSA® 500 mg. Therefore, 
patients should be monitored closely for signs of toxicity related to a CYP2C8 substrate with a narrow therapeutic index if used 
concomitantly with abiraterone acetate. 

USE IN SPECIFIC POPULATIONS
• Females and Males of Reproductive Potential: Advise male patients with female partners 

of reproductive potential to use effective contraception.

• Do not use YONSA® in patients with baseline severe hepatic impairment  
(Child-Pugh Class C).

 
Please see the following page for the Brief Summary of the Full Prescribing Information.

Reference: 1. YONSA® [prescribing information]. Cranbury, NJ: Sun Pharmaceutical Industries, Inc; May 2018. 

YONSA  is a registered trademark of Sun Pharma Global FZE.   
©2020 Sun Pharmaceutical Industries, Inc.  All rights reserved.  March 2020  PM-US-YON-0314
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See package insert for full Prescribing Information
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INDICATIONS AND USAGE:  

YONSA (abiraterone acetate) is indicated in combination with methylprednisolone for the treatment of patients with metastatic castration-resistant  
prostate cancer.

CONTRAINDICATIONS:  

YONSA is contraindicated for use in pregnant women. YONSA can cause fetal harm and potential loss of pregnancy.

DOSAGE AND ADMINISTRATION:

Recommended dose: YONSA 500 mg (four 125 mg tablets) administered orally once daily in combination with methylprednisolone 4 mg administered orally twice daily
Patients receiving YONSA should also receive a gonadotropin-releasing hormone (GnRH) analog concurrently or should have had bilateral orchiectomy

WARNINGS AND PRECAUTIONS:

with YONSA.

Hepatotoxicity can be severe and fatal. Measure serum transaminases (ALT and AST) and bilirubin levels prior to starting treatment with YONSA, every

ADVERSE REACTIONS:

infection and contusion.

The most common laboratory abnormalities (>20%) are anemia, elevated alkaline phosphatase, hypertriglyceridemia, lymphopenia, hypercholesterolemia, h
elevated AST, hypophosphatemia, elevated ALT and hypokalemia.

DRUG INTERACTIONS:

CYP3A4 Inducers: Avoid concomitant strong CYP3A4 inducers during YONSA treatment. If a strong CYP3A4 inducer must be co-administered, increase the 
dosing frequency. 

CYP2D6 Substrates: Avoid co-administration of YONSA with CYP2D6 substrates that have a narrow therapeutic index. If an alternative treatment cannot be used, 
exercise caution and consider a dose reduction of the concomitant CYP2D6 substrate.

USE IN SPECIFIC POPULATIONS:

Females: Women who are pregnant or women who may be pregnant should not handle YONSA tablets without protection, e.g., gloves.

Hepatic Impairment: Do not use YONSA in patients with baseline severe hepatic impairment (Child-Pugh Class C). 

To report SUSPECTED ADVERSE REACTIONS, contact Sun Pharmaceutical Industries, Inc. at 1-800-818-4555, FDA at 1-800-FDA-1088 or
 www.fda.gov/medwatch.
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The diminished clinical activity of rucaparib 
(Rubraca) and other poly(ADP-ribose) polymerase 
(PARP) inhibitors in patients with prostate can-
cer with BRCA1 versus BRCA2 mutations may 
be explained by zygosity status and additional 
genomic coalterations, according to an editorial 
published in the Journal of Clinical Oncology.1

In the editorial, coauthors Mark C. Markowski, 
MD, PhD, and Emmanuel S. Antonarakis, MD, 
both from Johns Hopkins University School of 
Medicine, Baltimore, Maryland explained that 

the variance in sensitivity to PARP 
inhibition between BRCA1- and 
BRCA2-mutated tumors appears 
to be consistent across this class 
of agents. They compiled a 
pooled analysis of PARP inhib-
itors across several trials (olapa-

rib [Lynparza]: TOPARP-A, TOPARP-B, and 
PROfound; rucaparib: TRITON2; and talazopa-
rib [Talzenna]: TALAPRO-11) showing that the 
objective response rate (ORR) was 26.3% (5/19) 
in BRCA1-positive patients compared with 50% 
(79/158) in BRCA2-positive patients.

In their editorial, Markowski and Antonarakis 
provided a deeper dive into the TRITON2 data. 
The open-label, multicenter, international TRI-
TON2 study, which led to the FDA approval of 
rucaparib in BRCA-positive metastatic castra-
tion-resistant prostate cancer (mCRPC), enrolled 
male patients with mCRPC associated with 1 
of 13 homologous recombination repair gene 
alterations. Patients had disease progression on 

androgen receptor–directed therapy and 1 prior 
taxane-based chemotherapy.

In the study, the PARP inhibitor induced 
a confirmed ORR per independent review 
of 43.5% in heavily pretreated patients with 
mCRPC and a deleterious BRCA alteration.2

The ORR was 45.3% in patients with BRCA2
mutations compared with 33.3% in patients with 
BRCA1 mutations. Further, the PSA response 
rate was 59.8% versus 15.4%, respectively.

The authors generated several potential hypoth-
eses explaining the variation in response, and 
considered 2 to have the most potential. The 
first hypothesis was that BRCA1 alterations are 
less commonly biallelic mutations compared to 
BRCA2 alterations. In TRITON2, biallelic muta-
tions were associated with a higher PSA response 
rate versus monoallelic mutations, at 75% versus 
11%, respectively. Among patients in TRITON2 
evaluable for zygosity status, only 40% (2/5) of 
patients with BRCA1 mutations had biallelic alter-
ations, as compared with 85% (34/40) of BRCA2
mutations. The authors wrote that other recent 
research yielded similar findings.

The second hypothesis Markowski and 
Antonarakis determined to be likely was that 
tumors with BRCA1 mutations are more likely 
than BRCA2-mutated tumors to have additional 
genomic coalterations, such as TP53 or PTEN, 
associated with a poor prognosis. Having such 
mutations could lead to these patients showing 
a reduced sensitivity to PARP inhibitors. Along 
this line, it was shown in TRITON2 that coalter-
ations in TP53 and PTEN were more common in 
patients with BRCA1 versus BRCA2 mutations at 
62% versus 42% and 69% versus 29%, respective-

ly. The investigators corroborated 
these findings using data from the 
cBioPortal for Cancer Genomics.

In their concluding remarks, 
Markowski and Antonarakis 
urged caution when extrapolat-
ing their findings to the popu-

lation at large.
“Ultimately, because of the relative rarity of 

both germline and somatic BRCA1 mutations 
compared with BRCA2 mutations in prostate 
cancer (unlike the situation in breast or ovar-
ian cancers, where the prevalence of 2 genes is 
roughly equal), our conclusions related to PARP 
inhibitor sensitivity should be interpreted with 
caution,” the authors wrote.

“Additional studies and meta-analyses will be 
required to gain clearer insights on the potential 
differential efficacy of PARP inhibitors in pros-
tate cancers with BRCA1 versus BRCA2 muta-
tions and to understand the biologic mechanisms 
underpinning this phenomenon,” added Mar-
kowski and Antonarakis.UT
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Over 97% of men with nonmetastatic castration-re-
sistant prostate cancer (CRPC) received the full, 
planned dose of darolutamide (Nubeqa) in the 
pivotal phase 3 ARAMIS trial, according to an ad 
hoc analysis presented during the 2020 European 
Society for Medical Oncology Virtual Congress.1

The ARAMIS trial randomized patients to 
androgen-deprivation therapy (ADT) plus either 

darolutamide at a dose of 600 mg twice daily, or pla-
cebo. At the time of the ad hoc analysis, the median 
time on treatment was 18.5 versus 11.6 months in 
the darolutamide versus control arms, respective-
ly. At a median follow-up of 14.8 months, 97.2% 
of patients had been treated with the full, planned 
dose of darolutamide/ADT compared with 98.4% 
who received the full ADT dose in the control arm.

Dose modifications were required in 15.2% ver-
sus 9.7% of the darolutamide versus control arms, 
respectively; however, 91.7% and 88.9% of these 

patients, respectively, were eventually able to return 
to the full, planned dose.

“In clinical practice, ability to maintain planned 
dose and schedule are important considerations,” 
Matthew Smith, MD, PhD, director of the Gen-
itourinary Malignancies Program, Massachusetts 
General Hospital Cancer Center, Boston, said in a 
press release. “These data support darolutamide’s 
value as a treatment option in men with nonmet-
astatic CRPC.”

Why is rucaparib response higher
in BRCA2-mutated prostate cancer?

Most men receive darolutamide at full, 
planned dose in pivotal nmCRPC trial

Investigators present 2 hypotheses for variance in sensitivity to PARP inhibition

See DAROLUTAMIDE page 24
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Findings from analyses of data collected in the 
multicenter prospective Canary Prostate Can-
cer Active Surveillance Study are adding to the 
body of literature regarding the utility and short-
comings of prostate magnetic resonance imaging 
(MRI) in active surveillance of men with low-
grade prostate cancer.1

Describing their study as the largest cohort 
data on this topic, the investigators concluded 
its evidence suggests that a negative MRI in a 
patient on active surveillance does not ensure a 
lack of tumor upgrading. Furthermore, based on 
the findings, they recommended that systemat-
ic biopsy be performed in patients with negative 
MRI and in addition to targeted biopsies in men 
with a positive MRI.

The follow-up protocol for men enrolled in 
the Canary study included quarterly PSA test-
ing, semiannual digital rectal examination, and 
surveillance prostate biopsies at 1 and 2 years 
after initial diagnosis and biennially thereafter. 
The performance of prostate MRI was left to the 
clinician’s discretion as was the technique used 
for prostate biopsy (cognitive or MRI/ultrasound 
fusion image guidance and amount of systematic 
sampling added to targeted biopsy cores). MRI 
images were graded based on PI-RADS.

To evaluate the diagnostic performance of MRI 

in active surveillance, the investigators identified 
men who had Gleason grade group less than 2 
and a prostate biopsy within 12 months of multi-
parametric MRI. Their study included a total of 
361 men who had 395 MRI studies and a median 
follow-up of 4.1 years. Of the 395 imaging stud-
ies, 284 were classified as positive based on the 
presence of a PI-RADS 3-5 lesion.

Biopsy reclassification to Gleason grade group 
2 or greater on post-MRI biopsy was evaluated 
as the primary outcome, and 108 (27%) of the 
biopsies met the criterion for reclassification. 
The evaluation of MRI diagnostic performance 
showed that it had a positive predictive value 
of 31% and a negative predictive value of 83%, 
indicating that a negative MRI would miss a sub-
stantial proportion of patients with higher grade 
cancer. The negative predictive value of MRI 
was 82% if the definition of a positive MRI was 
changed to include only PI-RADS 4 or 5 lesions.

The investigators also created multivariable 
logistic regression models to assess the value of 
MRI for predicting biopsy reclassification. A base 
model incorporated only clinical factors (age, 
body mass index, number of negative biopsies after 
diagnosis, percent of total biopsy cores containing 
cancer from the previous biopsy, log-transformed 
prostate size, and log-transformed serum PSA), 
and a second model incorporated PI-RADS score.

Although presence of a PI-RADS 5 lesion ver-
sus a PI-RADS 1 or 2 lesion was found to be sig-

nificantly associated with cancer reclassification 
to Gleason grade group 2 or greater, results of 
receiver operating curve analyses showed that dis-
crimination between patients with and without 
biopsy reclassification improved only minimally 
by adding the PI-RADS score to the base model.

Another analysis evaluated the utility of MRI 
fusion biopsy by comparing the detection of 
high grade cancer in targeted versus system-
atic biopsies. It included data from 194 fusion 
biopsies and showed that the systematic biopsies 
detected a similar number of unique Gleason 
grade group 2 or higher cancers as the targeted 
biopsies (25 vs 21).

Commenting on these results, the investigators 
noted they are consistent with other research 
showing that targeted biopsies in men undergoing 
active surveillance may add little for predicting 
upgrading or reclassification. They stated, “if the 
goal of surveillance biopsy is to identify higher 
grade disease, systematic and targeted biopsies 
should be obtained for men with a region of inter-
est identified on MRI.”UT
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The ad hoc analysis also examined PSA 
response, defined as a 50% or greater decrease in 
PSA level from baseline. Overall, a PSA response 
was reached in 83.6% of the darolutamide arm 
compared with 7.6% of the control arm. The 
median PSA decrease from baseline was 91.7% 
versus 31.9%, respectively. Of note, around 
95% of the patients who had a greater than 90% 
decrease in PSA from baseline were metastasis 
free at 12 months.

The double-blind ARAMIS trial included 1509 
patients with nonmetastatic CRPC. Patients were 
randomized in a 2:1 ratio to receive oral darolut-
amide plus ADT (n = 955) or placebo plus ADT
(n = 554). Patients had an ECOG performance sta-
tus of 0 to 1. The primary end point of the trial 
was metastasis-free survival (MFS), with overall 
survival (OS) as a key secondary end point.

Previously reported findings from the primary 
analysis of the trial showed a highly significant MFS 
benefit with darolutamide. The darolutamide reg-

imen reduced the risk of metastases or death by 
59% versus ADT alone, with a median MFS of 
40.4 months versus 18.4 months, respectively (HR, 
0.41; P <.001).2 These results led to the July 2019 
FDA approval of darolutamide for the treatment 
of patients with nonmetastatic CRPC.

Subsequent to the approval, OS data from the 
ARAMIS trial published in the New England 
Journal of Medicine showed a 31% reduction in 

the risk of death with darolutamide plus ADT 
versus ADT alone.2 At a median follow-up of 29 
months, the 3-year OS rates were 83% and 77% 
in the darolutamide and placebo arms, respec-
tively (HR, 0.69; P = .003).

In addition to improving OS, the darolutamide 
regimen also led to statistically significant delays in 
the time to first symptomatic skeletal event (HR, 
0.48; P = .005), time to pain progression (HR, 0.65; 
P <.001), and time to initiation of chemotherapy 
(HR, 0.58; P <.001).UT

REFERENCES
1. Ad hoc analysis of ARAMIS showed a high 
percentage (97.2%) of men with non-metastatic 
castration-resistant prostate cancer received full, 
planned dosing of Nubeqa (darolutamide). Press 
release. Bayer. September 21, 2020. Accessed 
September 30, 2020. https://bit.ly/33iA5vk
2. Fizazi K, Shore N, Tammela TL, et al. Non-
metastatic, castration-resistant prostate cancer 
and survival with darolutamide. N Engl J Med. 
2020;383(11):1040-1049. doi:10.1056/NEJ-
Moa2001342

Report adds insight on prostate MRI
for monitoring during active surveillance

DAROLUTAMIDE
continued from page 23 “In clinical practice, ability to 

maintain planned dose and 
schedule are important 
considerations. These data 
support darolutamide’s value as 

a treatment option in 
men with 
nonmetastatic CRPC.”

MATTHEW SMITH, MD, PhD
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A novel BiTE immuno-oncology therapy, AMG 
160, demonstrated a manageable safety profile, 
with preliminary evidence of efficacy in men 
with metastatic castration-resistant prostate 
cancer (mCRPC) who were heavily pretreated, 
according to preliminary results from a phase 
1 study (NCT03792841) presented at the 2020 
European Society for Medical Oncology Vir-
tual Congress.1

“Despite the long list of agents now approved 
for the treatment of metastatic castration-resis-
tant prostate cancer, there remains an urgent 
need for treatments that can overcome resis-
tance to hormonal therapies, chemotherapies, 
and radiation therapies. And despite impres-
sive activity in other cancers, novel immune-
based therapies have offered limited efficacy 
in mCRPC,” Ben Tran, MBBS, FRACP, Peter 
MacCallum Cancer Centre, Melbourne, Aus-
tralia, explained during a presentation at the 
virtual congress.

Therefore, he and his colleagues evaluated 
the safety, tolerability, pharmacokinetics, and 
anti-tumor activity of AMG 160—a target-
ed half-life extended BiTE (bispecific T-cell 
engager) immune therapy that engages patients’ 
own T cells to kill prostate cancer cells by bind-
ing CD3 on T cells and prostate-specific mem-
brane antigen (PSMA) on cancer cells.

In the global, open-label phase 1 study, the 

investigators will evaluate the 
safety and tolerability of AMG 
160 monotherapy (part 1) or in 
combination with pembrolizu-
mab (Keytruda; part 2) in men with 
mCRPC that is refractory to prior 
novel hormonal therapy and 1 to 
2 taxane regimens and evidence of 
progressive disease.

“The study is nearing comple-
tion of the dose exploration phase 
1b, followed by those expansion 
phase armory objectives to evaluate the safety 
and tolerability of AMG 160 and to determine 
its recommended phase 2 dose and secondary 
objectives to characterize pharmacokinetics 
and evaluate preliminary antitumor activity,” 
Tran said.

AMG 160 was administered as a short IV 
infusion every 2 weeks at doses of 0.003 mg 
to 0.9 mg.

Patients were a median age of 66 years (range, 
49-78). The majority of patients were Caucasian 
(79.1%) and had 4 or more prior lines of therapy 
(60.5%). Median PSA at baseline was 79.2 μg/L 
(range, 0.1-4035.0 μg/L).

Forty-three patients received 1 or more doses 
of AMG 160 monotherapy, of which 41 (95.3%) 
experienced treatment-emergent adverse events 
(TEAEs). In addition, 19 patients remained on 
treatment at the time of data analysis.

Forty-one patients experienced treatment-re-
lated AEs (TRAEs), including cytokine release 
syndrome (CRS; 90.7%), fatigue (44.2%), vom-
iting (44.2%), nausea (39.5%), pyrexia (37.2%), 
headache (34.9%), diarrhea (32.6%), dry mouth 
(30.2%), rash (27.9%), hypophosphatemia 
(25.6%), hypotension (23.3%), chills (23.3%), 
dysgeusia (23.3%), and decreased appetite 
(20.9%).

Of note, no grade 5 events occurred and none 
resulted in treatment discontinuation. In total, 
3 reversible dose-limiting toxicities occurred 
(grade 3 rash, n = 2; grade 3 gastrointestinal 
hemorrhage, n = 1).

Cytokine release syndrome was 
reversible and manageable
CRS observed in patients was reversible and 
manageable. The AE was most severe in cycle 
1 and was associated with fever, hypotension, 
transient transaminitis, nausea/vomiting, and/
or diarrhea. There were no grade 4/5 CRS 
events or treatment discontinuations. Grade 

2 CRS occurred in 26 patients 
(60.5%) and grade 3 in 11 
patients (25.6%).

Of the 30 patients assessed for 
antidrug antibodies (ADAs), 6 
(20.0%) had ADAs affecting 
drug exposure between cycles 
1 and 10; however, no AEs asso-
ciated with ADAs occurred.

“A number of mitigation 
strategies were used to improve 
the CRS profile of AMG 160,” 

Tran said. “Prophylactic mitigation was step 
dosing or dose priming, in which lower running 
doses were given prior to the maintenance tar-
get dose, which is administered every 2 weeks. 
Free medication with dexamethasone and pro-
phylactic hydration with IV normal saline were 
also administered. These mitigation strategies 
appear to be effective in minimizing the risk 
of grade 3 serious events and serious adverse 
events.”

In total, 27.6% of patients had a confirmed 
PSA response to AMG 160. Overall, 68.6% 
of patients showed any PSA decline across 
all monotherapy dose cohorts and 34.3% of 
patients showed ≥ PSA50 reduction.

Among the 15 patients with measurable dis-
ease, 3 patients experienced a partial response 
(2 confirmed) and 8 patients had stable disease. 
Moreover, 44.2% of patients remained on AMG 
160 at the time of data analysis, with 6 (14.0%) 
patients continuing treatment for 6 months or 
longer.

Maximum tolerated dose has not been reached 
and dosing optimization of AMG 160 contin-
ues. Meanwhile, the investigation of AMG 160 
in combination with pembrolizumab is in prog-
ress.UT
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BiTE immuno-oncology therapy appears 
safe with preliminary efficacy in mCRPC
More than 25% of patients show confirmed PSA response to investigational treatment

“The study is nearing completion 
of the dose exploration phase 
1b, followed by those expansion 
phase armory objectives 
to evaluate the safety and 
tolerability of AMG 160 and to 
determine its recommended 
phase 2 dose and secondary 
objectives to characterize 

pharmacokinetics and 
evaluate preliminary 
antitumor activity.”

BEN TRAN, MBBS, FRACP

44.2%
of patients
remained on AMG 
160 at the time of 
data analysis, with 
6 (14.0%) patients 
continuing treat-

ment for 6 months 
or longer.
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Men who receive care for erectile dysfunction (ED) 
from their primary care provider (PCP) are much 
less likely than those treated by urologists to receive 
advanced pharmacologic therapies for management 
of their condition, according to the findings of a 
recently published study.1

The investigators sought to evaluate the epidemi-
ology, diagnosis, and outpatient treatment of ED by 
extracting data for a nationally representative sam-
ple of men using the National Ambulatory Medical 
Care Survey. Their search for male visits recorded 
between 2006 and 2016 showed that 1.2% of a total 
of 170,499 visits were associated with a diagnosis 
of ED, translating into approximately 3.4 million 
weighted visits annually.

The majority of visits for ED were to urologists 
(58%), but visits to a family prac-
titioner or internist accounted for 
most of the remaining encounters 
(36.6%). The review of pharmaco-
logic treatments for ED showed 
that a phosphodiesterase-5 inhib-
itor was ordered or reordered 

significantly more often by nonurologists than 
urologists (66.62% vs 50.77%, P <.05). Ordering 
of advanced pharmacologic therapies; eg, intracav-
ernosal injections and intraurethral injections, was 
done almost entirely by urologists versus nonurol-
ogists (2.72% vs 0.25%, P < .05).

Joshua A. Halpern, MD, assistant professor of 
urology, Northwestern Medicine, Chicago, Illinois, 
is corresponding author for the published paper. He 
said, “Our study reinforces that ED is a very com-
mon problem for men in the United States, and it 

generates a high volume of visits to physicians. We 
hope that both PCPs and specialists will continue 
to be proactive in both asking their male patients 
about sexual health and function and in helping 
them to pursue the wide array of treatments that 
are available to help men achieve a fulfilling sex life.”

He continued, “We believe there is great 
opportunity for collaboration between PCPs 
and urologists when it comes to the treatment 
of ED. On a broad scale, increasing the dialogue 
and partnership between professional societies in 
creating guidelines and educational materials for 
both physicians and patients could be quite help-
ful. Locally, it is important to create and foster 
close relationships between PCPs, urologists and 
cardiologists in order to optimize care for men 
suffering from ED.”

Halpern told Urology Times® that the motiva-
tion for undertaking the study stemmed from 
the observation that many men who were being 
seen for ED after being previously diagnosed by 
a non-urologist had been prescribed medication 
for their problem without receiving appropriate 
counseling on its use. In addition, few men had 
received counseling about nonoral or nonphar-
macologic approaches to ED treatment.

“Our observations were consistent with previous 
reports and led us to study the inherent differences 
between the management of ED between urolo-
gists and non-urologist physicians,” Halpern said.

Analyses comparing differences in the charac-
teristics of men treated by urologists and non-urol-
ogists showed that a significantly higher percent-
age of men who saw urologists were older than 65 
years of age compared with the group seen by a 
nonurologist (47.1% vs 22.6%, P <.05). Discussing 
the difference, the investigators postulated that 

it might be partially due to established physician 
relationships such that older men are more likely 
to have other urologic issues, and therefore may 
already have an established urologist. In contrast, 
younger men are less likely to have an established 
urologist but may have an established PCP.

Corresponding with the explanation, the inves-
tigators also found that nearly one-fourth of men 
seen by a urologist had an active cancer diagno-
sis compared with only 2.8% of men visiting a 
nonurologist (P <.05).

The investigators reviewed several limitations 
of their study. Of particular importance, they not-
ed that the study only sheds light on differences 
between urologists and nonurologists in prescrib-
ing patterns for pharmacologic therapy for ED.

“A strength of our study is that the database we 
used provides generalizable data for ambulatory 
visits. However, it does not capture non-pharma-
cologic therapies, such as vacuum erection devices, 
psychotherapy, and surgery,” Halpern said.

He told Urology Times® that the study has been a 
catalyst for the Northwestern Medicine urologists 
to work more closely with nonurology colleagues 
locally to optimize treatment for men with ED.

“We hope that these efforts will ultimately lead 
to broader initiatives in both patient care and 
research,” he said.UT
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Collagenase clostridium histolyticum (CCH; 
Xiaflex) is not indicated to treat acute-phase 
Peyronie disease (PD), but it should be, accord-
ing to a study published in Urology.1

Researchers have reported that CCH reduces 

penile curvature by an average of 35% in men with 
stable-phase PD. However, 2 large, randomized, 
phase 3 studies did not include patients in the acute 
phase of the disease, often defined as patients who 
have had PD for fewer than 12 months.

Urologists typically do not treat PD aggressive-
ly, including surgically, for 1 year, according to 
the study’s senior author, Wayne J.G. Hellstrom, 

MD, professor of urology and chief of andrology 
at Tulane University School of Medicine in New 
Orleans, Louisiana.

“The original Xiaflex collagenase studies eval-
uated patients after 12 months and found there 
was a substantial improvement in these patients. 
What was different about this study is we studied 

Research suggests potential gaps in ED 
care delivered by nonurologists

CCH treatment found safe, efficacious 
for acute-phase Peyronie disease

Primary care providers are less likely to order advanced pharmacologic therapies

See CCH TREATMENT page 27
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patients with these intralesional injections before 
the 12-month period of time and what we found 
was there were similar improvements in penile 
curvature. There was no increase in [adverse] 
effects from treating patients earlier,” Hellstrom 
said. “It makes sense to offer Xiaflex to patients in 
the early stages of PD because afflicted men are 
really psychologically affected and can benefit.”

In Peyronie’s Disease: American Urolo-
gical Association Guideline, investigators reported 
that many men with penile curvature experience 
emotional distress, depressive symptoms, and rela-
tionship difficulties.2 More than half of men report 
that the stress of PD negatively impacts their rela-
tionships. Many have said their concerns about how 
their penis looks harms their self-image and sexual 
satisfaction. Many also suffer in isolation, finding 
it difficult to talk with their doctors and partners 
about the condition.

Hellstrom and colleagues at 5 US institutions 
retrospectively collected data from 918 consec-
utive PD patients treated with CCH between 
April 2014 and March 2018. Of those patients, 
134 (14.6%) had acute-phase disease with PD 
duration of up to 6 months, and 784 (85.4%) had 
longer-term stable disease.

The investigators found that 
treating PD in the early acute-
phase with CCH is as safe and 
effective as treating it in the sta-
ble, chronic phase. Final change 
in curvature in the acute group 
was 13.5 degrees versus 15.6 

degrees in the stable group. They found a sim-
ilar frequency between groups of patients with 
at least 20% curvature improvement and low 
proportions of men needing eventual surgical 
correction for residual curvature.

Overall, 10.1% of the men studied had mod-
erate-to-severe complications, including penile 
hematomas, corporal rupture, and severe penile 
swelling. Of patients in the acute and stable 
groups, respectively, 16 (11.9%) and 77 (9.8%) 
experienced treatment-related adverse events. 
The difference was not statistically significant, 
according to the authors.

Men with any kind of curvature greater than 
30 degrees are candidates for early intralesional 
CCH therapy.

However, “if patients have calcification of the 
plaque that prevents insertion of a needle, or if 
they’re on anticoagulants where they would be 
more likely to bleed, they probably would not 
be the best candidates for this therapy,” Hell-
strom said. “The main point is that while we 

generally don’t perform surgery for PD in the 
first year, it makes sense to treat these patients 
earlier with intralesional collagenase clostridium 
histolyticum.”

Among the study’s limitations is the authors’ defi-
nition of acute-phase PD as duration of 6 months 
or less; that is not the only widely used definition 
for the condition. The American Urological Asso-
ciation defines it as PD characterized by dynamic 
and changing symptoms.

More studies are needed to confirm these results, 
the authors wrote.UT

Disclosure: Hellstrom is a speaker and consultant for 
Endo.
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The benefit of Rezum water vapor thermal ther-
apy was sustained at 5 years in men with mod-
erate-to-severe lower urinary tract symptoms 
(LUTS) due to benign prostatic hyperplasia 
(BPH), according to data from a phase 2 trial 
shared in an abstract during the 2020 European 
Association of Urology Virtual Congress.1

“Preliminary results show that the minimally 
invasive water vapor thermal therapy offers rapid 
improvements in LUTS, [quality of life (QOL)], 
and flow rate that remain durable to 5 years,” 
co-principle investigators Kevin T. McVary, 
MD, Loyola University Medical Center, and 
Claus G. Roehrborn, MD, UT Southwestern 
Medical Center, wrote in their abstract conclu-
sion.

The study included patients aged 50 years or 
older with a prostate volume of 30 to 80 cc, an 
International Prostate Symptom Score (IPSS) of 
13 or higher, and a maximum flow rate (Qmax) 

of 15 ml/s or less. Patients were not allowed to 
enroll if they had a PSA higher than 2.5 ng/mL 
with a free PSA less than 25%, except those 
patients for whom biopsy had ruled out pros-
tate cancer. Patients with an active urinary tract 
infection were also excluded from enrollment.

Investigators randomized patients in a 2:1 
ratio to thermal therapy (Rezum System;
n = 136) or sham control (rigid cystoscopy;
n = 61). The study design allowed for crossover 
of some patients from the control arm to active 
treatment.

Patients received 1 treatment and were fol-
lowed for 5 years. According to the investigators, 
“The water vapor thermal therapy procedure can 
be performed under local anesthesia in an office 
setting and is used to ablate obstructing pros-
tate tissue including the median lobe/enlarged 
central zone.”

Data for the primary study analysis showed 
that at 3 months, the mean IPSS reduction from 
baseline was 11.2 points with water vapor ther-
mal therapy and 4.3 points with sham control (P

<.0001). At 5 years, the reduc-
tion in IPSS was sustained in 
the water vapor thermal therapy 
cohort with a 10.4-point (48%) 
mean reduction from baseline. 
The change from baseline in 
maximum urinary f low rate 

was 6.4 ml/sec (69%) and 4.3 ml/sec (49%) at 3 
months and 5 years, respectively.

Also of note, there was a strong correlation 
(Spearman’s rho = 0.72; P <.001) between improve-
ments in IPSS and QOL scores. The investigators 
reported that the estimated mean change in IPSS 
from baseline corresponding to a 1-point QOL 
improvement for mild (IPSS 13-19), moderate 
(IPSS 20-26), and severe (IPSS 27-35) LUTS was 
–4.9, –7.8, and –10.0 points, respectively.

The investigators consider these data to be 
preliminary, as 5-year data are not yet avail-
able for the patients who crossed over from the 
control arm to receive active treatment. They 
did note, however, that the available 4-year fol-

5-year data sustain water vapor thermal 
therapy benefit in BPH-related LUTS
Treatment yields durable improvements in lower urinary tract symptoms, QOL, and flow rate

See LUTS page 31
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Results from the CARD study con-
firmed that cabazitaxel treatment 
should represent the standard of 
care for men with metastatic cas-

tration-resistant prostate cancer (mCRPC) 
whose disease has progressed within 12 months 
despite docetaxel treatment. Treatment with 
cabazitaxel led to longer imaging-based 
progression-free survival (PFS) and over-
all survival (OS) than treatment with an 
androgen-signaling (AS)–targeted inhibitor 
among patients with mCRPC who had pre-
viously received docetaxel and the alternative 
AS–targeted inhibitor (abiraterone or enzalut-
amide).1

Background and Epidemiology 
Prostate cancer is the leading cause of new cancer 
cases among men in the United States.2 Estimates 
suggest that 191,930 new cases of prostate cancer 
will be diagnosed in the United States in 2020, 
and that roughly 33,000 men will die from the 
disease.2 Approximately 6% of all prostate can-
cers are metastatic in nature3; those patients with 
metastatic disease have a 5-year survival rate of 
only 31% compared with a 5-year relative survival 
rate of nearly 100% in patients whose disease is 
discovered at a local or regional stage.2

The majority of metastatic prostate cancer 
cases are considered castration resistant,4 mean-
ing that the disease has spread to other parts of 
the body despite androgen deprivation thera-
py.5 Although many cases of metastatic disease 
are initially hormone-sensitive, progression to 
mCRPC is almost inevitable, occurring over 
an average of 13.1 months in this patient pop-
ulation.6 In a retrospective analysis of a large 
claims database, 65% of patients with hormone- 
sensitive metastases progressed to mCRPC over 
a follow-up period of 4 years (2013-2016).7

According to model-based predictions, the 
incidence of mCRPC will reach 42,970 cases 
in 2020, compared with an incidence of 36,100 
cases in 2009.8 From 2011 to 2015, there was a 
decline of 7% per year in total prostate cancer 
incidence, which has been attributed to decreased 
screening after the US Preventive Services Task 
Force published recommendations against rou-
tine prostate-specific antigen (PSA) testing in 

2008 and 2012.9 However, the effect of reduced 
screening on the incidence of advanced dis-
ease, such as mCRPC, is being studied closely. 
According to Negoita and colleagues, the over-
all decline in prostate cancer incidence masks 
an increase in distant-stage diagnoses across all 
ages and racial groups studied since 2010.10 Li and 
colleagues found that distant-stage prostate can-
cer incidence increased at an annual percentage 
change of 3.3% from 2010 to 2014,11 and in men 
75 years or older, the incidence of metastasis at 
diagnosis began increasing after hitting a low 
point in 2011.12

The overall mortality rate for prostate cancer 
declined significantly from 1993 to 2016, drop-
ping from 39.3% to 19.4%.3 This decline was pri-
marily due to reductions in smoking and advances 
in early detection and treatment.9 However, the 
mortality rate stabilized at roughly 19% from 
2013 to 20173; this leveling of rates coincides 
with a decline in PSA testing and an increase in 
distant-stage diagnoses.9 Mortality rates are 
highest among patients with metastatic dis-
ease. A model-based analysis estimated that the 
mortality rate for mCRPC was 55.3% in 2009.8 
Although mortality rates for mCRPC may have 
decreased slightly since that time because of 
advances in treatment, a real-world retrospec-
tive data analysis of approximately 3700 men 
with mCRPC from 2008 to 2018 found 50% 
mortality over a 1.5-year (538-day) study period.13

Current Standard of Care
According to guidelines from the American 
Society of Clinical Oncology, the National Com-
prehensive Cancer Network, and Cancer Care 
Ontario, patients with mCRPC should continue 
to receive androgen deprivation therapy with a 
luteinizing hormone-releasing hormone agonist 
or antagonist regardless of additional therapies,14 
with the goal of maintaining castrate levels of serum 
testosterone below 50 ng/dL.15 Patients without 
visceral metastases have multiple options for 
add-on treatment. For asymptomatic patients, 
immune therapy with sipuleucel-T is a reasonable 
first option, as is therapy with an AS–targeted 
inhibitor (enzalutamide or abiraterone with pred-
nisone). Another option is abiraterone with meth-
ylprednisolone.15 Chemotherapy with docetaxel 

plus concurrent steroid is the mainstay of treat-
ment for patients with symptomatic metastases. 
Although not commonly used in patients without 
symptoms, it may be considered in those patients 
who rapidly progress.15 Radium 223 is considered 
a first-line option for patients with symptomat-
ic bone metastases without visceral extension. 
Additional options for these patients include 
clinical trial participation and other secondary 
hormone therapy (eg, first-generation antiandro-
gen, antiandrogen withdrawal, ketoconazole with 
or without concurrent hydrocortisone, cortico-
steroid, diethylstilbestrol, or other estrogens).15 

For patients with mCRPC and visceral metas-
tases (defined as those occurring in the lung, liver, 
adrenal gland, peritoneum, or brain), docetaxel 
and a concurrent steroid (prednisone) is the 
preferred first-line treatment.15 Enzalutamide 
is another initial option, whereas abiraterone 
should be reserved for patients who are not candi-
dates for docetaxel. Mitoxantrone is an option for 
patients who cannot tolerate docetaxel15; although 
it has not improved survival in this clinical sce-
nario, it has shown quality-of-life (QOL) bene-
fit.14 Alternatively, patients can participate in a 
clinical trial, choose secondary hormone therapy 
(as described previously), or opt for supportive 
therapy. Radium 223 by itself is specifically not 
recommended in this scenario.15

Patients who suffer disease progression with 
enzalutamide or abiraterone can either choose 
chemotherapy with docetaxel or switch to the 
alternative AS–targeted inhibitor (abiraterone 
if previously on enzalutamide; enzalutamide if 
previously on abiraterone). Additional options 
include sipuleucel-T and radium 223 in appro-
priate patients, and pembrolizumab in patients 
with microsatellite instability-high or mismatch 
repair-deficient tumors.15

If the disease progresses despite docetaxel 
treatment, chemotherapy with cabazitaxel is 
a standard-of-care option.15 Abiraterone with 
prednisone or enzalutamide are additional next-
line options, provided they were not used pri-
or to docetaxel treatment.15 Previous treatment 
with an AS–targeted inhibitor has been shown 
to confer at least partial cross-resistance with 
docetaxel therapy, potentially because docetaxel 
exerts some of its antitumor activity by disrupting 

Metastatic Castration-Resistant 
Prostate Cancer: Real-World 
Implications of the CARD Study
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the same androgen-receptor–signaling pathway.16

Additional treatment options for patients whose 
disease progresses despite docetaxel therapy 
would be based on disease presentation, extent 
of metastases, life expectancy, and prior therapies 
received.15

Cabazitaxel and the CARD Study
Cabazitaxel improves survival in patients with 
mCRPC whose disease progresses on docetaxel 
treatment. It was the first drug to receive FDA 
approval for this clinical scenario and is cur-
rently considered a standard of care for patients 
whose disease progresses despite chemothera-
py with docetaxel.17 Although cabazitaxel and 
docetaxel are both taxanes, cabazitaxel does not 
appear to share the same cross-resistance con-
cerns with prior AS–targeted inhibitor thera-
py.17 Prior treatment with either enzalutamide 
or abiraterone did not negatively influence 
PSA response or OS in men with mCRPC who 
were subsequently treated with cabazitaxel.18

Additional in vivo data showed cross-resistance 
between enzalutamide and docetaxel, but not 
between enzalutamide and cabazitaxel.19 This is 
likely due to cabazitaxel exerting greater antitu-
mor activity via androgen receptor–independent 
mechanisms,19 as well as its faster uptake into can-
cer cells and longer intracellular retention times 
compared with docetaxel.20

AS–targeted inhibitors and docetaxel are 
both considered standard first-line treatments 
for patients with mCRPC,14 and are frequent-
ly used in earlier stages of the disease. Patients 
who are candidates for additional chemotherapy 
likely will have received both therapies.1 The 
CARD study investigated whether chemotherapy 
with cabazitaxel would be superior to treatment 
with an AS–targeted inhibitor in patients with 
mCRPC who had disease progression despite 
prior treatment with both docetaxel and the 
alternative AS–targeted inhibitor (enzalutamide 
or abiraterone).1

Patients eligible for the CARD study had 
achieved sufficient androgen deprivation (defined 
as castrate levels of serum testosterone < 0.5  ng/
mL). They also had disease progression despite 
previous treatment with both docetaxel (≥ 3 cycles) 
and 12 months of either abiraterone or enzalut-
amide (given prior to or after docetaxel treat-
ment). Progression at enrollment was classified 
as: (1) PSA progression only, (2) imaging-based 
progression only (defined as tumor growth or 
the presence of at least 2 new bone lesions); or
(3) pain progression.1

Eligible patients were randomly assigned 1:1 
to receive either cabazitaxel (25 mg/m2 of body
surface area intravenously every 3 weeks) plus 10 
mg of prednisone daily and prophylactic granu-
locyte colony-stimulating factor, or the alterna-
tive oral AS–targeted inhibitor (either 160 mg 
of enzalutamide daily or 1000 mg of abiraterone

daily plus 5 mg of prednisone twice daily). Treat-
ment was open label and was terminated if patients 
experienced imaging-based disease progression 
or unacceptable adverse effects (AEs), started
different treatment, or requested the discontin-
uation of study drug.1

The primary end point for the study was imag-
ing-based PFS, defined as time from randomiza-
tion to tumor growth, occurrence of new bone 
lesions, or death. Secondary end points included 
OS; PFS; PSA, tumor, and pain responses; first 
occurrence of a symptomatic skeletal event; and 
safety.1

A total of 255 patients comprised the intention-
to-treat population and were randomly assigned 
to treatment with either cabazitaxel (n = 129)
or the alternative AS–targeted inhibitor (n = 126). 
Of these patients, 250 received treatment:
126 with cabazitaxel, 58 with abiraterone, and
66 with enzalutamide. The median age of
treated patients was 70 years, and 31% of patients 
were aged at least 75 years. Patients receiving 
cabazitaxel had a longer median duration of 
treatment (22 weeks vs 12.5 weeks in the com-
parator arm). Among patients who discontin-
ued treatment, those who received abiraterone 
or enzalutamide were more likely to stop
treatment because of disease progression (71.0% 
vs 43.7% of discontinuations with cabazitaxel). 
Conversely, those who received cabazitaxel were 
more likely to stop treatment because of an AE 
(19.8% vs 8.9% of discontinuations with abi-
raterone or enzalutamide).1

After a median follow-up of 9.2 months, results 
for the primary end point significantly favored 
cabazitaxel treatment. Imaging-based disease 
progression or death from any cause occurred 
in 95 patients (73.6%) in the cabazitaxel arm and 
in 101 patients (80.2%) who received 1 of the
2 AS–targeted inhibitors (HR, 0.54; 95% CI, 0.40-
0.73; P < .001). The median time of imaging-based 
PFS was 8 months with cabazitaxel and 3.7 months 
with abiraterone or enzalutamide. Results for the 
primary outcome were consistent across differ-
ent ages of patients (< 70 or ≥ 70 years), type of
progression noted during the trial, as well as 
those with different timing of AS–targeted inhib-
itor (before or after docetaxel) and those with 
visceral metastases at randomization.1

A post hoc analysis showed that cabazitaxel 
was superior to therapy with an AS–targeted 

inhibitor regardless of whether patients received 
abiraterone or enzalutamide in the comparator 
arm (imaging-based progression or death with 
cabazitaxel vs enzalutamide: HR, 0.57; 95% CI, 
0.36-0.90; and cabazitaxel vs abiraterone: HR, 
0.44; 95% CI, 0.29-0.67). In addition, post hoc 
multivariate Cox regression analyses employed 
several models (each including 3 stratification 
factors [eg, PSA level, age, testosterone level, and 
presence of visceral metastases]) to confirm the 
robustness of the primary outcome results from 
the intention-to-treat analysis.1

The key secondary end point of OS also
significantly favored cabazitaxel treatment. Death 
from any cause occurred in 54.3% of patients in 
the cabazitaxel group and 65.9% of patients who 
received an AS–targeted inhibitor (HR, 0.64; 
95% CI, 0.46-0.89; P = .008). The median OS 
was 13.6 months with cabazitaxel compared with
11 months in the comparator arm. Other second-
ary end points including PFS; PSA, tumor, or 
pain responses; and occurrence of a symptomatic
skeletal event also favored cabazitaxel.1

The incidence of a serious AE of any grade 
was similar across treatment groups (38.9% in 
the cabazitaxel group compared with 38.7% of 
patients who received an AS–targeted inhibi-
tor), as was the incidence of grade 3 or higher 
AEs (56.3% vs 52.4%, respectively). Patients in 
the cabazitaxel group were more likely to dis-
continue treatment because of a serious AE 
than those who received an AS–targeted inhib-
itor (19.8% vs 8.9%, respectively), although 
AEs leading to death occurred less frequently 
with cabazitaxel (5.6% vs 11.3%, respectively). 
Among AEs grade 3 or higher, those reported 
more commonly with cabazitaxel were peripher-
al neuropathy (3.2% vs 0%), asthenia or fatigue 
(4% vs 2.4%), diarrhea (3.2% vs 0%), and febrile 
neutropenia (3.2% vs 0%); those reported less 
commonly were renal disorders (3.2% vs 8.1%), 
cardiac disorders (0.8% vs 4.8%), spinal cord 
or nerve root disorders (2.4% vs 4.0%), and
musculoskeletal pain or discomfort (1.6% vs 
5.6%).1

Quality-of-Life Impact
Results from the CARD study (NCT02485691) 
showed clear benefit for imaging-based PFS 
and OS with cabazitaxel treatment compared 
with the alternative AS–targeted inhibitor.21
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Although objective survival measures are of 
paramount importance when assessing cancer 
therapies, measures that affect QOL may be of 
equal or greater importance to patients.22 Thus, 
Fizazi and colleagues sought to further investi-
gate changes in pain and health-related quality 
of life (HRQOL) among patients enrolled in the 
CARD study.21 

Results of the study, by Fizazi and colleagues, 
were presented in abstract form at the 2020 
American Society of Clinical Oncology Virtual 
Scientific Program. In this study, pain response 
was defined as a decrease of greater than 30% 
from baseline in Brief Pain Inventory-Short Form 
intensity score, without the aid of increased anal-
gesic use.21 Of the 255 patients randomized in the 
CARD study, 172 (67.5%) had moderate to severe 
pain at baseline. Pain response was evaluable for 
111 (86%) of patients in the cabazitaxel group 
and for 109 (86.5%) of patients who received an 
AS–targeted inhibitor. Cabazitaxel treatment was 
associated with both improved pain response and 
delayed pain progression. The probability of not 
experiencing pain progression after 12 months 
was 66.2% with cabazitaxel and 45.3% with abi-
raterone or enzalutamide (HR, 0.55; 95% CI, 0.32-
0.97; P = .0348).21 These results substantiated pain 
response data from the original CARD study, in 
which de Wit and colleagues found that 45.9% 
of patients in the cabazitaxel group achieved 
a favorable pain response compared with 
only 19.3% of those who received an AS–targeted 
inhibitor (P < .001).1,21

The Functional Assessment of Cancer Ther-
apy-Prostate (FACT-P) questionnaire was used 
to assess HRQOL. To be considered evaluable, 
patients were required to have received at least 1 
dose of study drug and to have both a baseline and 
at least 1 subsequent FACT-P score. A difference 
in score of 10 points (in either direction) from 
baseline was considered clinically meaningful. 
Of the 255 patients randomized in the CARD 
study, HRQOL was evaluable for 108 (83.7%) 
of patients in the cabazitaxel group and for 
114 (90.5%) of patients who received 1 of the 
2 AS–targeted inhibitors. Treatment with caba-
zitaxel and 1 of the 2 AS–targeted inhibitors 
yielded similar trends in FACT-P scores (improve-
ment in 25% and 22.8% of patients; deterioration 
in 22.2% vs 24.6%, respectively). The median 
time to FACT-P deterioration was 14.8 months 
in the cabazitaxel group and 8.9 months in the 
AS–targeted inhibitor group, trending in favor of 
cabazitaxel but not reaching clinical significance 
(HR, 0.72; 95% CI, 0.44-1.20; P = .2072).21

Conclusions
Despite advances in treatment, prostate cancer 
remains the second-leading cause of cancer- 
related deaths among men in the United States. 
Androgen-deprivation therapy remains the 
cornerstone of therapy for men with mCRPC. 

However, men with mCRPC require additional 
treatments to slow disease progression, and not all 
cases will be responsive to first-line therapy. The 
CARD study confirmed that cabazitaxel should 
represent the standard of care for patients with 
mCRPC whose disease has progressed despite 
docetaxel therapy. In addition to reducing imag-
ing-based disease progression and improving OS 
compared w ith the a lternat ive AS – 
targeted inhibitor, cabazitaxel was found to 
improve pain response, delay pain progression, and 
help men with mCRPC maintain their QOL.UT
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Investigators at the University of Michigan have 
developed a cloud-based, Health Insurance Porta-
bility and Accountability Act–compliant software 
solution to ensure timely ureteral stent removal 
and validated its performance in a pilot study.

The system’s development and pilot testing are 
described in an article accepted for publication in 
the Journal of Endourology.1

John M. Hollingsworth, MD, 
MS, a professor of urology and 
health management and policy at 
the University of Michigan, is a 
senior author of the paper. He told 
Urology Times®, “Retained uret-
eral stents are common, occur-
ring in over 12% of the patients 

in whom they are placed. A retained stent is bad 
because it can lead to substantial morbidity and 
increased costs of care for the patient. Moreover, 
a retained stent can be a source of liability for the 
urologist who placed it.”

He continued, “The problem faced by urol-
ogists is a lack of reliable tools to facilitate the 
tracking of ureteral stents to ensure their timely 
removal. The solution that we created to address 
this problem leverages data captured in the elec-
tronic health record [EHR] to automatically log 
and follow patients across the care continuum. 
Notably, the solution facilitates patient tracking 
without disrupting existing provider workflows.”

Hollingsworth added that the software also 
overcomes limitations of existing ureteral stent–
tracking software.

“One stent manufacturer has a mobile appli-
cation that generates reminders about device 

removal, but the app is manufacturer specific 
and necessitates activities outside the normal 
workflow to maintain the stent log. There are 
also automated systems created by other provid-
er organizations to capture information from 
the EHR, but these systems are EHR specific,” 
he said. “Our solution is agnostic to the device 
manufacturer, and we believe it can be seamlessly 
integrated into any EHR because it was built on 
Health Level Seven standards, which are common 
across all EHR platforms.”

For the pilot study, medical records of patients 
who underwent ureteral stent placement for any 
indication at University Hospital or 1 of its ambu-
latory surgery centers during a 1-month period 
were identified through medical record review. 
Information was extracted manually from the 
patient’s record to determine the accuracy of 
the software in identifying the placement proce-
dure, scheduling follow-ups, and issuing alerts for 
patients without a return appointment.

The study included data from 46 patients who 
had a total of 51 stents placed during 49 proce-
dures. The software captured all the procedures, 
correctly identified the 31 procedures in which 
a patient had a follow-up visit scheduled before 
the primary surgery, and alerted providers to 
the 18 procedures for which a return visit was 
not scheduled.

The review of the software’s performance for 
tracking patients who returned for stent removal 
showed that it registered all patients who attended 
their follow-up visit. Most important, it identified 
the ones who failed to show for their appointment.

Since submitting their manuscript, Holling-
sworth and colleagues have been working to 
address the limitations of the initial software ver-
sion tested. He explained that the initial version 

generated provider alerts when patients did not 
have a follow-up scheduled or had failed to arrive 
for or canceled an appointment, so an office staff-
er needed to contact those patients to reschedule 
an appointment. In addition, although the soft-
ware could read the EHR, it could not write data 
for it. Therefore, the provider or a designee had 
to log in to the application outside the EHR to 
confirm ureteral stent removal.

“In the latest version of our software, patients 
receive secure text messages regarding appoint-
ment information, and we are developing the 
capacity for the software to be fully automated 
to remove the need for manual record closure, 
eliminating this step,” Hollingsworth said.

Further validation of the software is also ongo-
ing. The software has been deployed at another 
academic medical center, which uses a different 
EHR from the 1 used at the University of Mich-
igan, and at the University of Michigan’s inter-
ventional radiology clinic.

“Because our software uses electronic messag-
es that are generated during the extraction of 
administration and clinical tasks, which are stan-
dardized across EHRs, it is potentially compatible 
with all major platforms. These recent deploy-
ments of our software will demonstrate its agnos-
ticism to the EHR vendor and show its extensi-
bility to other temporary implantable medical 
devices,” Hollingsworth said.UT
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low-up data for the crossover cohort show sim-
ilar improvements as the 5-year findings in the 
primary randomization.

Four-year follow-up data published in the 
journal Urology2 previously demonstrated the 
durability of the benefit of Rezum water vapor 
thermal therapy for BPH-related LUTS.

Over 4 years, the surgical retreatment rate was 
4.4%. The mean IPSS improvement (decrease 
means improvement) from baseline remained 
consistent between the 3-month assessment 
(–49.9%) and the 4-year assessment (–46.7%). At 
4 years, the mean IPSS reduction was 10.1 points 

(P <.0001). The IPSS QOL mean 
improvement (decrease means 
improvement) from baseline was 
–50.1% at 1 year, compared with 
–42.9% at 4 years, with a mean 
IPSS QOL score improvement of 
–2 points (P <.0001).

Regarding maximum flow rate, the mean 
improvement in Qmax from baseline was 58.5% 
at 1 year compared with 49.5% at 5 years. At 4 
years, the mean improvement in Qmax was 4.2 
mL/sec (P <.0001). The mean BPH Impact 
Index (BPHII) improvement (decrease means 
improvement) from baseline was –60.5% at 1 
year and –52.2% at 4 years. At 4 years, the mean 
BPHII improvement was –3.5 (P <.0001).UT
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Combination therapy with nivolumab (Opdi-
vo) and cabozantinib (Cabometyx) significantly 
improved progression-free and overall survival 
compared with sunitinib (Sutent) as frontline 
treatment for patients with advanced renal cell 
carcinoma (RCC), according to findings from 
the phase 3 CheckMate 9ER trial.1

Data from the trial presented at the 2020 Euro-
pean Society for Medical Oncology Virtual Con-
gress showed that the immunotherapy/TKI reg-
imen reduced the risk of disease progression or 
death by 49% versus sunitinib, with a median pro-
gression-free survival (PFS) of 16.6 months ver-
sus 8.3 months, respectively (HR, 0.51; P <.0001). 
The median follow-up time was 18.1 months.

Additional results showed that the median over-
all survival (OS) was not reached in either arm, 
and there was a 40% reduction in the risk of death 
with the combination (HR, 0.60; P = .0010).

“With expanding options for patients with 
advanced RCC, the overall efficacy, safety, and 
quality of life benefits, as well as individual patient 
characteristics, are very important considerations 
when you select appropriate therapy,” lead study 
author Toni K. Choueiri, MD, director of the 

Lank Center for Genitourinary Oncology, direc-
tor of the Kidney Cancer Center, senior physi-
cian with Dana-Farber Cancer Institute, and the 
Jerome and Nancy Kohlberg Chair and profes-
sor of medicine with Harvard Medical School, 
said in a press conference during the congress. 
“These results, we believe, support nivolumab 
and cabozantinib as a potential first-line option 
in patients with advanced renal cell carcinoma.”

In the international, randomized, phase 
3 CheckMate-9ER trial, 651 patients with 
advanced RCC received the combination of 
nivolumab and cabozantinib (n = 323) or suni-
tinib (n = 328) in the first-line setting. Patients 
must have had previously untreated advanced or 
metastatic disease, a clear cell component, and 
any International Metastatic RCC Database 
Consortium (IMDC) risk score.

The combination demonstrated a benefit 
across numerous subgroups, including age, sex, 
PD-L1 expression, bone metastases, IMDC risk 
group, and geographic region.

The objective response rate (ORR) was also 
doubled with nivolumab/cabozantinib in this 
setting compared with sunitinib, at 55.7% versus 
27.1%, respectively (P <.0001). In the combina-
tion arm, the complete response (CR) rate was 
8.0%, the partial response (PR) rate was 47.7%, 
and the stable disease (SD) rate was 32.2%. 
Additionally, 5.6% of patients had progressive 
disease (PD) and 6.5% were not evaluable or 
not assessed. In the sunitinib arm, the CR, PR, 
and SD rates were 4.6%, 22.6%, and 42.1%, 
respectively. Moreover, 13.7% of patients had 
PD and 17.1% of patients were not evaluable or 
not assessed.

Regarding safety, the incidence of the most 
common, any-grade and high-grade treat-
ment-related adverse events (TRAEs) were sim-
ilar in both arms. More than 50% of patients 
on the combination required dose reductions 
of cabozantinib due to adverse events (AEs). 
TRAEs led to treatment discontinuations in 
15.3% of those in the nivolumab/cabozantinib 
arm and in 8.8% of those on sunitinib. Spe-
cifically, 3.1% of patients discontinued both 
nivolumab and cabozantinib due to AEs, 5.6% 
discontinued only nivolumab, and 6.6% discon-
tinued only cabozantinib.

The overall rate of serious AEs was similar 
between the 2 groups; however, liver toxicity was 
more common with cabozantinib/nivolumab. 
Nineteen percent of patients on the combination 
required corticosteroids due to immune-related 

AEs, 4% of whom needed corticosteroids for at 
least 30 days.

Beyond improved treatment response and sur-
vival benefits, the combination was found to pro-
vide an improved HRQOL compared with suni-
tinib. HRQOL was maintained over time with 
nivolumab/cabozantinib versus sunitinib, which 
had a consistent deterioration per Functional 
Assessment of Cancer Therapy-Kidney Symptom 
Index (FKSI)-19 total score. The between-arm dif-
ferences were significant at nearly all time points.

Disease-related symptoms (DRS) also 
improved with nivolumab/cabozantinib. Those 
who received sunitinib experienced a decline per 
FKSI-Disease-DRS.

Both nivolumab and cabozantinib are current-
ly approved in separate indications in RCC. In 
April 2018, the FDA approved nivolumab plus 
ipilimumab (Yervoy) as a frontline treatment for 
intermediate- and poor-risk patients with 
advanced RCC. Prior to that, in 2015, the PD-1 
inhibitor was approved for use as a single agent 
in the treatment for patients with metastatic 
RCC following prior antiangiogenic therapy. In 
2017, cabozantinib was approved by the FDA for 
use in previously untreated patients with 
advanced RCC and was initially approved as a 
treatment for those who had progressed on 1 
prior antiangiogenic treatment.UT
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Nivolumab/cabozantinib combo 
impresses as frontline RCC treatment
Combination reduces risk of disease progression or death by 49% versus sunitinib
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“These results… support 
nivolumab and cabozantinib as 
a potential first-line option in 

patients with advanced 
renal cell carcinoma.”

TONI K. CHOUEIRI, MD

FIGURE. Overall response rate with 
nivolumab/cabozantinib vs sunitinib 
for advanced RCC1
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Q: What is the correct coding for a 
patient who has a stent removed with 
an externally accessible dangle or if a 
cystoscopy is performed to remove a 
dangle within the urethra?
A: There are a number of CPT codes 
that can be used to bill the work to 
remove a stent from a patient depend-
ing on the situation, and there are times 
when no separate CPT code exists and 
the work for removing a stent is included 
in the office visit.

Let’s start with the first situation: a 
“dangle” attached to the stent is used for 
removal of the stent. There is no CPT 
code to describe the situation when 
a patient has a stent removed with an 
externally accessible component such as 
a string or dangle. The work of removing 
a stent in this manner is included in the 
evaluation and management visit.

In the situation where the dangle is 
still within the urethra and a cystoscope 
is used to perform urethroscopy and a 
grasper is used to grab the dangle for 
removal, use CPT code 52310 (Cysto-
urethroscopy, with removal of foreign 
body, calculus, or ureteral stent from 
urethra or bladder [separate procedure]; 
simple).

There are some who may be tempt-
ed to use CPT code 50386 (Removal 
[via snare/capture] of internally dwell-
ing ureteral stent via transurethral 
approach, without use of cystoscopy, 
including radiological supervision and 
interpretation) to remove a stent on a 
dangle that is within the urethra using 
an instrument to grasp the non-visual-
ized dangle without the use of cystosco-
py. However, CPT code 50386 is located 
in the ureter section of the CPT code 
book. As the full description implies 
through its location in the CPT man-
ual and the description, the removal 
of internally indwelling stent reported 
with this code would require the use 
of a snare or capture to directly grasp 
and remove the stent without the use of 

a cystoscope. The inclusion statement 
“including radiological supervision and 
interpretation” refers to the fact that the 
procedure would usually require radio-
logic guidance for the capture or snare 
to guide the instrument to the stent 
without the use of the cystoscope. The 
inclusion would also prevent the sepa-
rate reporting of a radiological guidance 
code such as fluoroscopy.

It should also be noted that the rela-
tive value units (RVUs) for 50386 were 
based on the average case reported for 
the code, which included the use of anes-
thesia and imaging to place a rigid biopsy 
forceps into the bladder to remove the 
stent. Understanding the average case 
used to develop the RVU provides some 
additional insight into the intention of 
the code and can be used by payers to 
determine appropriate code usage in a 
chart review.

Despite the fact that anesthesia and 
radiologic supervision are not required 
within the description of the code itself, 
if you are snaring or capturing a dangle 
in the urethra and remove the stent in 
this manner, you have not met the defi-
nition of code 50386.

Unfortunately, we do not have an accu-
rate code to report a removal of a stent in 

this manner. Similar to a stent removed 
via an externally accessible dangle or a 
catheter, we would recommend includ-
ing the removal of the stent via a dangle 
snared in the urethra in an evaluation 
and management code or reporting the 
service with an unlisted code.

Q: With the new evaluation and 
management changes for 2021, should 
I expect to be billing the same levels as 
before, or do you anticipate any changes 
due to the new Medical Decision Making 
section?
A: This is a great question. Although we 
have all heard that with the new evalua-
tion and management (E/M) guidelines 
slated to start on January 1, 2021, over-
all, urologists will see a bit of a boost 
in reimbursements due to the increased 
relative value unit (RVU) of the major-
ity of office E/M codes, and therefore 
increased payments, that would hold 
true if year-after-year there were the 
same E/M services billed (the same 
number of 99213s, the same number of 
99214s, etc).

However, as with any new sys-
tem, there are likely to be some shifts 
around, as the Medical Decision Making 
(MDM) section (which is used to deter-
mine the E/M level if time is not cho-
sen to report the service) has changed a 
bit. The main changes take place in the 
Complexity of Problem and Amount/
Complexity of Data sections. By look-
ing through a number of charts, we do 
see some areas where there will be some 
shifts. Although not scientifically stud-
ied, when reviewing a number of charts 
and projecting the reported code under 
the new 2021 guidelines in comparison 
to current code levels selected, we found 
that the majority remained unchanged. 
For those codes that changed, we esti-
mated a level neutral change, meaning 
the number of codes that went down in 
level were roughly offset by the number 
of codes that went up in level. That may 

What are your options for billing 
for ureteral stent removal?
Use CPT code 52310 when dangle is within urethra and grasper is used
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Despite the fact that 
anesthesia and radiologic 
supervision are not required 
within the description of 
the code itself, if you are 
snaring or capturing a 
dangle in the urethra and 
remove the stent in this 
manner, you have not met 
the definition of code 50386.
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not be true for all urologists due to their own 
individual practices. Here is how we figured that 
out and how we anticipate some of the shifts to 
occur.

Number and Complexity of Problems 
Addressed section of MDM. In the 1995/1997 
system, points would be added for each condi-
tion managed on that date of service, and the 
sum of the points would determine the level for 
that section. For example, the provider would 
get 1 point for each established stable problem, 
2 points for an established worsening problem, 
3 points for a new problem that does not require 
further workup, and 4 points for a new problem 
that requires further workup.

In the 2021 system, this changes. No longer 
will the problems be summed to reach a final 
level, but rather the acuity of the illness(es) 
and the way that the problems affect patient 
management will determine patient complexity. 
This change was added to address the few phy-
sicians who would stack diagnoses or document 
in the chart diagnoses/problems that were not 
medically necessary to address on that day. In 
the new system, a patient with 1 self-limited 
or minor problem would still reach a level 2 in 
2021, and 2 minor problems would still reach a 
level 3. In those encounters for which a chronic 
illness/problem that is worsening is addressed, 
a level 3 would be reached in the old system; 
under the 2021 guidelines, it would reach lev-
el 4 for this element of MDM. However, one 
can only reach level 5 if a patient has a severe 
exacerbation or a threat to bodily function in 
the 2021 system, regardless of the number of 
problems addressed.

Amount and/or Complexity of Data to be 
Reviewed and Analyzed section of MDM. 
Similarly, instead of getting 1 or 2 points for 
a variety of data types (review and/or order 
radiology tests/labs/medicine test, obtaining 
old records, summarizing old records or dis-
cussing with another provider, independent 
visualization of image or specimen), and adding 
them together, in the new system, again, the 
way the data is used and how it affect patient 
management determines the final data level. 
CPT has added a few clarifying statements as 

to what counts as data, when it is appropriate 
to use data as part of MDM and how to con-
sider data as it pertains to each level of code. 
The clarifications include a specific reference to 
data included based on each CPT code test for 
specific data types and the exclusion of data for 
which you are separately paid for interpretation. 
It doesn’t necessarily take more or less data to 
reach certain levels, but what is more important 
is not the volume of data but the importance of 
the data, the amount of effort and expertise it 
takes to interpret the data, and the way that data 
affects patient care.

Table of risk section of MDM. The table 
itself is the section that has changed the least 
and is in essence the merge of the Diagnostic 
procedure(s) ordered and Management Options 
Selected subsections, with Presenting Problem(s) 
subsection eliminated. Therefore, those who 
would use the selections on the 2 subsections 
that remain would find the table unchanged, but 
those who would use the Presenting Problems 
subsection would not be able to use that portion 
on the Table of risk.

So what does this mean? Ultimately, there 

CODING Q&A / Business 

The main [Medical Decision 
Making section] changes take 
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will be some shifts of patients around between 
the levels, but it appears on a high level that the 
overall levels selected would remain unchanged 
for those who were using the MDM chart cor-
rectly. We encourage you to review the changes 
and seek some additional training. In the long 
run, these changes are good for the clinician and 
good for patient care, reducing the amount of 
clutter in the office note and the work required 
to add this information.

AUTHORS’ NOTE: We would like to add a 
note to our recent Q&A article with regard to 
the use of code 99091.1 In our discussion, we 
wrote, “ ‘Incident to’ services provided by staff 

and conforming to Medicare guidelines may 
also be included to assist in the collection and 
interpretation of data.” We based this informa-
tion on information included in the proposed 
rule for the 2021 Medicare Physician Fee 
Schedule. As we also noted, the description in 
the CPT coding manual would imply that Phy-
sician or a Qualified Healthcare Provider time 
is required for inclusion in the 30 minutes spent 
in remote data collection and interpretation. 
We are going to add a note of caution here as 
the statement we included was in fact based on 
a proposed rule interpretation and not a final 
rule or CPT note. Medicare may not accept the 
medical assistant or other assistant time in the 
30-minute calculation even if the time was 
spent within “incident to” rules.UT

REFERENCE
1. Rubenstein J, Painter M. What to know about 
reporting CPT code 99072. Urology Times®. 
October 14, 2020. Accessed October 23, 2020. 
https://www.urologytimes.com/view/what-to-
know-about-covid-19-cpt-code-99072-for-
your-urology-practice
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Send coding and reimbursement questions to Jon-
athan Rubenstein, MD, and Mark Painter c/o Urolo-
gy Times®, at urology_times@mmhgroup.com. 
Questions of general interest will be chosen for pub-
lication. The information in this column is designed to 
be authoritative, and every effort has been made to 
ensure its accuracy at the time it was written. Howev-
er, readers are encouraged to check with their individ-
ual carrier or private payers for updates and to confirm 
that this information conforms to their specific rules.

SEND US YOUR QUESTIONS 

STENT REMOVAL
continued from page 35

KEITH A. REYNOLDS
Reynolds is an associate editor for Medical Economics®. This 
article was originally published by Urology Times® sister brand 

Physicians Practice®.

The ongoing coronavirus disease 2019 
(COVID-19) pandemic has led many 
practices to the brink of financial 
ruin due to the precipitous drop in 

patient volumes.
As part of the 2020 Medical Group Manage-

ment Association (MGMA) Medical Practice 
Excellence Conference, which was held dig-
itally this year, Richard Miller, chief strategy 
officer at QGenda, gave a presentation entitled 
“How to Manage Capacity While Adapting to 
New COVID-19 Processes” aimed at giving 
practice leaders some tips on using technology 
to ensure they’re fully utilizing their facilities 
and staff. Poor capacity management can lead 
to problems with patient access and throughput, 
productivity, revenue and cost management, and 
provider satisfaction.

Although the pandemic has increased the need 
for better capacity management, Miller said that 
capacity has long been a problem because prac-
tice leaders often lack visibility into real-time 
resource availability, physician burnout contin-
ues to grow, organizations are growing, and more 

practices are balancing increasing health care 
access without increasing costs. With the dawn 
of the pandemic, these issues have been exacer-
bated by additional protocols such as changes to 
the patient flow process, implementing proper 
social distancing and cleaning guidelines, and 
transitioning to touch-free contactless opera-
tions, Miller said.

Add to this the increased usage of telemedicine 
and more challenges arise around integrating it 
into a practice, Miller said. 

“(Telemedicine) can’t just be this thing that 
sort of runs as an aside, because oftentimes you 
have providers who work in a hybrid mode, 
where sometimes they do telemedicine and at 
other times they’re not,” he said.

Miller deferred to public health authority 
guidelines on specific safety concerns within 
the practice in regard to possible in-practice 
COVID-19 contamination. But he suggested 
implementing digital solutions to make sure that 
every room and staff member in the practice is 
used to its full capacity.

Miller said having a centralized digital pro-
vider and room scheduling system in place in 
times of surge gives a practice leader the tools to 
ensure their facility’s capacity is being fully uti-
lized. The system should be digital, centralized, 

able to meet unique needs of all physicians in 
the practice, dynamic and flexible, and scalable.

Digital systems comply with touch-free con-
tactless operations and provide immediate, 
real-time access, as well as enable practices 
to run analytics and better understand their 
operations. Having the system centralized 
ensures a single source of information on all 
resource availability which prioritizes safety, 
and it enables the sharing and reallocation of 
resources, Miller explained.

Finding systems that meet the unique needs 
of the physicians in the practice will save time 
and improve operational efficiency for all par-
ties and will include effort-based coding. Hav-
ing a system that is dynamic and flexible allows 
the practice to quickly adaptable to changes in 
patient demand and will easily incorporate new 
protocols in scheduling rules, while ensuring 
the system is scalable limits the risk of running 
out of capacity when surges or crises occur and 
when the practice grows.

Miller identified 3 steps for using scheduling 
technology to adapt and manage capacity: first 
is identifying and centralizing resources, second 
is determining patient access needs and flow, and 
third is optimizing resources based on capacity 
and demand using analytics.UT

How to use technology to manage 
capacity in the time of COVID-19
A poor capacity management system can lead to increased physician burnout
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Speak Out / Interviews with randomly selected urologists on hot-button issues.
Compiled by Karen Nash. 

Is your practice prepared for evaluation/management 
coding changes in 2021?

“My office manager, who used to be a biller, 
thinks these changes may simplify billing 

issues and benefit urology as a specialty overall. I 
have no experience with how the rules are going to 
change. I have an electronic medical record [EMR] 
I trust and that does a fantastic job of generating 
the right codes for me. We’ve already been alerted 
to an electronic update coming for the changes.

I don’t know how it will affect surgeries, but 
from the brief description I have, outpatient visit 
coding will be maximized. My reimbursement pat-
terns are about 50-50 between surgery and office-
based work. So if surgery is affected equally in the 
negative direction as outpatient is affected in the 
positive direction, it will probably be a wash for 
me. Again, it’s just a guess. I rely on my business 
person and my EMR, which we pay a hefty fee for, 
to keep these things running well.

We are all naturally skeptical because we are 
rarely rewarded for an advantage at any time when 
these changes are made. Urology usually seems 
to get the short end of the stick. The trend year 
after year is for a decrease in reimbursement per 
unit of effort. But this one seems like a potentially 
reasonable one.”

Victoriano Romero, MD / Redding, California

“I’m an employed physician 
in a large company. A team 

does our coding through a system-
wide EMR, so when codes change, 
I won’t have access to deleted ones. 
From that standpoint, there’s not 
much prep.

I expect it to be ready but don’t know that 
I’m confident. I’m based on relative value units 
[RVUs], so whatever the code is, the code is. Am 
I convinced they’ll be 100% accurate in doing 
everything? No. But I’m not necessarily worried 
because I’m RVU based, not cash based.

The higher evaluation/management [E/M] 
should be helpful for me. I don’t do a lot of big open 
cases anymore, so I’m not a heavy surgical volume 
generator of my RVUs. I tend to make more in the 
office; it shouldn’t be a significant change.

It was different when I operated my own prac-
tice because I was responsible for the adjustments. 
Being employed, that burden falls on somebody 
else. EMRs have actually made it easier; you can’t 
put in the wrong codes because they no longer 
exist.

It’s not like going 10 years without change and 
suddenly getting one. Come January 1 every year, 
there’s going to be change somewhere.

With EMRs, as long as coders know a day or 
2 ahead of time, they’ll probably be able to make 

the adjustment because all they have to do at the 
corporate level is implement an update, which is 
almost immediate. My understanding is that with 
the new codes, almost all office visits are going to 
fall into the same category, so what you have to 
do to qualify for that code will be more general. 
It should be a little easier for us.”

Alex M. Horchak, MD / Dubuque, Iowa

“I’m finding that hospital 
systems are just as clue-

less as most private practices are. 
It’s going to be a slow process for 
hospitals to give the proper infor-
mation to their physicians so that 
when we’re moving on to the new 

coding system, we’re not doing extra work.
Fortunately, I’ve been able to educate myself, 

but I’m finding a lot of my colleagues don’t even 
know there’s a change coming, and it may be to 
their benefit, and to their patients’, by reducing the 
documentation workload. Physicians simply aren’t 
educated enough on it.

I’m certain it’s not going to be organized by the 
end of the year, partly because we’re just climb-
ing out of this health crisis and have been focused 
on surviving that. The E/M changes obviously 
benefit office-based work, but a lot of doctors, 
especially those who are procedure heavy, don’t 
realize that.

Now, I’m director of robotic surgery here, so 

I’m pretty procedure heavy, but I also have a very 
busy clinical practice. There will be a drop in my 
production in terms of surgery and procedures, 
but I hope my office-based practice will make up 
for that.

Most hospital-employed physicians probably 
won’t notice a change for several months, maybe 
a year. Once administrators realize compensation 
doesn’t align with the current production, hos-
pital-employed physicians will start feeling it in 
contract renegotiations. Private practice will need 
to make adjustments more quickly because they’ll 
see it on a day-to-day basis. There will definitely 
be some surprises.

Hospital administrators just don’t know. We’ve 
had discussions, but nobody realizes this is hap-
pening.”

Jaschar Shakuri-Rad, DO / Morgantown, West Virginia
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“It’s going to be a slow process 
for hospitals to give the proper 
information to their physicians so 
that when we’re moving on to the 
new coding system, we’re not 
doing extra work.”

JASCHAR SHAKURI-RAD, DO
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Watch how the GStirrups work at www.GStirrup.com

Safely perform in-office procedures
• Cushioned GStirrup® boots provide a safe and comfortable place

for patients to rest their feet and legs

• No tools required, installs in seconds
• Helpful for the elderly or paitents with neurological disorders
• 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
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success.
Make us the key to
your
Contact me today to place your ad.

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

Build the team

Contact me today
to place your ad.

Joanna Shippoli | (440) 891-2615
jshippoli@mjhlifesciences.com

you need

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

WYOMINGOHIO

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

FINANCIAL TIPS

■ You have until the tax filing date next spring to make a 2020 contribution 
to an individual retirement account (IRA), but 401(k) and 403(b) contribu-
tions are deductible only when made in the same calendar year.

■ By charitably gifting appreciated investment assets instead of cash, you 
will avoid paying capital gains tax on those investments, and you get to 
claim a deduction for the full value of the donated asset.

■ You can deduct up to $3000 of net capital loss (or $1500 if you are 
married and file separately) against ordinary income, including your salary, 
self-employment income, and interest income.

Q: What are some financial planning 
tasks I should focus on before year-end?
A: We are now in the final months of 
what has been a difficult 2020 for many. 
Every year, we like to present a number of 
year-end tasks everyone should cross off 
their checklist. This time of year pres-
ents the perfect opportunity to review 
and possibly adjust your financial plan-
ning strategies. You should update your 
accounts and see where you stand with 
many of the goals you set at the begin-
ning of the year.

Check on the status of your emer-
gency fund. Did you need to dip into 
it at all this year? Have your necessary 
expenses changed? It’s always a good idea 
to review the balance of the account as 
well as your budget to see whether addi-
tional funds need to be added to bolster 
the account. The general rule of thumb 
for emergency funds is to have 3 months 
of necessary expenses if you are a dual-
income household and 6 months to a year 
if you are a single-income household.

Max out your retirement accounts.
You have until the tax filing date next 
spring to make a 2020 contribution to 
an individual retirement account (IRA), 
but 401(k) and 403(b) contributions are 

deductible only when made in the same 
calendar year. The 2020 contribution 
limit is $19,500 for 401(k)s and 403(b)
s and $6000 for IRAs. If you are over 
age 50, catch-up contributions may be 
available as well.

Use the remaining money in your 
flexible spending accounts (FSAs). If 
you still have money set aside in an FSA 
for health care or dependent care expens-
es, try to use those funds before the end 
of the year, or you’ll risk forfeiting the 
money. Some employers offer a grace 
period into the spring of the following 
year or a $500 FSA carry-over from one 
year to the next, but most do not.

Make contributions to your chil-
dren’s 529 accounts. College costs con-
tinue to rise, and it is important to start 
saving early if you hope to reach your 
college funding goals. Additionally, some 
states offer a state income tax deduction if 
you are a resident and contribute to their 
529 plan. In some cases, the tax savings 
can be substantial.

Designate individuals to whom you 
wish to gift assets. The annual gift tax 
exclusion is $15,000 for 2020 ($30,000 
for married couples). You can gift this 
amount to as many individuals as you 
would like without having to pay gift tax 
or have it count against your lifetime gift 
and estate tax exemption.

Make charitable donations. Giving 
to charity can be a very powerful tax-sav-
ings tool. Check whether you have any 
appreciated investment assets that you 
could gift instead of cash. This way, you 
will avoid paying capital gains tax on 
those investments, and you get to claim a 
deduction for the full value of the donated 
asset. When the charitable organization 
sells it, there’s no tax to them. Be aware, 
however, that under the current tax law, 

you may need to donate a substantial 
amount of assets to be eligible to claim a 
charitable deduction on your tax return.

Harvest investment losses. The mar-
kets have certainly fluctuated a lot this 
year. If you own stocks and other mar-
ketable securities that have lost money in 
taxable accounts like individual or joint 
accounts, consider selling those invest-
ments to capture the loss. The losses 
can be used to cancel out taxable gains 
elsewhere or potentially lower your 2020 
tax bill. If your losses exceed your gains, 
you will have a net capital loss. You can 
deduct up to $3000 of net capital loss (or 
$1500 if you are married and file sepa-
rately) against ordinary income, includ-
ing your salary, self-employment income, 
and interest income. Any excess net cap-
ital loss is carried forward to future years 
and puts you in a position for tax savings 
in 2021 and beyond.

Update beneficiaries. If you have had 
a major change in your personal life, such 
as a recent marriage or divorce, the birth 
or adoption of a child, or a death in the 
family, you may need to revise the ben-
eficiaries on your retirement accounts 
and life insurance policies. You may also 
need to update your will and power of 
attorney documents.

These are just a handful of financial 
issues to consider as you approach year-
end. Your financial and legal advisers can 
run through a more comprehensive 
checklist of planning options based on 
your personal circumstances.UT

Close out 2020 with these key 
financial planning tasks
Now is the time to assess your emergency fund, update benefi ciaries

JEFF WITZ, CFP

Witz is educational program 
director at MEDIQUS Asset 
Advisors, Inc in Chicago. 

He welcomes readers’ 
questions and can be 

reached at 800-883-8555 
or witz@mediqus.com.

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

Amedical practice is often a busy place, 
with patients in the waiting area and phy-
sicians and nurses moving between exam 
rooms in narrow hallways. But have you 

ever stopped to think about why equipment is stored 
in 1 particular room versus another? Have you con-
sidered how doctors and patients move about the 
practice and if there is a better way that would save 
everyone time? Are you keeping excess supplies on 
hand because there are too many exam rooms?

These are all questions to ask when it comes to 
practice efficiency, said Adrienne Lloyd, MHA, 
FACHE, founder and CEO of Optimize Health-
care, who spoke at the 2020 Medical Group Man-
agement Association virtual conference. She said 
that by applying steps from both Six Sigma and 
Lean Manufacturing processes, a practice can elim-
inate bottlenecks, reduce wait times for patients, 
and make more efficient use of equipment.

Lloyd said to use what’s known as a “5S” event: 
Sort, set in order, shine, standardize, and sustain. 
“This is an opportunity to get the entire team 
involved,” Lloyd added, because each staffer’s work-
flow needs to be examined.

Start with a small area, such as an exam room and 
evaluate it. “Remove all the trash, move all unnec-
essary things to a holding area, then arrange every-
thing based on how frequently it is used and label 
everything clearly,” Lloyd said. “Define the quan-
tity of items you go through in a day and make sure 
you have enough stock for a few days or a week.”

A system should be created for alerting staff when 
an item is low. For example, divide supplies into 2 
different colored bins. When the first bin is empty, 
reorder, while using items in the second bin. This 
type of system will also help rotate inventory and 
avoid expiration dates.

“Look at how much you’ve used over the last 
3 to 6 months and calculate the average used by 
item type, and length of time to get reordered,” 
Lloyd said.

Collate needed items together, for example, put-
ting all things needed for an IV in one place, and put 
a label on the outside of the drawer. For equipment, 
get rid of unnecessary items and lay out stalls with 
labels on the storage room floor where each piece 

of equipment is parked when not in use.
Someone should be assigned at end of day to 

make sure everything is in place and to do a final 
wipe down of the equipment.

When all the rooms have been evaluated, cre-
ate a checklist for the entire practice that assigns 
responsibilities at the beginning and end of the day 
to make sure items are in stock and that everything 
is where it is supposed to be.

“This is like restaurant prep where the morning 
crew double checks everything, but most of the 
work should have been done at the end of the day,” 
Lloyd said.

For the sustain step, audits should be done 
frequently to uncover any issues and take action 
to fix them. Assign an owner or champion to the 
system who is accountable for metrics and the 
regular review. This person can also monitor 
vendor utilization to look for bulk buying dis-
count opportunities.

Spaghetti mapping
The poor flow of people and equipment through 
a practice can create bottlenecks and small ineffi-
ciencies that over time can cost a practice thousands 
of dollars in revenue, but Lloyd said a “spaghetti 
mapping” exercise can help identify trouble spots.

A spaghetti map exercise starts by taking a 
floorplan or blueprint of the practice and then 
drawing a line of how someone moves through 
the practice. Different colors are used for 
patients, staff, providers, paperwork, and lab 
specimens. By looking at where many lines inter-
sect or where they double back on themselves, 
problem areas can be identified.

In 1 case, Lloyd saw a practice that had staffers 
going to a printer 40 times a day that was too far 
from their work area. This action took them enough 
time that it amounted to $6,000 in lost time costs, 
making it clear that buying a second printer and 
installing it in a different location was more than 
justified. The same mapping can be done within a 
room to create better flow within it and illustrating 
where supplies should be stored.

“Try to create one-way flows, evaluate the flow 
of each provider for each day of the week, and keep 
providers close to their resources,” said Lloyd. 
“Identify bottlenecks and change routes or room 
assignments to eliminate them.”UT

How to maximize the efficiency 
of your clinical space
Making better use of your existing space yields numerous benefits
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The coronavirus disease 2019 (COVID-19) pan-
demic has forced many practices to adapt in new 
ways, particularly when it comes to telehealth. 
One aspect of telehealth, zero-contact intake 
software, is becoming more popular as physi-
cians see the benefits it provides.

Cori Beard, practice manager for child family 
and development, and Navin Jain, CIO of 
Cookeville Medical Center, led a session at the 
2020 Medical Group Management Association 
virtual conference on their experiences with 
reducing in-person exposure to COVID-19 via 
patient intake software.

“Waiting rooms already had a negative conno-
tation before this all began,” said Beard, whose 
practice specializes in outpatient pediatrics. “We 
tried not to use that that word before the pan-
demic. Now, we just don’t have to.”

Instead of waiting in a cramped space to see 
their provider, their patients have the option to 
wait in their cars until it’s time for their appoint-
ment. A text message is sent when it is time to 
be seen, along with the room number they will be 
seen in. Patients are even able to store a credit 
card on file, which increases collections.

“We’re collecting about 98% of co-pays, Beard 
said. “About 95% of our clients have a card on 
file, and so, we’re able just to run that at each 
appointment.”

The software not only benefits patients, but 
staff as well. 

“The front office has more time to talk with 
patients now, where before, when you have 7-10 
patients to check in, you don’t really have as much 
time,” Jain said. “It also reduces the amount of 
manual work they have to do. Now we can actu-
ally focus on the other items that we have to do 
in the office instead of just picking up the phone.”

Zero-contact intake 
software on the rise
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Nearly every physician 
receives requests for pre-
scriptions from coworkers 
or friends. Granting these 

requests can take the form of “friendly 
prescribing,” a situation in which a pre-
scription is provided outside a physician’s 
normal practice. In an attempt to be help-
ful, care providers can expose themselves 
to a risk of being sued, losing insurance 
coverage, and facing disciplinary investi-
gations. Luckily, there are ways to avoid 
or minimize these risks while still being 
a helpful friend.

Imagine the following scenarios: A 
nurse in your office says, “Doctor, can 
you call in a prescription for my hyper-
tension medicine? I’m out of refills, and 
my doctor charges me $100 a visit.” Or 
a neighbor you know well calls and says, 
“Doc, I have a cross-country flight com-
ing up and a terrible fear of flying. Can 
you prescribe me 2 Valium for the trip? 
I won’t have time to schedule a visit with 
my doctor before my trip.”

In any variation of these situations, 
the pressures on the physician are the 
same. An acquaintance is asking for 
something that the physician can easily 
give. Refusing this type of request would 
surely seem like an insult. How can you 
say no without the implication being “I 
could help you, but I won’t because I just 
don’t care enough about you”?

Unfortunately, even setting aside 
adverse drug reactions that could stem 
from informal prescribing, providing a 
friendly prescription can create a variety 
of medico-legal risks beyond those asso-
ciated with a normal patient encounter.

Claims may not be covered
by malpractice insurance
If an individual who receives an infor-
mal prescription suffers an adverse out-
come and a malpractice suit is filed, this 
claim may not be covered by malprac-
tice insurance. The reason is simple: A 
friend or acquaintance provided with a 

prescription may not be a true “patient.”
In one tragic story involving friendly 

prescribing, an emergency department 
(ED) physician was asked by a nurse for 
a prescription for Zoloft for her hus-
band, who had been struggling with 
depression. The ED physician wrote a 
prescription for 1 month of medication, 
just long enough for the husband to make 
an appointment with a psychiatrist.

Two weeks later, the nurse’s husband 
took his own life. The widowed nurse 
sued the ED physician for malpractice 
on the basis that the physician did not 
consider that increased risk of suicidal 
thoughts is a complication for patients 
starting Zoloft. Ultimately, the ED 
physician’s malpractice carrier refused 
to provide coverage for the case because 
the husband was not one of the physi-
cian’s patients.

Even when an informal prescription 
does not lead to an adverse health out-
come, it can still create headaches for 
practitioners. “Hallway medicine” can 
run afoul of laws and regulations relat-
ed to the requirement that an in-per-
son evaluation be performed before a 
prescription is issued. Moreover, the 
modified or informal practices associ-
ated with writing a friendly prescription 
can lead to disciplinary actions from a 
state medical board.

In 1 recent case, a nurse asked a sur-
geon for a written prescription for an 
OTC medication. The nurse needed 
the prescription to use her health savings 
account for the purchase. The physician 
provided a partially completed handwrit-
ten prescription, leaving it to the nurse 
to fill in the specifics. A hospital admin-
istrator found the nearly blank prescrip-
tion on a desk, and both the nurse and 
the surgeon were investigated by their 
employer and licensing authorities.

This scenario did not even involve a 
medication that required a prescription. 
Yet the physician was still subjected to an 
investigation by the state medical board 
for issuing a prescription without keep-
ing proper records.

Best practices for friendly 
prescriptions
It is possible to handle requests for pre-
scriptions without seeming rude and still 
protecting against exposure to lawsuits 
or disciplinary actions. The first step is 
treating the request as if it comes from 
a real patient. This means conducting 
an examination and creating a written 
record of the encounter. Use of an elec-
tronic medical record system can be very 
helpful in this regard. Creating a record 
that shows the friend was treated like a 
normal patient reduces the possibility 
that an insurer will deny coverage in the 
event of a lawsuit.

If an acquittance needs a prescription 
urgently and a physical exam is not pos-
sible, physicians should create some con-
temporaneous record reflecting this fact. 
Such a record may be very useful in 
defusing any investigation by a licensing 
authority. Ultimately, failing to take 
these simple steps while helping a friend 
with a request for medication could result 
in proving the truth of the adage “No 
good deed goes unpunished.”UT

Beware the perils
of friendly prescribing
Here’s how to guard against lawsuits, disciplinary actions

KENTON H. 
STEELE, ESQ

Steele is an attorney in 
the Columbus, Ohio, offi ce 

of Reminger Co, LPA. He 
specializes in malpractice 

defense and insurance 
litigation. Please contact 

him at KSteele@reminger.
com with any feedback or 

comments on this column.

Even setting aside adverse 
drug reactions that 
could stem from informal 
prescribing, providing a 
friendly prescription can 
create a variety of medico-
legal risks beyond those 
associated with a normal 
patient encounter.
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MORE MALPRACTICE
CONSULT ONLINE

Catch up on Malpractice Consult by going 
to www.urologytimes.com/business/
malpractice-consult; recent columns 
include the following:

 Lawsuit claims delayed consult led 
to paralysis

 Patient dies following lithotripsy 
procedure
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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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Understand patient’s 
AR-V7 status 

Consider sequential AR-targeted 
therapy or chemotherapy 

depending on AR-V7 status 

Order the test after 
a patient fails an 

AR-targeted therapy 

This ad depicts one possible mCRPC treatment path. 
mCRPC = metastatic castration-resistant prostate cancer. 
Oncotype DX AR-V7 Nucleus Detect and Oncotype IQ are trademarks of Genomic Health Inc., an Exact Sciences corporation. Exact 
Sciences is a registered trademark of Exact Sciences corporation. All other trademarks are the properties of their respective owners. 
©2020 Genomic Health Inc., an Exact Sciences corporation. All rights reserved. EXS60093_0620 

Learn more at OncotypeIQ.com or call 866 ONCOTYPE (866-662-6897) 

Scan the code 
to learn more 

CHEMOTHERAPY CHEMOTHERAPY 

AR-Targeted 
Therapy 

AR-Targeted AR-Targeted 
Therapy 

When the path forward in mCRPC is unclear, 
the Oncotype DX AR-V7 Nucleus Detect® test 

can help navigate. 
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