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Urology in 2020

Urology innovation and prog-
ress were not completely lost in 
2020. In fact, urologists say that 
important advances in the spe-

cialty happened, with the coronavirus disease 
2019 (COVID-19) pandemic triggering some 
positive, long-lasting changes in patient care.

Looking back at prostate cancer 
treatments
Urology took big steps to further precision 
medicine in 2020, according to Leonard G. 

Gomella, MD, the Bernard W. Godwin Jr 
Professor of Prostate Cancer and chairman of 
the Department of Urology at Thomas Jeffer-
son University and Hospital in Philadelphia, 
Pennsylvania.

The FDA approved 2 drugs representing a 
new class of medications for refractory met-
astatic castration-resistant prostate cancer 
called poly (ADP-ribose) polymerase (PARP) 
inhibitors. Treatment with the approved 
drugs rucaparib (Rubraca) and olaparib (Lyn-
parza) is based on identifying DNA repair 
pathway deficits in the tumors using genomic 
and genetic analyses.

Lisette Hilton
Urology Times® Correspondent

See UROLOGY IN 2020, on page 16
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2020 UROLOGY PIPELINE

PROSTATE CANCER
Expert: 2020 marks dawn of the precision 
medicine era in prostate cancer

BLADDER CANCER
Expert provides update on treatments 
for BCG-unresponsive NMIBC

KIDNEY STONES
Thulium fi ber laser shows effi ciency advantage
in experimental setting

URINARY TRACT INFECTION
NGS brings power and potential to molecular 
analysis of urine specimens

Inside
AS data show 
rare mortality

For this month’s Journal Arti-
cle of the Month column, Badar 
M. Mian, MD, discusses a 
recent Journal of Urology study 
that evaluated long-term out-

comes of active surveillance in patients with
early-stage prostate cancer.

“Although 60% of patients experienced 
upgrading on subsequent biopsies, only 
41% underwent deferred treatment,” Mian 
writes in his column.

For the full article, turn to page 9

PROSTATE CANCER

January 8 
FDA approves pembrolizumab (Keytruda) for 
BCG-unresponsive, high-risk NMIBC

April 15
FDA approves mitomycin gel (Jelmyto) for 

low-grade UTUC

May 15  
FDA approves rucaparib (Rubraca)
for BRCA-mutated mCRPC 

May 19
FDA approves olaparib (Lynparza)

for HRR-mutated mCRPC

June 30   
FDA approves avelumab (Bavencio) as frontline 
maintenance in urothelial carcinoma

August 3   
FDA approves InterStim Micro neurostimulator 
and InterStim SureScan MRI leads for patients 

with bladder and bowel control conditions

September 19    
CheckMate-9ER data from ESMO Congress show 
nivolumab (Opdivo)/cabozantinib (Cabometyx) 
improves OS in RCC

November 20      
FDA approves less-frequent dose

of durvalumab (Imfinzi) for bladder cancer

December 20     
FDA action date for relugolix new drug 

application for prostate cancer

December 26    
FDA action date for vibegron new drug 
application for OAB

December 1     
FDA approves Ga 68 PSMA-11 as first drug 
for PET imaging of PSMA-positive lesions
in men with prostate cancer

PARP inhibitors make clinical splash as COVID-19’s 
impact is felt throughout specialty
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Please see additional Important Safety Information on reverse side and enclosed Full Prescribing Information.INDICATION
YONSA® (abiraterone acetate) in combination with methylprednisolone is indicated for the treatment of patients with 
metastatic castration-resistant prostate cancer (CRPC).
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be aware that YONSA® tablets may have different dosing and food effects than other abiraterone acetate products. Patients 
receiving YONSA® should also receive a gonadotropin-releasing hormone (GnRH) analog concurrently or should have had 
bilateral orchiectomy. 
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Chairman’s Letter

Looking back on a year
of challenges and changes

It was very heartening to read the cover 
feature for this issue of Urology Times®, 
“Urology in 2020.” Despite the universal 

challenges, frustrations, and hardships wrought 
by the coronavirus disease 2019 (COVID-19) 
pandemic, scientific advancements continued 
in the specialty of urology. Among the note-
worthy developments are the FDA approvals 
of the poly (ADP-ribose) polymerase (PARP) 
inhibitors rucaparib (Rubraca) and olapar-
ib (Lynparza) for the treatment of refractory 
metastatic castration-resistant prostate cancer 
and the FDA approval of the reverse-thermal 
hydrogel mitomycin ( Jelmyto), a treatment 
for adult patients with low-grade upper tract 
urothelial cancer, to name just a few. 

As part of our “year in review” coverage, we 
also asked Clinical Practice Board member
Henry Rosevear, MD, to offer his own reflec-
tions not only on 2020 but also on what he plans 
and hopes to see in 2021. The resultant editorial 
is an insightful and hopeful account of lessons 
learned that we feel will ring true throughout the 
specialty.

Coding columnists Jonathan Rubenstein, MD, 
and Mark Painter also took a reflective approach 
for their column this month, in which they look 
back on the seismic changes seen with the pro-
vision of, and reimbursement for, patient care. 
They also cast an eye toward the coming year, 
particularly with regard to the coming changes 
to evaluation and management codes.

“The changes to the E/M codes,” write Ruben-
stein and Painter, “are going to allow providers to 
stop all the unnecessary clicking and ‘note bloat’ 
seen when trying to meet the coding guideline 
rules, and instead allow providers to get back to 
their expertise: patient care.”

In clinical news, the 38th Annual CFS® vir-
tual interactive conference contained sever-
al noteworthy presentations; covered in this 
issue are discussions from Maha Hussain, MD, 
regarding PARP inhibitors for prostate cancer, 

and from Arjun Balar, MD, who provided an 
update on treatments for BCG-unresponsive 
non–muscle-invasive bladder cancer.

On the subject of PARP inhibitors, a recent 
survey revealed a genetic testing gap in urology.1

As stated in Jason M. Broderick’s article, “the 
findings are particularly concerning given that 
most of the respondents managed patients with 
advanced prostate cancer who could benefit from 
receiving novel treatments that are prescribed 
based on germline testing results.”

For this month’s Money Matters column, Jeff 
Witz, CFP, outlines ways to save and manage 
money intended for your children. In Speak 
Out, Karen Nash quizzes 3 urologists regarding 
their musical tastes when in the operating room.
Finally, in Malpractice Consult, Acacia Brush 
Perko, Esq, discusses a lawsuit involving a 
patient whose prostate cancer symptoms were 
mistaken for those of other conditions, delay-
ing his referral to a urologist. The lawsuit that 
followed resulted in a $2.2 million award to the 
plaintiff.

Even with the myriad successes and advances 
seen in urology of late, the road ahead appears 
far from smooth. As Rosevear writes, “the 
COVID-19 pandemic exposed shortcomings 
in all current business models of urology. 
Of those models, the independent private-
practice urologist faces the most serious long-
term headwinds.” With this in mind, rest 
assured that Urology Times® will continue to be 
a robust and reliable source of clinical insights, 
practice advice, and everything else our audi-
ence has come to expect. We are so grateful to 
all of you not only for everything you do for 
your patients but also for your continued sup-
port for Urology Times®. Thank you, stay safe, 
and best wishes for a terrific holiday season. 
We’ll see you in 2021.
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From the Board

What I learned about urology in 2020

2020, I’m not going to miss you. That 
said, the toughest teachers are often the 
best, and here are a few lessons I learned 
in 2020 that will make me a better inde-
pendent urologist.

First, I learned that employment in the 
medical field is not as guaranteed as we 
thought it was. Until now, the health care 
field had enjoyed one of the longest and 
most consistent rises in employment in 
this country. In fact, health care had not 
seen a decrease in job growth as far back 
as 1991.1 However, we were not only not 
immune to the effects of the pandemic, 
we were doubly hit by it. Not only did we 
see the ravages of coronavirus disease 2019 
(COVID-19) on our patients while per-
forming medical roles that we were not 
necessarily comfortable doing, but we also 
saw our own livelihood threatened.

The financial threat associated with 
COVID-19 did not spare any particular 
health care model: hospitals furloughed 
doctors, independent clinics shut down, 
and private equity–backed firms lost
money. In 2021, I will be closely review-
ing the underlying financial structure and 
practices of my business to better prepare 
for another “black swan” event.

We also discovered that telemedicine 
has a real role in the clinical practice of 
urology. It’s important to think about 
why telemedicine wasn’t widely accepted
before this year and what changed. The 
answer, simply put, is that the rules 
changed. Before the crisis, to be paid to 
do a telemedicine visit, both you and the 
patient had to be at an approved location, 
using Health Insurance Portability and 
Accountability Act–compliant equipment, 
and in a region of the country deemed 
appropriate by the government.

During the crisis, you simply needed to 
pick up your phone and talk to the patient. 
Clinical urology is well–suited to adopt 
telemedicine because so many of our dis-
eases can be diagnosed without a physical 
exam. In virtual visits, we could diagnose 
frequency, kidney stones, even to some 
degree a renal mass. Listening to a patient’s 
story and reviewing an image are usually 

enough to begin the treatment process. I’m 
not discounting the role of a physical exam; 
I’m just being realistic about what it adds 
in many circumstances. In 2021, I will be 
closely monitoring what the Centers for 
Medicare & Medicaid Services learns from 
the ongoing experiment in widespread 
adoption of telemedicine and what rules 
it implements going forward.

Another lesson I learned is that urology 
continues. During this year alone, our abil-
ity to treat advanced prostate cancer and 
metastatic urothelial cancer was advanced. 
New drugs and office-based options for 
neuromodulation of overactive bladder 
came online. Lasers for the treatment of 
kidney stones became stronger, chang-
ing how we treat patients. Office-based 
surgical approaches for the treatment of 
benign prostate disease gained traction 
as their longer-term efficacy was shown. 
Other advances included oral testosterone 
replacement, genetic-based urine cultures, 
and shock wave treatment of the penis for 
erectile dysfunction; the list goes on.

Lastly, the COVID-19 pandemic 
exposed shortcomings in all current busi-
ness models of urology. Of those models, 
the independent private-practice urologist 
faces the most serious long-term head-
winds. Throughout all fields, 2020 saw the 
ongoing march of large hospital systems 
consuming small practices and turning 
what were entrepreneur physicians into 
simple cogs in large systems. Insurance 
companies also continue to directly pur-
chase medical groups in an attempt to con-
trol costs. Both pure private-equity models 
and large urology-specific manage-
ment-service organizations continue to 
expand across the country. In 2021, I 
expect many more urology groups to 
choose sides between what I envision as a 
future of medicine controlled by large cor-
porate interests and remaining indepen-
dent. As a wise urologist once told me, the 
key point in that decision is not the details 
of the immediate deal; rather, it is how life 
after the deal is structured.UT
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FDA approves less frequent dose 
of durvalumab
The FDA has approved a less frequent, fixed-
dose regimen of durvalumab (Imfinzi) for all 
of its approved indications, including previous-
ly treated advanced bladder cancer, according 
to AstraZeneca, the developer of the PD-L1 
inhibitor.1

Durvalumab is now approved for a dosing 
schedule of 1500 mg every 4 weeks. Previously 
approved regimens require patients to receive 
treatment every 2 weeks. The approval was based 
on several clinical trials of durvalumab, including 
the phase 3 PACIFIC trial in non–small cell lung 
cancer (NCT02125461) and the phase 3 CASPI-
AN trial in extensive-stage small cell lung cancer 
(NCT03043872).

In bladder cancer, durvalumab is approved for 
the treatment of patients with locally advanced 
or metastatic urothelial carcinoma who have 
disease progression during or following 
platinum-containing chemotherapy, or who have 
disease progression within 12 months of neoad-
juvant or adjuvant treatment with platinum-con-
taining chemotherapy.

The FDA granted durvalumab an accelerated 
approval for this indication in May 2017 based on the 
single-arm phase 1/2 Study 1108 (NCT01693562), 
which included 182 patients with locally advanced 
or metastatic urothelial carcinoma who experi-
enced disease progression following platinum- 
containing chemotherapy.2

As an accelerated approval, the continued 
approval for durvalumab in this indication is 
contingent on the results of a confirmatory 
phase 3 trial.
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Pembrolizumab plus lenvatinib 
improves survival in frontline RCC
The combination of pembrolizumab (Keytruda) 
and lenvatinib (Lenvima) improved overall sur-
vival (OS) versus sunitinib (Sutent) in patients 
with advanced renal cell carcinoma (RCC), 
according to findings from the phase 3 KEY-
NOTE-581/CLEAR trial (Study 307).1

The combination of the anti–PD-1 immuno-
therapy and the multikinase inhibitor also led to 
a statistically significant and clinically meaningful 
improvement in progression-free survival (PFS) 
and response compared with sunitinib. The study 
also showed that combining lenvatinib with ever-
olimus (Afinitor) significantly improved PFS and 
response versus sunitinib in frontline RCC.

Data from the trial have not yet been made 

available, with Merck (MSD) and Eisai, the 
developers of pembrolizumab and lenvatinib, 
respectively, planning to share the results at an 
upcoming medical meeting and discuss them 
with regulatory authorities in the United States 
and other countries.

The multicenter open-label phase 3 CLEAR 
trial (NCT02811861) randomized patients with 
advanced RCC to receive pembrolizumab/lenva-
tinib, lenvatinib/everolimus, or sunitinib. Over-
all, approximately 1050 patients were randomized, 
and the intention-to-treat population included 
patients across all risk groups. No new safety sig-
nals emerged compared with previously reported 
data for the study treatments.
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Mitomycin formulation UGN-102 
delivers durable responses in NMIBC
UGN-102 (mitomycin) for intravesical solu-
tion demonstrated durable clinical activity in 
patients with low-grade intermediate-risk non– 
muscle-invasive bladder cancer (NMIBC), 
according to the final results from the phase 2b 
OPTIMA II trial.1

At 3 months after treatment initiation, the com-
plete response (CR) rate with UGN-102 was 65%. 
An estimated 72.5% of these patients with CRs 
maintained their response 12 months after start-
ing therapy. The median duration of response had 
not been reached.

The multicenter, single-arm, open-label phase 
2b OPTIMA II trial (NCT03558503) accrued 
63 patients with low-grade NMIBC at intermedi-
ate risk of recurrence. Overall, 41 of the 63 patients 
achieved a CR.

The majority of adverse events (AEs) were 
considered to be mild to moderate. The most fre-
quently occurring AEs across all grades included 
dysuria, urinary frequency, hematuria, urinary 
urgency, urinary tract infection, and fatigue. 
There were no serious treatment-related AEs.

UroGen plans to submit the final data from 
the OPTIMA II trial for publication in a peer- 
reviewed journal as well as a presentation at an 
upcoming scientific conference.
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FDA approves liquid biopsy 
as companion diagnostic for olaparib
The FDA has approved FoundationOneLiq-
uid CDx for use as a companion diagnostic with 
the PARP inhibitor olaparib (Lynparza), which 
is approved by the FDA for the treatment of 
patients with homologous recombination repair 
(HRR) gene-mutated metastatic castration- 
resistant prostate cancer (mCRPC).1

The pan-tumor liquid biopsy test examines 
over 300 cancer-related genes in a patient’s blood 
sample to inspect for deleterious alterations. Foun-
dationOneLiquid CDx will identify HRR alter-
ations, such as BRCA1, BRCA2, and ATM, that 
make a patient eligible for olaparib.

The FDA approved olaparib in May 2020 for 
the treatment of adult patients with deleterious or 
suspected deleterious germline or somatic HRR 
gene–mutated metastatic mCRPC who have pro-
gressed following prior treatment with enzalut-
amide (Xtandi) or abiraterone acetate (Zytiga).

The approval was supported by the phase 3 
PROfound trial, in which the risk of death was 
reduced by 31% with olaparib compared with abi-
raterone or enzalutamide (HR, 0.69; P < .0001) in 
patients with mCRPC harboring an alteration in 
BRCA1, BRCA2, or ATM.2
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Next-generation hydrogel spacer 
launches in US urology market
SpaceOAR Vue Hydrogel, a radiopaque peri-
rectal spacer for radiation therapy, has been 
launched in the US market to help urologists 
reduce unintended damage to the patient’s rec-
tum during prostate cancer treatment.1

The novel spacer is a next-generation radiopaque 
model of the FDA-approved SpaceOAR Hydrogel. 
Both spacers produce a temporary space between the 
prostate and rectum, helping to avoid rectal harm 
that could result in fecal incontinence problems 
or other long-term adverse events. The additional 
benefit of the SpaceOAR Vue Hydrogel is that it 
provides enhanced visibility through the use of CT 
scans. MRI is required with the first-generation 
SpaceOAR Hydrogel.
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Active surveillance (AS) strategies 
for prostate cancer with low-risk 
features, such Grade Group 1 
(GG1), are increasingly being 

utilized to avoid treatment-related compli-
cations. Due to the long natural history of 
prostate cancer and low risk of progression, 
long-term risk of metastasis or death is not 
well defined, resulting in some uncertain-
ty about patient selection for AS. A recent 
study by Maggi et al noted that although 
reclassification of the initial biopsy Grade 
Group or switch from surveillance to 
active treatment occurred frequently, less 
than 1% of men died of prostate cancer.1

They analyzed the data from a large, pro-
spectively maintained AS cohort to iden-
tify the variables associated with disease 
progression and metastases while on AS.

The investigators identified 1450 men 
on AS between 1990 and 2018 who met 
the inclusion criteria of low- or intermedi-
ate-risk prostate cancer. AS eligibility cri-
teria included organ-confined disease with 
biopsy GG1, 33% or less positive biopsy 
cores, and prostate-specific antigen density 
(PSAD) lower than 0.15 ng/mL/cm3. How-
ever, few selected patients with GG2 and/
or higher PSAD were also enrolled into 
the AS program. In total, 1303 patients 
(90%) were diagnosed with initial biopsy 
GG1 and 147 (10%) with GG2. Median 
PSA at initial biopsy was 5.4 ng/mL, with 
median PSAD of 0.13 ng/mL/cm3. Medi-
an age was 62 years and median follow-up 
was 77 months. Additional testing such as 
Genomic Prostate Score (GPS) was per-
formed in 34% of men (mean GPS, 25), 
whereas multiparametric magnetic reso-
nance imaging (mpMRI) was performed 
in 46% of men, of whom 24% had lesions 
classified as Prostate Imaging Reporting 
and Data System (PI-RADS) 4-5.

The primary outcome of interest was 
emergence of metastatic prostate cancer 
noted on imaging or pathology of delayed 
prostatectomy. Secondary outcomes 
included upgrading on surveillance biopsy 
to GG2 or greater, receipt of active treat-
ment, and prostate cancer–specific and 
overall survival. For this analysis, patients 
were divided into 3 subgroups based on the 

initial biopsy GG and PSA. Of these, GG1 
with PSAD lower than 0.15 was noted in 
57%, GG1 with PSAD of 0.15 or higher in 
32%, and GG2 in 10%.

At 7 years, biopsy GG upgrade-free 
survival was 40%, and median time to 
biopsy GG upgrade was 25 months. The 
7-year upgrade-free survival was higher in 
patients with initial GG1 with PSAD lower 
than 0.15 (47%) compared with those with 
GG1 with PSAD of 0.15 or higher (28%) or 
initial GG2 (44%) (log rank P < .01). The 
7-year treatment-free survival was 59%, 
with a median time to receiving active 
treatment of 32 months. The 7-year treat-
ment-free survival was higher in patients 
with initial GG1 with PSAD lower than 
0.15 (69%) compared with those with GG1 
with PSAD of 0.15 or higher (46%) or ini-
tial GG2 (42%) (log rank P < .01).

At 7 years, metastasis-free survival was 
99%, and median time to metastases was62 
months. Of the 15 patients who developed 
metastases, 2 were lost to follow-up, 9 had 
lymph node metastasis, 2 had lymph node 
and bone metastasis, 1 had bone metastasis, 
and 1 had bone and visceral organ metas-
tasis. Initial biopsy GG2 disease was asso-
ciated with lower 7-year metastasis-free 
survival (96%) than those with GG1 with 
PSAD lower than 0.15 (99 %) and with 
GG1 with PSAD of 0.15 or higher (100%) 
(log rank P < .01). On multivariable analy-
sis, risk factors for increased risk of metas-
tases included initial GG2, PSA velocity, 
and PI-RADS 4-5 lesion. However, age, 
PSAD, and GPS did not increase the risk 
of metastases. Of note, in those who did not 
develop metastases, the median follow-up 
was quite sufficient at 77 months.

Overall, 64 of 1450 patients died at a 
median of 84 months. The 7-year overall 
survival was 97% for the entire cohort. 
Overall survival rates differed by sub-
groups: GG1 with PSAD lower than 0.15 
(98%) compared with those with GG1 
with PSAD of 0.15 or higher (96%) or ini-
tial GG2 (87%). Only 4 of 64 patients in 
this AS program died of advanced prostate 
cancer. The 7-year prostate cancer–specif-
ic survival was greater than 99%.

This report is based on one of the few 

large AS cohorts with long-term fol-
low-up. Although 60% of patients experi-
enced upgrading on subsequent biopsies, 
only 41% underwent deferred treatment, 
suggesting that upgrading alone may not 
necessitate immediate treatment. The goal 
of AS protocols is to avoid or delay treat-
ment for those who may not benefit from 
it, and still maintain the curative intent 
through early capture of any disease pro-
gression. The success of AS protocol is 
evident from the data showing that 1% of 
men with low-risk prostate cancer devel-
oped metastases, and only 0.27% died of 
prostate cancer.

Further details about other prognostic 
variables in patients with initial GG2, such 
as age, focality, or percentage of Gleason 
pattern 4, would have been instructive in 
identifying the optimal candidates for AS. 
Additionally, this AS protocol included 
variable diagnostic testing and surveillance 
protocol during the study period. Should 
patients with GG2 on AS be managed with 
a more strict or intensive surveillance pro-
gram than those with GG1? Although most 
of the patients in this study were Caucasian 
(92%) and the general applicability may be 
questioned, recent studies have highlighted 
the safety of AS in African American men 
with low-risk prostate cancer.

The boundaries of AS inclusion criteria 
are being expanded to include selected 
men with GG2 prostate cancer. Incorpo-
rating mpMRI, and perhaps genomic 
tests, will further facilitate the selection of 
appropriate candidates for AS, thus 
increasing its acceptability by urologists 
and patients. Despite some heterogeneity 
in the type and frequency of testing during 
the surveillance period, these results pro-
vide reassurance and increased confidence 
in the safe utilization of AS protocols for 
men with low-risk GG1, and selected 
GG2, prostate cancer.UT
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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 effi  cacy of 
ERLEADA® have not been established in females. Based on 
its mechanism of action, ERLEADA® can cause fetal harm and 
loss of pregnancy when administered to a pregnant female. 

Advise males with female partners of reproductive potential to 
use eff ective contraception during treatment and for 3 months 
after the last dose of ERLEADA® [see Use in Specifi c 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 fl ush, diarrhea, 
and fracture. 
Laboratory Abnormalities — All Grades (Grade 3-4)
•  Hematology — In the TITAN study: white blood cell 

decreased ERLEADA® 27% (0.4%), placebo 19% (0.6%). In 
the SPARTAN study: anemia ERLEADA® 70% (0.4%), placebo 
64% (0.5%); leukopenia ERLEADA® 47% (0.3%), placebo 29% 
(0%); lymphopenia ERLEADA® 41% (2%), placebo 21% (2%) 

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

References: 1. ERLEADA® [Prescribing Information]. Horsham, PA: Janssen Biotech, Inc. 2. Chi KN, Agarwal N, Bjartell A, et al; for the TITAN Investigators. 
Apalutamide for metastatic, castration-sensitive prostate cancer. N Engl J Med. 2019;381(1):13-24. 3. Smith MR, Saad F, Chowdhury S, et al; for the SPARTAN 
Investigators. Apalutamide treatment and metastasis-free survival in prostate cancer. N Engl J Med. 2018;378(15):1408-1418.
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In the TITAN study*†:
��% reduction 
in the risk of death1
(ERLEADA® + ADT vs placebo + ADT; median 
overall survival was not estimable in either 
arm; HR=0.67; 95% CI: 0.51, 0.89; P=0.0053)

In the SPARTAN study‡§:
��YEAR improvement 
in median MFS1
(ERLEADA® + ADT vs placebo + ADT; 40.5 months vs 
16.2 months; HR=0.28; 95% CI: 0.23, 0.35; P<0.0001)
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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 (defi ned as covering >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 corticosteroids, and 19% of patients 
received systemic corticosteroids. Dose reduction or dose 
interruption occurred in 14% and 28% of patients, respectively. 
Of the patients who had dose interruption, 59% experienced 
recurrence of rash upon reintroduction of ERLEADA®.
Hypothyroidism — In 2 randomized studies, 
hypothyroidism was reported for 8% of patients treated with 
ERLEADA® and 2% of patients treated with placebo based 
on assessments of thyroid-stimulating hormone (TSH) every 
4 months. Elevated TSH occurred in 25% of patients treated 
with ERLEADA® and 7% of patients treated with placebo. The 
median onset was at the fi rst scheduled assessment. There 
were no Grade 3 or 4 adverse reactions. Thyroid replacement 
therapy, when clinically indicated, should be initiated or 
dose-adjusted.
DRUG INTERACTIONS
Eff ect of Other Drugs on ERLEADA® —
Co-administration of a strong CYP2C8 or CYP3A4 inhibitor is 
predicted to increase the steady-state exposure of the active 

moieties. No initial dose adjustment is necessary; however, 
reduce the ERLEADA® dose based on tolerability [see Dosage 
and Administration (2.2)].
Eff ect 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 primarily metabolized by CYP3A4, 
CYP2C19, or CYP2C9 can result in lower exposure to 
these medications. Substitution for these medications is 
recommended when possible or evaluate for loss of activity 
if medication is continued. Concomitant administration of 
ERLEADA® with medications that are substrates of UDP-
glucuronosyl transferase (UGT) can result in decreased 
exposure. Use caution if substrates of UGT must be co-
administered with ERLEADA® and evaluate for loss of activity.
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.
ADT = androgen deprivation therapy; AR = androgen receptor; CI = confi dence 
interval; CT = computed tomography; GnRH = gonadotropin-releasing hormone; 
HR = hazard ratio; mCSPC = metastatic castration-sensitive prostate cancer; 
MFS = metastasis-free survival; nmCRPC = non-metastatic castration-resistant 
prostate cancer; PSA = prostate-specifi c antigen; rPFS = radiographic progression-

free survival; SPARTAN = Selective Prostate Androgen Receptor Targeting 
with ARN-509; TITAN = Targeted Investigational Treatment Analysis of Novel 
Antiandrogen.
* Study Design: TITAN was a phase 3, multicenter, randomized, double-blind, 
placebo-controlled trial of patients with mCSPC (N=1052). Patients had newly 
diagnosed mCSPC or relapsed metastatic disease after an initial diagnosis of 
localized disease. Patients with visceral (ie, liver or lung) metastases as the only 
sites of metastases were excluded. Patients were randomized 1:1 to receive 
ERLEADA® 240 mg orally once daily or placebo orally once daily. All patients 
in the TITAN trial received a concomitant GnRH analog or had a prior bilateral 
orchiectomy. The dual primary endpoints were overall survival and rPFS.1,2

† All patients who enrolled in the TITAN study started ADT for mCSPC ≤6 months 
prior to randomization.2

‡ Study Design: SPARTAN was a phase 3, multicenter, randomized, double-
blind, placebo-controlled trial of patients with nmCRPC (N=1207). Patients had 
a PSA doubling time ≤10 months and serum testosterone levels <50 ng/dL. 
All patients enrolled were confi rmed to be non-metastatic by blinded central 
imaging review. Patients with a history of seizure, predisposing factors for 
seizure, or receiving drugs known to decrease the seizure threshold or to induce 
seizure were excluded. Patients were randomized 2:1 to receive ERLEADA®

240 mg orally once daily or placebo orally once daily. All patients in the SPARTAN 
trial received a concomitant GnRH analog or had a bilateral orchiectomy. The 
primary endpoint was metastasis-free survival (MFS), defi ned as the time from 
randomization to the time of fi rst evidence of blinded independent central 
review-confi rmed distant metastasis, defi ned as new bone or soft tissue lesions 
or enlarged lymph nodes above the iliac bifurcation, or death due to any 
cause, whichever occurred fi rst. Secondary endpoints were time to metastasis, 
progression-free survival, time to symptomatic progression, overall survival, and 
time to initiation of cytotoxic chemotherapy.1,3

§ In the SPARTAN study, conventional imaging (technetium-99m bone scans and 
CT scans) was used to confi rm that patients were non-metastatic at screening 
for inclusion. Patients with pelvic lymph nodes <2 cm in short axis (N1) located 
below the iliac bifurcation at screening were allowed in the study. All patients in 
SPARTAN had a PSA doubling time ≤10 months at study entry.1,3

INDICATION 
ERLEADA® (apalutamide) is an androgen receptor inhibitor 
indicated for the treatment of patients with: 
•  Metastatic castration-sensitive prostate cancer (mCSPC)
•  Non-metastatic castration-resistant prostate cancer 

(nmCRPC)
IMPORTANT SAFETY INFORMATION 
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 patients with mCSPC, ischemic 
cardiovascular events occurred in 4% of patients treated with 
ERLEADA® and 2% of patients treated with placebo. Across 
the SPARTAN and TITAN studies, 6 patients (0.5%) treated with 
ERLEADA® and 2 patients (0.2%) treated with placebo died from 
an ischemic cardiovascular event. Patients with current evidence 
of unstable angina, myocardial infarction, or congestive heart 
failure within 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 dyslipidemia. 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 occurred in 
16% of patients treated with ERLEADA® compared with 9% of 
patients treated with placebo. Falls were not associated with 
loss of consciousness 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 effi  cacy of 
ERLEADA® have not been established in females. Based on 
its mechanism of action, ERLEADA® can cause fetal harm and 
loss of pregnancy when administered to a pregnant female. 

Advise males with female partners of reproductive potential to 
use eff ective contraception during treatment and for 3 months 
after the last dose of ERLEADA® [see Use in Specifi c 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 fl ush, diarrhea, 
and fracture. 
Laboratory Abnormalities — All Grades (Grade 3-4)
•  Hematology — In the TITAN study: white blood cell 

decreased ERLEADA® 27% (0.4%), placebo 19% (0.6%). In 
the SPARTAN study: anemia ERLEADA® 70% (0.4%), placebo 
64% (0.5%); leukopenia ERLEADA® 47% (0.3%), placebo 29% 
(0%); lymphopenia ERLEADA® 41% (2%), placebo 21% (2%) 

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

References: 1. ERLEADA® [Prescribing Information]. Horsham, PA: Janssen Biotech, Inc. 2. Chi KN, Agarwal N, Bjartell A, et al; for the TITAN Investigators. 
Apalutamide for metastatic, castration-sensitive prostate cancer. N Engl J Med. 2019;381(1):13-24. 3. Smith MR, Saad F, Chowdhury S, et al; for the SPARTAN 
Investigators. Apalutamide treatment and metastasis-free survival in prostate cancer. N Engl J Med. 2018;378(15):1408-1418.
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In the SPARTAN study‡§:
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in median MFS1
(ERLEADA® + ADT vs placebo + ADT; 40.5 months vs 
16.2 months; HR=0.28; 95% CI: 0.23, 0.35; P<0.0001)
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Brief Summary of Prescribing Information for ERLEADA® (apalutamide)
ERLEADA® (apalutamide) tablets, for oral use
See package insert for Full Prescribing Information
INDICATIONS AND USAGE
ERLEADA is indicated for the treatment of patients with 
• Metastatic castration-sensitive prostate cancer (mCSPC)
• Non-metastatic castration-resistant prostate cancer (nmCRPC)
CONTRAINDICATIONS
None.
WARNINGS AND PRECAUTIONS
Ischemic Cardiovascular Events
Ischemic cardiovascular events, including events leading to death, 
occurred in patients receiving ERLEADA. Monitor for signs and symptoms 
of ischemic heart disease. Optimize management of cardiovascular 
risk factors, such as hypertension, diabetes, or dyslipidemia. Consider 
discontinuation of ERLEADA for Grade 3 and 4 events.
In a randomized study (SPARTAN) of patients with nmCRPC, ischemic 
cardiovascular events occurred in 4% of patients treated with 
ERLEADA and 3% of patients treated with placebo. In a randomized 
study (TITAN) in patients with mCSPC, ischemic cardiovascular events 
occurred in 4% of patients treated with ERLEADA and 2% of patients 
treated with placebo. Across the SPARTAN and TITAN studies, 
6 patients (0.5%) treated with ERLEADA and 2 patients (0.2%) treated 
with placebo died from an ischemic cardiovascular event. Patients 
with current evidence of unstable angina, myocardial infarction, or 
congestive heart failure within six months of randomization were 
excluded from the SPARTAN and TITAN studies.
Fractures
Fractures occurred in patients receiving ERLEADA. Evaluate patients 
for fracture risk. Monitor and manage patients at risk for fractures 
according to established treatment guidelines and consider use of 
bone-targeted agents.
In a randomized study (SPARTAN) of patients with non-metastatic 
castration-resistant prostate cancer, fractures occurred in 12% of 
patients treated with ERLEADA and in 7% of patients treated with 
placebo. Grade 3-4 fractures occurred in 3% of patients treated with 
ERLEADA and in 1% of patients treated with placebo. The median 
time to onset of fracture was 314 days (range: 20 to 953 days) for 
patients treated with ERLEADA. Routine bone density assessment 
and treatment of osteoporosis with bone-targeted agents were not 
performed in the SPARTAN study.
In a randomized study (TITAN) of patients with metastatic castration-
sensitive prostate cancer, fractures occurred in 9% of patients treated  
with ERLEADA and in 6% of patients treated with placebo. Grade 3-4 
fractures were similar in both arms at 2%. The median time to onset 
of fracture was 56 days (range: 2 to 111 days) for patients treated with 
ERLEADA. Routine bone density assessment and treatment of osteoporosis 
with bone-targeted agents were not performed in the TITAN study.
Falls
Falls occurred in patients receiving ERLEADA with increased frequency in 
the elderly [see Use in Specific Populations]. Evaluate patients for fall risk.
In a randomized study (SPARTAN), falls occurred in 16% of patients 
treated with ERLEADA compared to 9% of patients treated with placebo. 
Falls were not associated with loss of consciousness or seizure.
Seizure
Seizure occurred in patients receiving ERLEADA. Permanently 
discontinue ERLEADA in patients who develop a seizure during 
treatment. It is unknown whether anti-epileptic medications will 
prevent seizures with ERLEADA. Advise patients of the risk of 
developing a seizure while receiving ERLEADA and of engaging in 
any activity where sudden loss of consciousness could cause harm 
to themselves or others.
In two randomized studies (SPARTAN and TITAN), five patients (0.4%) 
treated with ERLEADA and one patient treated with placebo (0.1%) 
experienced a seizure. Seizure occurred from 159 to 650 days after 
initiation of ERLEADA. Patients with a history of seizure, predisposing 
factors for seizure, or receiving drugs known to decrease the seizure 
threshold or to induce seizure were excluded. There is no clinical 
experience in re-administering ERLEADA to patients who experienced 
a seizure.
Embryo-Fetal Toxicity
The safety and efficacy of ERLEADA have not been established in 
females. Based on its mechanism of action, ERLEADA can cause fetal 
harm and loss of pregnancy when administered to a pregnant female 
[see Clinical Pharmacology (12.1) in full Prescribing Information]. Advise 
males with female partners of reproductive potential to use effective 
contraception during treatment and for 3 months after the last dose of 
ERLEADA [see Use in Specific Populations].
ADVERSE REACTIONS
The following are discussed in more detail in other sections of the labeling:
• Ischemic Cardiovascular Events [see Warnings and Precautions].
• Fractures [see Warnings and Precautions].
• Falls [see Warnings and Precautions].
• Seizure [see Warnings and Precautions].
Clinical Trial Experience
Because clinical trials are conducted under widely varying conditions, 
adverse reaction rates observed in the clinical trials of a drug cannot 
be directly compared to rates in the clinical trials of another drug and 
may not reflect the rates observed in practice.
The most common adverse reactions (≥  10%) that occurred more 
frequently in the ERLEADA-treated patients (≥  2% over placebo) 
from the randomized placebo-controlled clinical trials (TITAN and 
SPARTAN) were fatigue, arthralgia, rash, decreased appetite, fall, 
weight decreased, hypertension, hot flush, diarrhea, and fracture.
Metastatic Castration-sensitive Prostate Cancer (mCSPC)
TITAN, a randomized (1:1), double-blind, placebo-controlled, multi-center 
clinical study, enrolled patients who had mCSPC. In this study, patients 
received either ERLEADA at a dose of 240 mg daily or placebo. All patients 
in the TITAN study received a concomitant gonadotropin-releasing 
hormone (GnRH) analog or had prior bilateral orchiectomy. The median 
duration of exposure was 20 months (range: 0 to 34 months) in patients 
who received ERLEADA and 18  months (range: 0.1 to 34  months) in 
patients who received placebo.

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

System/Organ Class  
Adverse reaction

ERLEADA
N=524

Placebo
N=527

All Grades
%

Grade 3-4
%

All Grades
%

Grade 3-4
%

General disorders and  
administration site conditions

Fatigue1,3 26 3 25 2
Musculoskeletal and connective  
tissue disorders

Arthralgia3 17 0.4 15 0.9
Skin and subcutaneous  
tissue disorders

Rash2 28 6 9 0.6
Pruritus 11 <1 5 <1

Vascular disorders
Hot flush 23 0 16 0
Hypertension 18 8 16 9

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

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

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

Additional adverse reactions of interest occurring in 2%, but less than 
10% of patients treated with ERLEADA included diarrhea (9% versus 6% 
on placebo), muscle spasm (3% versus 2% on placebo), dysgeusia (3% 
versus 1% on placebo), and hypothyroidism (4% versus 1% on placebo).
Table 2:  Laboratory Abnormalities Occurring in ≥ 15% of ERLEADA-

Treated Patients and at a Higher Incidence than Placebo 
(Between Arm Difference > 5% All Grades) in TITAN (mCSPC)

Laboratory Abnormality

ERLEADA
N=524

Placebo
N=527

All Grades
%

Grade 3-4
%

All Grades
%

Grade 3-4
%

Hematology
   White blood cell decreased 27 0.4 19 0.6
Chemistry
   Hypertriglyceridemia1 17 3 12 2

1 Does not reflect fasting values

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

System/Organ Class  
Adverse reaction

ERLEADA
N=803

Placebo
N=398

All Grades
%

Grade 3-4
%

All Grades
%

Grade 3-4
%

General disorders and  
administration site conditions

Fatigue1,4 39 1 28 0.3
Musculoskeletal and  
connective tissue disorders

Arthralgia4 16 0 8 0
Skin and subcutaneous  
tissue disorders

Rash2 25 5 6 0.3

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

System/Organ Class  
Adverse reaction

ERLEADA
N=803

Placebo
N=398

All Grades
%

Grade 3-4
%

All Grades
%

Grade 3-4
%

Metabolism and nutrition disorders
Decreased appetite5 12 0.1 9 0
Peripheral edema6 11 0 9 0

Injury, poisoning and procedural  
complications

Fall4 16 2 9 0.8
Fracture3 12 3 7 0.8

Investigations
Weight decreased4 16 1 6 0.3

Vascular disorders
Hypertension 25 14 20 12
Hot flush 14 0 9 0

Gastrointestinal disorders
Diarrhea 20 1 15 0.5
Nausea 18 0 16 0

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

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

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

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

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

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

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

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

Laboratory Abnormality

ERLEADA
N=803

Placebo
N=398

All Grades
%

Grade 3-4
%

All Grades
%

Grade 3-4
%

Hematology
  Anemia 70 0.4 64 0.5
  Leukopenia 47 0.3 29 0
  Lymphopenia 41 2 21 2
Chemistry
  Hypercholesterolemia1 76 0.1 46 0
  Hyperglycemia1 70 2 59 1
  Hypertriglyceridemia1 67 2 49 0.8
  Hyperkalemia 32 2 22 0.5

1 Does not reflect fasting values
Rash
In the combined data of two randomized, placebo-controlled 
clinical studies, rash associated with ERLEADA was most commonly 
described as macular or maculo-papular. Adverse reactions of rash 
were reported for 26% of patients treated with ERLEADA versus 8% 
of patients treated with placebo. Grade 3 rashes (defined as covering 
>  30% body surface area [BSA]) were reported with ERLEADA 
treatment (6%) versus placebo (0.5%).
The onset of rash occurred at a median of 83  days of ERLEADA 
treatment. Rash resolved in 78% of patients within a median of 
78 days from onset of rash. Rash was commonly managed with oral 
antihistamines, topical corticosteroids, and 19% of patients received 
systemic corticosteroids. Dose reduction or dose interruption 
occurred in 14% and 28% of patients, respectively. Of the patients 
who had dose interruption, 59% experienced recurrence of rash upon 
reintroduction of ERLEADA. 
Hypothyroidism
In the combined data of two randomized, placebo-controlled clinical 
studies, hypothyroidism was reported for 8% of patients treated 
with ERLEADA and 2% of patients treated with placebo based on 
assessments of thyroid-stimulating hormone (TSH) every 4  months. 
Elevated TSH occurred in 25% of patients treated with ERLEADA 
and 7% of patients treated with placebo. The median onset was at 
the first scheduled assessment. There were no Grade 3 or 4 adverse 
reactions. Thyroid replacement therapy was initiated in 5% of patients 
treated with ERLEADA. Thyroid replacement therapy, when clinically 
indicated, should be initiated or dose-adjusted [see Drug Interactions].
Post-Marketing Experience
The following additional adverse reactions have been identified during 
post-approval use of ERLEADA. Because these reactions are reported 
voluntarily from a population of uncertain size, it is not always possible 
to reliably estimate the frequency or establish a causal relationship to 
drug exposure.
Respiratory, Thoracic and Mediastinal Disorders: interstitial lung disease
Skin and Subcutaneous Tissue Disorders: Stevens-Johnson syndrome/
toxic epidermal necrolysis

ERLEADA® (apalutamide) tablets ERLEADA® (apalutamide) tablets
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DRUG INTERACTIONS
Effect of Other Drugs on ERLEADA
Strong CYP2C8 or CYP3A4 Inhibitors 
Co-administration of a strong CYP2C8 or CYP3A4 inhibitor is predicted to increase the steady-state exposure 
of the active moieties (sum of unbound apalutamide plus the potency-adjusted unbound N-desmethyl-
apalutamide). No initial dose adjustment is necessary however, reduce the ERLEADA dose based on 
tolerability [see Dosage and Administration (2.2) in full Prescribing Information]. Mild or moderate inhibitors 
of CYP2C8 or CYP3A4 are not expected to affect the exposure of apalutamide.
Effect of ERLEADA on Other Drugs
CYP3A4, CYP2C9, CYP2C19 and UGT Substrates
ERLEADA is a strong inducer of CYP3A4 and CYP2C19, and a weak inducer of CYP2C9 in humans. Concomitant 
use of ERLEADA with medications that are primarily metabolized by CYP3A4, CYP2C19, or CYP2C9 can result 
in lower exposure to these medications. Substitution for these medications is recommended when possible 
or evaluate for loss of activity if medication is continued. Concomitant administration of ERLEADA with 
medications that are substrates of UDP-glucuronosyl transferase (UGT) can result in decreased exposure. 
Use caution if substrates of UGT must be co-administered with ERLEADA and evaluate for loss of activity 
[see Clinical Pharmacology (12.3) in full Prescribing Information].
P-gp, BCRP or OATP1B1 Substrates
Apalutamide was shown to be a weak inducer of P-glycoprotein (P-gp), breast cancer resistance 
protein (BCRP), and organic anion transporting polypeptide 1B1 (OATP1B1) clinically. At steady-
state, apalutamide reduced the plasma exposure to fexofenadine (a P-gp substrate) and rosuvastatin 
(a BCRP/OATP1B1 substrate). Concomitant use of ERLEADA with medications that are substrates of 
P-gp, BCRP, or OATP1B1 can result in lower exposure of these medications. Use caution if substrates 
of P-gp, BCRP or OATP1B1 must be co-administered with ERLEADA and evaluate for loss of activity if 
medication is continued [see Clinical Pharmacology (12.3) in full Prescribing Information].
USE IN SPECIFIC POPULATIONS
Pregnancy
Risk Summary
The safety and efficacy of ERLEADA have not been established in females. Based on its mechanism of 
action, ERLEADA can cause fetal harm and loss of pregnancy [see Clinical Pharmacology (12.1) in full 
Prescribing Information]. There are no human data on the use of ERLEADA in pregnant women. ERLEADA 
is not indicated for use in females, so animal embryo-fetal developmental toxicology studies were not 
conducted with apalutamide.
Lactation
Risk Summary
The safety and efficacy of ERLEADA have not been established in females. There are no data on the 
presence of apalutamide or its metabolites in human milk, the effect on the breastfed child, or the 
effect on milk production.
Females and Males of Reproductive Potential
Contraception
Males
Based on the mechanism of action and findings in an animal reproduction study, advise male patients 
with female partners of reproductive potential to use effective contraception during treatment and for 
3 months after the last dose of ERLEADA. [see Use in Specific Populations].
Infertility
Males
Based on animal studies, ERLEADA may impair fertility in males of reproductive potential [see Nonclinical 
Toxicology (13.1) in full Prescribing Information].
Pediatric Use
Safety and effectiveness of ERLEADA in pediatric patients have not been established.
Geriatric Use
Of the 1327 patients who received ERLEADA in clinical studies, 19% of patients were less than 65 years, 
41% of patients were 65 years to 74 years, and 40% were 75 years and over.
No overall differences in effectiveness were observed between older and younger patients.
Of patients treated with ERLEADA (n=1073), Grade 3-4 adverse reactions occurred in 39% of patients 
younger than 65 years, 41% of patients 65-74 years, and 49% of patients 75 years or older. Falls in patients 
receiving ERLEADA with androgen deprivation therapy was elevated in the elderly, occurring in 8% of 
patients younger than 65 years, 10% of patients 65-74 years, and 19% of patients 75 years or older.
OVERDOSAGE
There is no known specific antidote for apalutamide overdose. In the event of an overdose, stop 
ERLEADA, undertake general supportive measures until clinical toxicity has been diminished or resolved.
PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Patient Information).
Ischemic Cardiovascular Events
•  Inform patients that ERLEADA has been associated with ischemic cardiovascular events. Advise 

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

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

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

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

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

they develop a rash [see Adverse Reactions].
Dosage and Administration
•  Inform patients receiving concomitant gonadotropin-releasing hormone (GnRH) analog therapy that 

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

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

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

•  Instruct patients who have difficulty swallowing tablets whole to mix the recommended dose of 
ERLEADA tablets with applesauce. Do not crush tablets [see Dosage and Administration (2.3) in full 
Prescribing Information].

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

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

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

for 3 months following the last dose of ERLEADA [see Use in Specific Populations].
Manufactured by: Manufactured for:
Janssen Ortho LLC Janssen Products, LP
Gurabo, PR 00778 Gurabo, PR 00778
© 2019 Janssen Pharmaceutical Companies     cp-50510v4
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CONCEPCION: The case we’re going to dis-
cuss is of de novo metastatic castration-sensitive 
prostate cancer. In December 2019, a 79-year-
old Caucasian man presents to urology with 
acute urinary retention and a PSA of 4.6 ng/
mL from his local primary care office. He has a 
history of cerebrovascular accident (CVA).

The patient undergoes minimally invasive 
therapy for his acute urinary retention, but 8 
months later returns to the office with wors-
ening lower urinary tract symptoms as well 

as gross hematuria. He under-
goes a cystoscopy in the office, 
which shows an obstructing 
prostate, a questionable mass 
effect of a left hemitrigone at 
the left orifice, and a PSA of
8.1 ng/mL.

He undergoes transurethral resection of 
the prostate (TURP) to relieve the worsening 
obstruction, as well as biopsy of the trigonal 
mass. Now, he has Gleason grade group 5, Glea-
son 4+5 prostate cancer in all the tissue that is 
submitted. He has no visceral metastases and 
on bone scan, he has multiple areas to the axial 
skeleton, femur, and pelvis that are all suggestive 
of metastatic disease.

Dr Kernen, given what I’ve just outlined, 
please share your thoughts on how you would 
manage this patient.

KERNEN: Dr Garcia and I actually did a tumor 
board like this one recently that included dis-
cussion of data collected for 1400 patients with 
de novo metastatic castration-sensitive prostate 
cancer (CSPC) between April 2019 and March 
2020. Seventy-four percent of all patients were 
treated with androgen deprivation therapy 
(ADT) alone or with just a first-generation 

anti-androgen. Basically, in 2019-2020, we are 
treating patients with 1980s-era standards. 
That’s the wrong answer. ADT alone plus or 
minus first-generation anti-androgen, such as 
bicalutamide, is clearly the wrong therapy. But I 
think it’s important to get that message out there 

and that’s what’s going on right now in the US 
for these patients, regardless of being seen by a 
urologist or medical oncologist.

If you look at the National Comprehensive 
Cancer Network guidelines, basically, these 
patients need ADT plus either chemotherapy      
or novel hormonal therapy.

We tend to use degarelix (Firmagon) first. 
It lowers the testosterone almost immediate-
ly. That’s our starting point. Then you have to 
decide on a novel hormonal agent versus che-
motherapy. This patient has had a stroke. That 
eliminates enzalutamide (Xtandi), so then you 
would consider apalutamide (Erleada) or abirat-

eratone acetate (Zytiga) versus chemotherapy.
He’s got high-volume disease. In the TITAN 

trial [evaluating the addition of apalutamide 
to ADT], both patients with low-volume and 
high-volume disease did very well.1 For this 
patient, I would probably lean more towards apa-
lutamide as opposed to standard chemotherapy. 
I think he would tolerate it pretty well.

CONCEPCION: Dr Garcia, could you give us 
an overview of disease volume and how it might 
play a role in what agent you would prescribe up 
front for this particular patient?

GARCIA: I think that a year or 2 ago, I would 
have put more emphasis on disease volume. But 
I think the data right now would suggest, as Dr 
Kernen mentioned, that regardless of volume, 
what you need is treatment intensification.

I think many have shifted away from chemo-
therapy to abiraterone, just for simplicity’s sake, 
and from abiraterone to the androgen receptor 
inhibitors just by virtue of the lack of predni-
sone and the lack of fasting. My agents of choice 
right now for the most part are apalutamide 
or enzalutamide. I agree with Dr Kernen that 

cerebrovascular accident (CVA) 
may push me away from enzalut-
amide a little bit because of the 
issue of increasing the risk for 
seizure activity, which I still 
don’t buy fully.

I think the issue with volume 
is that this man has high-volume disease for 2 
reasons. No. 1, he has grade group 5 disease 
and No. 2, he has more than 3 bone metastases. 
That is the definition that we use based on the 
LATITUDE trial.2 Based on the CHAARTED 
criteria, which defined high volume as presence 
of visceral metastases or 4 or more bone lesions 
with 1 or more outside the spine and pelvis,3

more than likely he would have been considered 
high-volume as well.

I think the STAMPEDE data4 challenged 
the notion that volume really matters when 
you make these selections because the hetero-
geneity data of the follow-up from that analysis 
would suggest, in fact, that regardless of vol-
ume, men with metastatic castration-naïve or 
castration-sensitive disease will derive a benefit 
regardless of the agent selected.

But I do want to remind the group that if you 
look at median survival, which is getting into Dr 

Case review: De novo metastatic CSPC 
in a 79-year-old man

As the complexity of cancer management continues to mount, clinicians frequently 

face difficult therapeutic decisions that mandate the input from colleagues and 

various specialties critical for optimizing patient care. To this end, Urology Times®, 

in partnership with LUGPA, has launched Around the Practice, a monthly urologic 

virtual tumor board featuring live case review from multidisciplinary experts. In 

the most recent installment, a panel convened to discuss cases involving de novo 

metastatic renal cell carcinoma, metastatic castration-sensitive prostate cancer, and 

nonmetastatic castration-resistant prostate cancer. What follows is an edited portion 

of the panel’s conversation regarding the metastatic castration-sensitive prostate 

cancer case.

The panelists included moderator Raoul S. Concepcion, MD, FACS; Jorge Garcia, 

MD; Kenneth M. Kernen, MD; and J. Travis Mendel, MD.
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Patient presents with gross hematuria as well as history of cerebrovascular accident

How might disease volume 
play a role in what agent you 
would prescribe up front for this 
particular patient?
RAOUL S. CONCEPCION, MD, FACS

I think the data right now 
would suggest...that regardless 
of volume, what you need is 
treatment intensifi cation.
JORGE GARCIA, MD
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Kernen’s very important point as to single-agent 
monotherapy with an LHRH agonist-or antag-
onist-based therapy, the median survival for 
someone with high-volume metastatic disease 
today is approximately 33 to 34 months.

With intensifying the treatment regardless 
of the agent used, you can double that survival 
improvement to almost 60-plus months, thus 
reducing the relative risk of mortality by almost 
40%, something that is clearly unheard of in the 
history of prostate cancer.

I think many in the US would probably use 
one of the novel androgen receptor inhibitors 
for this patient and probably just by virtue of the 
CVA, apalutamide would be the agent of choice, 
at least in my opinion.

CONCEPCION: Dr Mendel, let’s say the 
patient in the case we’re discussing is 60 years 
old. What are your thoughts on treating the 
primary tumor with radiation?

MENDEL: We’ve had a lot of back and forth 
in my practice about cases like this. I use data 
from STAMPEDE and 2 other trials to guide 
me. STAMPEDE was published in 2018 and 
looked at definitive treatment essentially of the 
primary tumor with radiation versus just stan-
dard systemic therapy. This was a randomized 
trial that included hundreds of patients.

Initially, there didn’t seem to be an overall 
survival signal with treatment of this. But then 

they stratified the patients to 
low-volume and high-volume 
disease, and they found that 
patients who have low-volume 
disease actually benefited from 
treatment of their prostate. I 
think their definition was 3 or 

less lesions, but the term “oligometastatic” is 
starting to be thrown around a lot in radiation 
oncology, especially in prostate cancer.

I use 5 lesions. If they have 5 or fewer lesions, 

then I’ll treat the primary tumor and treat those 
lesions.

The second study I refer to is the STOMP tri-
al, which found that metastasis-directed therapy 
was associated with increased ADT-free survival 
compared with surveillance alone.5 The other 
trial is SABR-COMET, and that study evalu-
ated multiple cancer types, including prostate.6

The investigators treated oligometastatic lesions 
and were able to detect an overall survival ben-
efit that was statistically significant within the 
design of the trial. STAMPEDE, STOMP, and 
SABR-COMET are the 3 trials I use to rational-
ize treating patients with low-volume disease.

This patient does not have low-volume dis-
ease. It sounds like he’s riddled with metastasis. 
In these patients, I would reserve external beam 
radiation for palliative purposes. He might be a 
candidate for Xofigo [radium-223 dichloride] in 
the future once he becomes castration resistant.

CONCEPCION: I think the problem with a 
lot of the trials is that by treating the primary 
tumor with metastatic disease, the end point 
they always look at is, does it affect survival? 
Although yes, that is 1 end point, the problem 
in the interim period is that patients suffer from 
incredibly locally aggressive disease, whether it’s 
bilateral ureteral obstruction, gross hematuria, 
or clot retention, because they’ve blown through 
their ADT. Patients care about living longer, 
but at the same time, we also have to maintain 
quality of life. This patient already has gross 
hematuria. He’s 79. Dr Kernen, what are your 
thoughts about treating the primary tumor with 
a robotic prostatectomy?

KERNEN: A 79-year-old who has had a CVA 
is not an optimal robotic pros-
tatectomy candidate. But as you 
mentioned, we do see a lot of 
people suffering with really bad 
local disease with hematuria, 
obstruction of the ureter, etc. 
This is where I think radiation 

therapy really shines.
Another option would be local cryotherapy. 

It depends on how aggressive the TURP and 
the defect was. But I do believe that combination 
therapy is really critical because these men are 
probably going to live a long time, and you do 
not want these men to suffer because it’s miser-
able.UT
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“If patients fail standard treatments, but there 
is an identified DNA repair pathway gene muta-
tion in their inherited germline or based on 
somatic tumor or metastasis testing, such as a 
mutated BRCA1 or BRCA2 gene, they are eli-
gible for this new class of oral agents,” Gomella 
said.

The American Urological Association (AUA) 
released a new advanced prostate cancer guide-
line in 2020.1,2 One of the biggest take-home 
messages in the new document is that clini-
cians should offer PARP inhibitors to patients 
with these deleterious or suspected deleterious 
germline or somatic repair gene mutations, 
Gomella said.

Standout research in prostate cancer pub-
lished in 2020 includes the CARD study 
(NCT02485691),3 which looks at using the 
previously approved chemotherapy drug caba-
zitaxel ( Jevtana). Results suggest a significant 
improvement in overall survival in patients with 
metastatic castration-resistant prostate cancer 
who had failed docetaxel. Cabazitaxel treatment 
resulted in an improvement in these patients 
versus using an androgen receptor pathway 
blocker, such as abiraterone (Zytiga) or enzalut-
amide (Xtandi).

“This is important because it shows this che-
motherapy can be active after failure of another 
chemotherapy and give you improved overall 
survival, and helps clarify some of the questions 
concerning sequencing medications in advanced 
prostate cancer,” Gomella said.

Still investigational but under priority review 
at the FDA for treatment of advanced prostate 
cancer, relugolix is an oral GnRH antagonist 
with a superior sustained castration rate through 
week 48, according to a phase 3 study in the New 
England Journal of Medicine.4 Results also show 

a reduced risk of major adverse cardiovascular 
events compared with leuprolide.

Theranostics is an important area of research 
for patients with prostate cancer. The technol-
ogy not only identifies the metastasis but also 
kills the cancer with a therapeutic radioiso-
tope such as lutetium-177. In the TheraP trial 
(NCT03392428), the first randomized trial to 
compare a theranostic known as lutetium-177–
labeled prostaste-specific membrane antigen 
(Lu-PSMA) with refractory cancer, the majority 
of patients showed greater than a 50% decline in 
PSA, according to results presented at the 2020 
American Society of Clinical Oncology Virtual 
Scientific Program.5

“The phase 3 VISION trial [NCT03511664] 
will tell us more,” Gomella said. “VISION is 
comparing standard of care with or without 
Lu-PSMA for patients with metastatic castra-
tion-resistant prostate cancer who have disease 
progression on docetaxel and enzalutamide or 
abiraterone acetate.”

In addition, on December 1, 2020, the FDA 
approved the first drug for positron emission 
tomography imaging of PSMA-positive lesions 
in men with prostate cancer, Gallium 68 PSMA-
11 (Ga 68 PSMA-11).6

Bladder cancer treatments advance
Pembrolizumab (Keytruda) is the first system-
ic treatment approved for non–muscle-invasive 
bladder cancer (NMIBC). Pembrolizumab was 
approved in 2020 based on the KEYNOTE-057 
trial (NCT02625961), which looked at patients 
who had BCG-unresponsive, high-risk 
NMIBC.7 Patients had a 41% carcinoma in situ 
response rate, and the response lasted a little 
over 1 year and 4 months, with almost half the 
patients having a complete response after about 
12 months, according to Gomella.

The FDA approved the reverse-thermal 
hydrogel mitomycin (Jelmyto), a first-in-class 
treatment for adult patients with low-grade 
upper tract urothelial cancer. The land-
mark approval of this proprietary sustained-
release hydrogel-based platform technology 
is based on positive results of a 59% complete 
response rate from the phase 3 OLYMPUS trial 
(NCT02793128).8

“We never really had anything to do for these 
people before except for repeated biopsies and 
ablation or, unfortunately, taking out their kid-
ney and ureter,” Gomella said.

Gomella served as a coauthor of a recently 
published Lancet Oncology study that evaluated 
the novel intravesical gene-mediated therapy 
nadofaragene firadenovec for patients with 
high-grade, BCG-unresponsive NMIBC.9 In 
that study, the investigational agent induced 
complete responses in more than half of patients.

Treating overactive bladder
or incontinence
There were significant overactive bladder treat-
ment advances in 2020, and many more are on 
the horizon, according to Priya Padmanabhan, 
MD, MPH, professor of urology at Oakland 
University William Beaumont School of Med-
icine in Rochester, Michigan.

“There was a period of stagnancy in overac-
tive bladder treatment, yet we are now bursting 
at the seams with new ideas and technologies,” 
Padmanabhan said.

In pharmacotherapy, the only alternative to 
anticholinergics had been mirabegron (Myrbe-
triq), a beta-3 agonist.

The FDA has accepted a new drug applica-
tion by Urovant for vibegron, a small molecule 
beta-3 agonist. Data from the Empowur study 
(NCT03492281), a phase 3, double-blind, ran-
domized trial, supported the approval.10 Vibe-
gron is being studied for treatment of overactive 
bladder in patients with benign prostatic hyper-
plasia (BPH) at multiple sites, including Beau-
mont Hospital in Royal Oak, Michigan. Full 
FDA approval is just a matter of time, according 
to Padmanabhan.

Sacral neuromodulation has 2 systems chal-
lenging norms in 2020. Medtronic and Axonics 
Modulation Technologies both have MRI-safe 
and rechargeable options, according to Pad-
manabhan.

“This is a culmination of the [Axonics ARTI-
SAN-SNM trial (NCT03327948)].11 Data [are] 
starting to be collected in Medtronic’s ELITE 
study [NCT04506866] of the new InterStim 
Micro system. We have been involved with both 
trials,” Padmanabhan said. “Axonics has recent-
ly won FDA approval for its next-generation 
rechargeable neurostimulator, a rechargeable 
battery requiring less time to charge.”

There is much interest in creating an implant-
able tibial nerve stimulator. Response would 
ideally be achieved quicker and without the 
repetitive visits required by standard percu-
taneous tibial nerve stimulation. According to 
Padmanabhan, there are a number of implants 
under consideration: BlueWind’s RENOVA, 
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“If patients fail standard 
treatments, but there is an 
identified DNA repair pathway 
gene mutation in their inherited 
germline or based on somatic 
tumor or metastasis testing, 
such as a mutated BRCA1 or 

BRCA2 gene, they are 
eligible for [a PARP 
inhibitor].”

LEONARD G. GOMELLA, MD

“All in all, there [have] been 
tremendous therapeutic 

movement and 
research on overactive 
bladder in 2020.”

PRIYA PADMANABHAN, MD, MPH
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Valencia’s eCoin, Micron Medical Corpora-
tion’s PROTECT, and the Bioness StimRouter.

Urovant Sciences presented results of its 
phase 1 trial (NCT04211831) on URO-902, a 
gene therapy using a naked DNA plasmid vec-
tor that is delivered directly into the bladder.12 

Padmanabhan and colleagues are participating 
in the phase 2 trial.

The BTL EMSELLA chair delivers high-in-
tensity, focused electromagnetic perineal stimu-
lation to patients who remain fully clothed. This 
stimulation activates the motor neurons in the 
pelvic floor. There is now active enrollment to 
study the effects on all types of incontinence.

“This involves a sham and an active arm 
with treatment administered twice weekly 
for 6 weeks total,” Padmanabhan said. “All in 
all, there [have] been tremendous therapeutic 
movement and research on overactive bladder 
in 2020.”

Making strides in BPH
The COVID-19 pandemic did not stop Steven 
A. Kaplan, MD, and colleagues from launching 
the Society of Benign Prostate Disease (https://
societyofbenign.godaddysites.com), the first 
BPH specialty society in the United States, 
according to Kaplan, who is professor of urology 
and director of the Men’s Wellness Program at 
Icahn School of Medicine at Mount Sinai, New 
York, New York.

“We will have a virtual meeting in 2021,” he 
said.

In other BPH developments, the FDA 
approved Medi-Tate’s iTind device.

“It is a device you leave in the prostate for 
about 5 days, [during which] it creates incisions 
at the prostate. Then you remove it and, in the-
ory, it leaves the channels more open,” Kaplan 
said.

Medicare is now reimbursing for Aquablation, 
which uses a heat-free waterjet controlled by 
robotic technology to remove prostate tissue.

A promising device in the phase 3 trial 

EVEREST-I (NCT03423979) is the Optilume 
BPH Prostatic Drug Coated Balloon Dilation 
Catheter, according to Kaplan, the study’s prin-
cipal investigator.

“The Optilume device is a balloon dilation of 
the prostate that uses paclitaxel to diminish the 
inflammatory response. It is a 2-for-1 therapy, 
basically. The data are some of the best we have 
seen,” Kaplan said.

One of the year’s standout studies published 
in Urology was “Mirabegron vs placebo add-
on therapy in men with overactive bladder 
symptoms receiving tamsulosin for underlying 
benign prostatic hyperplasia: a safety analysis 
from the randomized, phase 4 plus study.”13 The 
authors reported no unexpected safety concerns 
in men receiving tamsulosin (Flomax) for lower 
urinary tract symptoms associated with BPH 
who subsequently received mirabegron add-on 
therapy.

Kaplan noted that the AUA released an 
amended BPH surgical management guide-
line in 2020,14 and in 2021 the guideline will be 
revised again to include medical therapy.

What’s new in stone disease 
Curtailed plans to take on capital equipment 
put a damper on new device trialing for kidney 
stones during the pandemic, according to Brian 
R. Matlaga, MD, MPH, professor of urology 
and director of the Gerald and Helen Stephens 
Center for Stone Disease at the James Buchan-
an Brady Urological Institute at Johns Hopkins 
University School of Medicine in Baltimore, 
Maryland.

“A device that was introduced in 2019 but came 
into widespread use this year is the thulium fiber 
laser [Soltive, Olympus],” Matlaga said. “The 
thulium fiber is an entirely new way to gener-
ate laser energy. It has been reported to allow 
us to treat certain kidney stones potentially
in a more efficient fashion, but the clinical data 
are not there quite yet.”

There have been several publications in 
peer-reviewed literature about managing uro-
logic diseases, including stone disease, during 
a pandemic.

“If our numbers do increase, these shared 
experiences could serve as playbooks for us in 
the field of how we’re going to manage stone 
or other urologic patients,” Matlaga said. “We 
have learned that the clinical enterprise cannot 
be shut down completely. The nature of stone 
disease is that there are acute events that do 
require treatment even in the midst of a pan-
demic at its peak. These studies provide a way 
to stratify the urgency of an intervention with 
predefined criteria.”

There also is growing interest in intrarenal 
pressure during endoscopic stone management.

“We know that during ureteroscopy that 

we can generate pressures within the kidney 
through the use of pressurized irrigation. We do 
not, as a field, really have a clear understanding 
of the effects of those pressures. We have seen 
several studies coming out looking at various 
impacts of intrarenal pressure or how to mea-
sure intrarenal pressure,” Matlaga said.

Developments continue in treating 
sexual dysfunction
Device and drug approvals in the sexual dys-
function arena slowed in recent months, but 
there were important developments in research, 
according to Arthur L. Burnett II, MD, MBA, 
the Patrick C. Walsh Distinguished Professor 
of Urology and professor of oncology at Johns 
Hopkins University School of Medicine.

“One sign of the times has to do with the 
impact of the COVID-19 virus on sexual 
health,” Burnett said. “I think there has been 
a great deal of emphasis in the arena of mental 
health and its impact in terms of relationships 
and how individuals are interacting. This ques-
tion of how do we deal with the impact of the 
virus on relationships, sexual activity, the risk 
for transmission, etc, has [received] attention in 
recent months.”

Burnett said there is anecdotal evidence that 
the implant business has increased in recent 
months, and device companies such as Boston 
Scientific are trying to better understand why.

“I am one of the high implanters and am work-
ing with Boston Scientific to mine those data,” 
Burnett said. “We speculate that it may be some 
of the cases were deferred or delayed. Another 
possibility is that people are working from home 
and can recover without having to take a lot of 
time off. Maybe another factor is that people are 
recognizing that sexual activity is important, 
especially if the world is going to end.”

Another research trend focuses on the effect 
of health care disparities and racial inequities 
on sexual dysfunction. That research previously 
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“The Optilume device is a 
balloon dilation of the prostate 
that uses paclitaxel to diminish 
the inflammatory response. It is 
a 2-for-1 therapy, basically. The 

data are some of the 
best we have seen.”

STEVEN A. KAPLAN, MD

“The thulium fiber is an entirely 
new way to generate laser 
energy. It has been reported to 
allow us to treat certain kidney 
stones potentially in a more 

efficient fashion, but 
the clinical data are not 
there quite yet.”

BRIAN R. MATLAGA, MD, MPH

See UROLOGY IN 2020, on page 18
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was more centered on disparities in heart disease 
and cancer.

“[Although] not fully measured or documented,
I do think there is the appreciation out there 
that disparities exist in regard to sexual medi-
cine and health care,” he said. “These are some 
of the phenomena that I am seeing and hearing 
in conversations, webinar attendance, talking 
with specialists and industry.”

The AUA, in conjunction with the Sexual 
Medicine Society of North America, recently 
rolled out a guideline for disorders of ejaculatory 
function,15 and a new priapism guideline is in the 
works, according to Burnett.

The pandemic effect
COVID-19 forced physicians to embrace tele-
medicine, a need long overdue, according to 
Padmanabhan.

“In attempting to reduce transmission, we 
made radical changes in the way we provide 
quality care for our [patients with overactive 
bladders],” she said. “[Through telemedicine,] 
I was able to survey symptoms, recommend 
medications, and assess success with subjective 
questions and quality-of-life questionnaires. If 
there is any concern, patients may be invited to 
come in for physical exam and testing. With this 
change, there has been an increase in patient 
accessibility, reaching individuals with physical 
and financial limitations that we could not have 
reached as easily before.”

The true impact of delays in urologic care 
have yet to be sorted. But indications are that 
some men with prostate cancer might be more 
resilient than other patients with cancer during 
a pandemic, according to Gomella.

The National Comprehensive Cancer Net-
work reported minimal harm is expected with 
delays in prostate cancer care or treatment tak-
ing from 3 to 6 months, especially when weighed 
against the risk of mortality of COVID-19.16

There is a recent finding related to the pan-
demic that might surprise most urologists and 
their patients with prostate cancer. Although 
patients with most types of cancer have an 
increased risk of severe acute respiratory syn-
drome coronavirus 2 (the virus that causes 
COVID-19) infection compared with patients 
without cancer, patients with prostate cancer 
receiving androgen ablation had a significantly 
lower infection risk. This resulted in a series of 
clinical trials using androgen ablation in the 
battle against COVID-19, and these have been 
reviewed in an editorial by Gomella titled 
“COVID-19 and the prostate cancer connec-
tion,” published in October in the Canadian 
Journal of Urology.17 UT
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“[Although] not fully measured 
or documented, I do think there 
is the appreciation out there 
that disparities exist in regard 

to sexual medicine and 
health care.”

ARTHUR L. BURNETT II, MD, MBA

UROLOGY IN 2020
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At the 38th Annual CFS® virtual interactive con-
ference, Maha Hussain, MD, hailed 2020 as the 
year “we have finally reached the era of precision 
medicine in prostate cancer.”1

She said the era was launched by the FDA’s 
approval this year of the PARP inhibitors olapa-
rib (Lynparza) and rucaparib (Rubraca) for the 
treatment of patients with metastatic castra-
tion-resistant prostate cancer (mCRPC) whose 
tumors harbor specific genetic alterations.

“Metastatic prostate cancer is a complex can-
cer with marked inter- and intrapatient hetero-
geneity; therapy development must focus on 
the totality of disease biology,” said Hussain, 
Genevieve Teuton Professor of Medicine and 
deputy director of the Robert H. Lurie Com-
prehensive Cancer Center of the Northwest-
ern University Feinberg School of Medicine, 
Chicago, Illinois.

In her presentation at CFS®, Hussain high-
lighted the pivotal data that led to the approval 
of olaparib and rucaparib in prostate cancer.

PROfound trial
The FDA approved olaparib in May 2020 for 
the treatment of adult patients with deleterious 
or suspected deleterious germline or somat-
ic homologous recombination repair (HRR) 
gene-mutated metastatic mCRPC who have 
progressed following prior treatment with 
enzalutamide (Xtandi) or abiraterone acetate 
(Zytiga).

The approval was supported by the phase 
3 PROfound trial, in which the risk of death 
was reduced by 31% with olaparib compared 
with abiraterone or enzalutamide (HR, 0.69; P
<.0001) in patients with mCRPC harboring an 
alteration in BRCA1, BRCA2, or ATM.2 Olapa-
rib also reduced the risk of disease progression 
or death by 66% (HR, 0.34; P <.001).

The PROfound trial enrolled patients with 
mCRPC who had alterations in at least 1 of 
15 prespecified genes with a direct or indirect 
role in HRR and whose disease had progressed 
during previous treatment with a next-genera-
tion hormonal agent.

Cohort A (n = 245) consisted of patients with 
at least 1 alteration in BRCA1, BRCA2, or ATM, 
whereas cohort B (n = 142) comprised patients 
with at least 1 alteration in any of the other 12 
prespecified genes.

Patients were randomly assigned 2:1 to receive 
either olaparib or the physician’s choice of 
enzalutamide or abiraterone. The study allowed 
patients to cross over from the control arm to 
receive olaparib at disease progression. In cohort 
A, 162 patients received olaparib and 83 patients 
were assigned to control therapy. In cohort B, 94 
patients received olaparib and 48 patients were 
in the control arm.

The median OS was superior with olapar-
ib compared with control therapy in cohort 
A (19.1 months vs 14.7 months; HR, 0.69; P = 
.02) and cohort B (14.1 months vs 11.5 months; 
HR, 0.96). Also of note, in cohort A the median 
progression-free survival was 7.4 months with 
olaparib compared with 3.6 months in the con-
trol arm (HR, 0.34; P < .001).

Hussain noted that in cohort A, 67% (56 of 
83) of patients on the control arm crossed over 
at progression, and a crossover-adjusted analy-
sis showed an even greater survival benefit for 
olaparib, with a hazard ratio for OS of 0.42.

Hussain also shared the findings from a post 
hoc analysis examining the impact of prior che-
motherapy. Among the subgroup of patients 
with a BRCA1 or BRCA2 alteration, the OS 
benefit for olaparib versus the control arm was 
greater among patients who had no prior tax-
ane-based therapy (HR, 0.30), but there was still 
a benefit for the PARP inhibitor among those 
who had received prior taxane-based treatment 
(HR, 0.64). In the subgroup of patients with a 
CDK12 alteration, the olaparib benefit primarily 
occurred among patients with no prior taxane 
(HR, 0.72) compared with those with a prior 
taxane (HR, 1.01).

What was interesting, Hussain said, was that 
in patients with ATM alterations, there was no 
olaparib benefit in those who were taxane naïve 

(HR, 2.82), whereas the PARP inhibitor had 
an OS benefit in patients who had previously 
received a taxane (HR, 0.45).

Across the study, the most common adverse 
events among patients receiving olaparib were 
anemia (39%), nausea (36%), and fatigue or 
asthenia (32%). Treatment with olaparib was dis-
continued because of anemia in 7% of patients 
and because of neutropenia, thrombocytopenia, 
nausea, vomiting, or fatigue or asthenia in 1% 
of the patients for each.

TRITON2 trial
Also in May 2020, the FDA approved rucapa-
rib for the treatment of patients with BRCA
mutation (germline and/or somatic)–associated 
mCRPC who have been treated with androgen 
receptor–directed therapy and a taxane-based 
chemotherapy.

The approval was based on findings from the 
phase 2 TRITON2 trial, in which the PARP 
inhibitor induced a 44% confirmed objective 
response rate (ORR) in 62 evaluable patients 
with BRCA1/2-mutant mCRPC.3

In the international, multicenter, open-label 
TRITON2 study, investigators enrolled male 
patients with mCRPC associated with 1 of 13 HRR 
gene alterations. Patients had disease progression 
on androgen receptor–directed therapy and 1 prior 
taxane-based chemotherapy. Patients were treated 
with single-agent rucaparib until radiographic pro-
gression or treatment discontinuation.

The preliminary results included data from 
85 patients enrolled through June 29, 2018, 
with a median follow-up of 5.7 months (range, 
2.6-16.4). These data showed that rucaparib 
demonstrated a 44% confirmed ORR by inves-
tigator assessment among evaluable men with 
BRCA1/2-mutated mCRPC. Among those with 
BRCA1/2 alterations, 51.1% had a confirmed 
PSA response to rucaparib.

Expert: 2020 marks dawn of the precision 
medicine era in prostate cancer
FDA approval of PARP inhibitors olaparib and rucaparib has launched new era, investigator says

“Metastatic prostate cancer 
is a complex cancer with 
marked inter- and intrapatient 
heterogeneity; therapy 

development must 
focus on the totality of 
disease biology.”

MAHA HUSSAIN, MD

See PRECISION MEDICINE page 20

TABLE 1. PROfound trial of olaparib:
key � ndings2

Olaparib reduced risk of death by 31% compared with 
abiraterone or enzalutamide (HR, 0.69; P <.0001).

Olaparib reduced the risk of disease progression or death 
by 66% (HR, 0.34; P <.001).
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All 11 investigator-assessed radiographic 
responses in the patients with BRCA-mutat-
ed tumors were partial responses; 9 patients 
(36.0%) had stable disease. The median duration 
of response had not been reached.

Updated findings were presented at the 2019 
European Society for Medical Oncology Con-
gress, with a median follow-up of 13.1 months 
(range, 4.1-28.5).4 Results showed that rucaparib 
elicited a 43.9% confirmed ORR and a confirmed 
PSA response of 52.0% in patients with mCRPC 
and a BRCA1/2 mutation. Responses were durable, 
with 60% of responses lasting 24 weeks or longer.

Regarding safety, all-grade treatment-emer-
gent adverse events occurring in more than 20% 
of patients were asthenia/fatigue (55.3%), nausea 
(49.5%), anemia/decreased hemoglobin (37.9%), 
decreased appetite (27.9%), transient increased 
aspartate transaminase/alanine aminotrans-
ferase (24.7%), constipation (24.7%), vomiting 
(22.1%), and diarrhea (21.1%).

Looking forward, Hussain said investigators 
are continuing to study the optimal use of PARP 

inhibitors in prostate cancer with studies such 
as the phase 3 PROpel trial of olaparib plus abi-
raterone as frontline therapy for men with 
mCRPC (NCT03732820) and the phase 2 
CheckMate 9KD trial of rucaparib plus 
nivolumab (Opdivo) in men with mCRPC 
(NCT03338790).UT
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PSA screening recommendation needs revision amid 
rising rate of aggressive disease
EDITOR’S NOTE: The below letter was submitted 
as a response to the Urology Times® article “PSA 
screening in prostate cancer: the controversy 
continues.”1

To the editor:
We strongly believe, based on our studies of 2396 
prostate biopsies (performed due to elevated PSA, 
abnormal digital rectal examination [DRE], or 
both) done in 2010-2012, 2018, and 2019, that an 
annual prostate cancer (PCa) screening should 
be offered to all men 55 years and older, and 
especially in high-risk men (African American 
[AA] men, those with a family history of prostate 
cancer, and healthy men 70 years and older).

Our recent study, “A trend toward aggres-
sive prostate cancer,”2 showed that after the 
United States Preventive Services Task Force 
(USPSTF) recommended against PCa screen-
ing, there was a trend of increasing prostate 
cancer diagnoses with higher grades despite a 
decrease in overall biopsy rates. We found that 
in 2019, compared with 2010-12, the number of 
biopsies decreased by 45% while the diagnosis 
of PCa increased 3-fold.

Prior to 2012, annual PCa screening reduced 
PCa mortality by 50%. Since the USPSTF rec-
ommended against PSA- and DRE-based PCa 

screening, 50% of primary care physicians do 
not offer PCa screening.

The American Cancer Society reported 
161,360 new cases of PCa in 2017, 164,690 in 
2018, and 174,650 in 2019, and estimates 191,930 
for 2020—an increasing trend. The PCa mor-
tality is also increasing: 26,730 deaths in 2017, 
29,430 in 2018, 31,620 in 2019, and an estimated 
33,330 in 2020.

Our study identified 3 high-risk groups for 
increased incidence and grade of PCa: African 
American men, men with a family history of 
PCa, and healthy men aged 70 to 80 years. As 
the Urology Times® article notes, the PLCO 
screening study was not only contaminated 
with screening in the control arm but also only 
enrolled 4% African American men. In the 
United States, African American men represent 
12% of the population, and in large cities, they 
represent over 30% of the population. In the 
major European and UK screening studies, only 
1% of patients had African heritage. Therefore, 
the large PCa screening studies underrepresent 
African American men.

In 2010, Medicare spent $11.8 billion on PCa 
care and by 2018 this increased up to $15.3 bil-
lion, largely because of the treatment of late-
stage disease.

Overdiagnosis and overtreatment is signifi-
cantly reduced because of improved testing and 
active surveillance.

We agree with the authors [of a recent New 
England Journal of Medicine study3] that the 
USPSTF should reanalyze the long-term data 
and clearly recommend annual PSA- and DRE-
based prostate screening to reduce PCa morbid-
ity, PCa deaths, and the cost of PCa care.

Sincerely,

Navin Shah, MD; and Vladimir Ioffe, MD / Greenbelt, 
Maryland
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TABLE 2. TRITON2 trial of rucaparib: 
key findings4

Rucaparib elicited a 43.9% confirmed objective response 
rate and a confirmed PSA response of 52.0% in patients 
with mCRPC and a BRCA1/2 mutation.

Sixty percent of responses lasted 24 weeks or longer.
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A feasibility study showed that 68Ga-PSMA Ceren-
kov luminescence imaging (CLI), a novel opera-
tive imaging technique, demonstrated precision in 
assessing surgical margins during radical prostatec-
tomy, according to findings published in the Journal 
of Nuclear Medicine.1,2

68Ga-PSMA CLI showed the capacity to image 
the entire surface of an excised prostate specimen 
in order to identify prostate cancer tissue at the 
resection margin.

“Intraoperative radioguidance with CLI may 
help surgeons in the detection of extracapsular 
extension, positive surgical margins, and lymph 
node metastases with the aim of increasing surgical 
precision,” study author Christopher Darr, PhD, of 
the University Medical Center Essen in Germa-
ny, said in a press release. “The intraoperative use 
of CLI would allow the examination of the entire 
prostate surface and provide the surgeon with real-
time feedback on the resection margins.”

The study took place at a single site and included 
10 patients with high-risk prostate cancer under-
going radical prostatectomy. The process involved 
68Ga-PSMA PET/CT scans followed by radical 
prostatectomy involving intraoperative CLI of 
the excised prostate. For the first 2 patients, the 
investigators also incised and imaged the removed 
prostate gland to capture an image of the primary 
tumor itself.

Following the completion of surgery and imag-
ing, the investigators compared postoperative 

histopathology with the tumor margin status on 
CLI. According to the investigators, “measured 
CLI intensities were determined as tumor-to- 
background ratio.”

Postsurgery histopathology showed that 3 of 10 
men had positive surgical margins (PSMs). CLI 
accurately detected 2 of 3 PSMs. Of 35 regions 
of interest, 25 (72%) “proved to visualize a tumor 
signal according to standard histopathology.” In 
these areas, the median tumor radiance was 11,301 
photons/s/cm2/sr (range, 3328-25,428 photons/s/
cm2/sr), and the median tumor-to-background ratio 
was 4.2 (range, 2.1-11.6).

The investigators also noted, “False-positive 
signals were seen mainly at the prostate base, 
with prostate cancer cells overlaid by benign 
tissue. PSMA immunohistochemistry revealed 
strong PSMA staining of benign gland tissue, 
which impacts measured activities.”

In their conclusion, the investigators wrote that 
to reduce false-positives, it is required to further 
optimize CLI protocol and/or use lower-energy 
imaging tracers, such as 18F-PSMA. The investi-
gators plan to build on their initial research with 
a larger trial to evaluate diagnostic performance.

“Radical prostatectomy could achieve signifi-
cantly higher accuracy and oncological safety, 
especially in patients with high-risk prostate cancer, 
through the intraoperative use of radioligands that 
specifically detect prostate cancer cells,” Boris A. 
Hadaschik, PhD, director of the Clinic for Urology 
of the University Medical Center Essen, said in the 
press release.

“In the future, a targeted resection of lymph 
node metastases could also be performed in this 
way. This new imaging combines urologists and 
nuclear medicine specialists in the local treat-
ment of patients with prostate cancer,” 
Hadaschik added.UT
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Active surveillance can be safely used as an effec-
tive approach for African American men with low-
risk prostate cancer, according to findings from a 
retrospective study published in JAMA.1,2

The study investigators arrived at this conclu-

sion when their data showed that although active 
surveillance raised the risk of disease progression 
and definitive treatment in African American men 
compared with non-Hispanic Caucasian men, the 
risk of metastasis and mortality did not increase.

“Our research provides evidence that active 
surveillance is safe for African American men,” 
senior study author Brent Rose, MD, assistant 

professor in the Department of Radiation Medi-
cine and applied sciences at University of Califor-
nia, San Diego, School of Medicine, said in a press 
release. “This means more African American men 
can avoid definitive treatment and the associated 
[adverse] effects of urinary incontinence, erectile 
dysfunction, and bowel problems.”

Novel imaging technique may enhance 
precision of radical prostatectomies

AS is a safe option for African American 
men with low-risk prostate cancer

Intraoperative modality accurately assessed surgical margins during procedure

Risk of metastasis and mortality did not increase for patients on active surveillance, data indicate

See SURVEILLANCE page 22

“Intraoperative radioguidance 
with CLI may help surgeons in 
the detection of extracapsular 
extension, positive surgical 
margins, and lymph node 
metastases with the aim of 
increasing surgical precision.”

CHRISTOPHER DARR, PhD
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Patient enrollment has begun in a new trial
exploring whether CLARIX CORD 1K, a 
cryopreserved umbilical cord (UC) allograft, 
can improve continence recovery following 
robot-assisted radical prostatectomy (RARP).1

Patients on the trial are being randomized to 
RARP with or without use of CLARIX during 
surgery. The study is being conducted at Hack-
ensack Meridian Hackensack University Medical 
Center in New Jersey.

“CLARIX contains growth factors that min-
imize inflammation, reduce scar tissue forma-
tion, and promote nerve healing, all of which may 
contribute to a faster return of erectile function 
as well as urinary continence—2 important mea-
sures of a patient’s quality of life after prostate 
cancer surgery,” study investigator Ravi Mun-
ver, MD, vice chairman and chief of minimally 
invasive & robotic urologic surgery at Hacken-
sack University Medical Center’s Department 
of Urology, said in a press release.

“The CLARIX product we use is different 
than previously studied products and provides 
several advantages,” added Munver. “CLAR-
IX is cryopreserved, thicker, moister, easier to 
apply, and persists longer at the surgical site. 
It also contains more cytokines, which are an 
important growth factor that contributes to 
nerve regeneration.

The prospec t ive  ra ndom ized t r ia l 
(NCT04263025) has a recruitment goal of 100 
patients 30 to 70 years of age who are sched-
uled to undergo bilateral, nerve-sparing RARP.2

Patients’ tumors must be confined to the pros-
tate and patients cannot have erectile dysfunc-
tion (International Index of Erectile Function 
Questionnaire-6 score ≥26). Patients cannot 
enroll in the trial if they have received pelvic 
radiation, a simple prostatectomy or transure-
thral prostate surgery, or systemic therapy for 
bladder cancer.

The foundation for launching the prospective 
randomized trial came from retrospective data 
showing (UC) allograft to be safe and effec-
tive when used with RARP. A retrospective 

study published in the Journal of Robotic Sur-
gery assessed data for 200 patients who received 
bilateral, nerve-sparing RARP with or without 
CLARIX (100 in each group) at Hackensack 
Meridian Health Hackensack University Med-
ical Center.3

The continence rates were significantly higher 
with RARP/UC versus RARP alone at 1 month 
(65% vs 44%; P = .018), 3 months (83% vs 70%; 

Data from 8726 men are examined
The retrospective cohort study looked at data 
for 8726 men with low-risk prostate cancer who 
underwent active surveillance under the VA 
health care from January 1, 2001, to December 
31, 2015. The final follow-up date was March 
31, 2020.

The population included 2280 (26.1%) African 
American men and 6446 (73.9%) non-Hispanic
Caucasian men. The median patient age was 
63.2 years among African American patients 
and 65.5 years among non-Hispanic Caucasian 
patients.

The investigators defined active surveillance 
as receiving no definitive treatment within the 
first year following a prostate cancer diagnosis 
and having 1 or more additional surveillance 
biopsies. The primary outcome measures used 
for the study were disease progression to at least 
intermediate-risk, definitive treatment, metas-
tasis, prostate cancer–specific mortality, and 
all-cause mortality.

At a median follow-up of 7.6 years, the 10-year 

cumulative incidence of disease progression 
was 59.9% versus 48.3% (P <.001) and receipt 
of definitive treatment was 54.8% versus 41.4% 
(P <.001) among African American men versus 
non-Hispanic Caucasian men, respectively.

The 10-year cumulative incidence of metasta-
sis was 1.5% versus 1.4% (P = .49) among Amer-
ican men versus non-Hispanic Caucasian men, 
respectively. The 10-year cumulative incidence 
of prostate cancer–specific mortality was 1.1% 
versus 1.0% (P = .82) and the 10-year cumulative 
incidence of all-cause mortality was 22.4% ver-
sus 23.5% (P = .09), in the 2 groups, respectively.

The investigators noted that, to better eval-
uate the mortality risk, longer-term follow-up 
is required.

“Physicians and patients should discuss active 
surveillance for African American men with 
low-risk prostate cancer,” Rose said in the press 
release.

“Overall outcomes are similar among African 
American men and white men. However, due to 
the increased risk of progression, African Amer-
ican men need to be carefully followed and 
promptly treated if their cancer progresses,” 
Rose added.UT
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Study to evaluate umbilical cord allograft 
for post-RARP continence recovery
Cryopreserved product offers several advantages, trial investigator explains
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“CLARIX contains growth factors 
that minimize inflammation, 
reduce scar tissue formation, 
and promote nerve healing, all 
of which may contribute to a 

faster return of erectile 
function as well as 
urinary continence.”

RAVI MUNVER, MD

“Physicians and patients should 
discuss active surveillance for 

African American men 
with low-risk prostate 
cancer.”

BRENT ROSE, MD
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A survey of urologists found that one-third of 
respondents neither perform germline testing 
themselves nor refer patients to genetic coun-
seling, according to findings published online in 
Cancer Treatment and Research Communications.1

The findings are particularly concerning given 
that most of the respondents managed patients 
with advanced prostate cancer who could bene-
fit from receiving novel treatments that are pre-
scribed based on germline testing results.

There are also several adverse implications 
regarding cancer screening for the patients and 
their family members, lead study author Stacy 
Loeb, MD, professor of urology and population 
health at NYU Langone Health, New York, New 
York, and coauthors wrote.

“Our results suggest significant gaps in knowl-
edge of germline testing and alignment of practice 
with national guidelines among urologists. Ger-
mline testing education and facilitation of genetic 
evaluation in urologic practice is warranted.”

The survey comprised 32 multiple-choice 
questions. It was emailed between October 2019 
and March 2020 to 6 sections of the American 
Urological Association (AUA), as well as to the 
Veterans Affairs Urology Mailgroup. During this 
time period, it was also shared on the AUA Young 
Urologist Discussion forum, and in a Facebook 
group of urologists. The 6 AUA sections that  
received the survey were New York, Northeast-
ern, North Central, South Central, Southeastern, 
and Western.

Respondents were located in more than 25 states. 
Sixty percent had 21 or more years in practice, with 

36% having at least 31 years in practice. Overall, 
58% of respondents practiced general urology, 
with 31% specializing in urologic oncology or 
prostate cancer. The urologists worked across a 
wide spectrum of practice settings, including pri-
vate (45%), academic (39%), private hospital (16%), 
public hospital (6%), Veterans Affairs (13%), com-
munity health center/HMO (1%), and other (4%).

Only 1% of respondents reported never see-
ing patients with advanced prostate cancer. The 
remaining urologists reported seeing patients 
with advanced prostate cancer always (16%), often 
(46%), sometimes (30%), or rarely (8%).

Twelve percent performed germline 
testing
Overall, 12% of respondents performed germline 
testing, 44% referred patients to a genetic coun-
selor, 11% did both, and 33% did neither. Almost 
all (98%) respondents asked patients about their 
family of prostate cancer; however, only three-
fourths (76%) asked about breast cancer and half 
(52%) asked about ovarian cancer.

Characteristics significantly associated with a 
respondent either performing germline testing or 
referring to a genetic counselor included younger 
age (P = .03), academic practice (P = .04), and spe-
cializing in prostate cancer or oncology (P = .007).

Precision treatments targeting specific genomic 
characteristics of tumors are rapidly growing as a 
critical component of the prostate cancer arma-
mentarium. For example, the 2020 AUA guide-
lines for advanced prostate cancer recommend 
PARP inhibitors for certain patients with delete-
rious or suspected deleterious germline or somatic 
homologous recombination repair gene-mutated 
metastatic castration-resistant prostate cancer 

(CRPC).2,3 The AUA guidelines 
also recommend the immunother-
apy pembrolizumab (Keytruda) for 
certain patients with mismatch 
repair–deficient or microsatellite 
instability–high metastatic CRPC. 
Thus, if patients are not receiving 

the proper genomic testing as part of their manage-
ment, they could be missing out on these ground-
breaking therapeutics.

“Given the substantial implications of genetic 
testing for patients and their families, it is essential 
that urologists have the education and practice 
resources to responsibly implement genetic assess-
ment in clinical practice,” Loeb et al wrote. “Our 
survey has identified numerous actionable gaps, 
which will inform future research on how to opti-
mize the implementation of genetic evaluation into 
urological care.”UT
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P = .03), and 12 months (97% vs 87%; P = .009). 
Biochemical failure occurred in 2 versus
4 patients in the UC versus RARP-alone groups, 
respectively.

The addition of CLARIX was particularly
beneficial among subgroups at high risk for post-
RARP incontinence, including older (aged ≥60 
years) and obese patients. The investigators 
reported that no complication or adverse events 
related to CLARIX occurred.

“Quality of life after prostate cancer surgery 
is an important consideration for men, and our 
urological surgeons saw that CLARIX had the 
potential to help patients recover more quickly,” 
Ihor S. Sawczuk, MD, regional president, 
Northern Market, Hackensack Meridian Health, 
said in the press release.UT
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Genetic testing practice gap in urology 
could slow novel drug uptake
Thirty-three percent of urologists surveyed did not perform or refer patients for genetic testing
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Real-world data showed that use of the immu-
notherapy sipuleucel-T (Provenge) during any 
line of treatment in men with metastatic cas-
tration-resistant prostate cancer (mCRPC) 
improved overall survival (OS) versus treat-
ment regimens that included abiraterone ace-
tate (Zytiga) or enzalutamide (Xtandi), but not 
sipuleucel-T.1,2

The findings from the retrospective analy-
sis, which were published in Advances in Thera-
py, showed a 41% reduction in the risk of death 
among patients who received sipuleucel-T com-
pared with those who received abiraterone or 
enzalutamide, but not the immunotherapy. The 
median OS was improved by 14.5 months with 
sipuleucel-T (hazard ratio, 0.59).

“Based on our analysis, men with mCRPC 
who received sipuleucel-T had a significant 
improvement in median overall survival and 
reduction in the risk of death at 3 years, regard-
less of line of use,” lead study author Rana R. 
McKay, MD, a medical oncologist and assistant 
professor of medicine at Moores Cancer Center, 
University of California, San Diego, said in a 
press release. 

“These data contribute to a growing body of 
evidence demonstrating the real-world effec-
tiveness of sipuleucel-T in the mCRPC patient,” 
McKay added.

The retrospective cohort analysis included 
data from Medicare claims for 6044 fee-for-ser-
vice beneficiaries treated between 2013 and 2017. 
The average age was 75 to 78 years, and more 
than 80% of patients were Caucasian.

Two comparisons made for analysis
The analysis included 2 comparisons. The 
first compared men treated with sipuleucel-T 
during some line of treatment, as well as any 
other approved mCRPC agent, compared with 
those treated with one of the androgen pathway 
receptor inhibitors (ARPIs) enzalutamide or abi-
raterone during any line of treatment, as well as 
any other agent except sipuleucel-T.

The other comparison was for men who 
received first-line sipuleucel-T versus those 
treated with first-line abiraterone or enzalut-
amide. In subsequent lines, men in either one of 
these groups could receive any other approved 
mCRPC agent. Men in the frontline ARPI arm 
could receive sipuleucel-T in the second-line or 
later.

The study included data for the frequency
of mCRPC agents used through 5 lines of 
treatment. In the first line, the breakdown was 
sipuleucel-T (10.8%), enzalutamide (24.3%), 
abiraterone (55.9%), docetaxel (8.7%), and caba-
zitaxel (Jevtana; 0.3%). The second-line break-
down was sipuleucel-T (4.8%), enzalutamide 
(48%), abiraterone (24.5%), docetaxel (15.5%), 
cabazitaxel (1.2%), and radium-223 (Xofigo; 
6%). Sipuleucel-T was used by 3.8%, 5.2%, and 
0% of patients in the third, fourth, and fifth 
lines, respectively.

For the first comparison, the median OS was 
35.2 months for the any-line sipuleucel-T group 
versus 20.7 months for the any-line abiraterone 
or enzalutamide—but no sipuleucel-T—cohort. 
For the second comparison, first-line sipuleu-
cel-T reduced the risk of death by 44% compared 
with first-line abiraterone or enzalutamide, with 
a median OS of 34.9 months versus 21.0 months, 
respectively (HR, 0.56).

The study did not include a full safety analy-
sis, but did provide data on emergency depart-

ment visits. The average number of all-cause 
emergency department visits per 100 patients 
during the first year of treatment was lowest for 
men receiving sipuleucel-T at 164.3 visits, ver-
sus 194.5 and 206.4 visits for enzalutamide and 
abiraterone, respectively. The average number 
of prostate cancer–related visits was 11.6, 16.0, 
and 14.1, respectively.

“This analysis underscores the importance of 
using complementary mechanisms of action to 
maximize patient survival outcomes and high-
lights the critical role immunotherapy plays in 
the modern era of mCRPC treatment,” Bruce 
A. Brown, MD, chief medical officer at Dendre-
on Pharmaceuticals, LLC, said in the press 
release.UT

Disclosures: Dendreon Pharmaceuticals, LLC, pro-
vided funding for the study. McKay has received 
research funding from Pfizer, Bayer, and Tempus 
and is a consultant/adviser for Bayer, Bristol Myers 
Squibb, Dendreon, Exelixis, Johnson and Johnson, 
Novartis, Pfizer Sanofi, Vividion. For full disclo-
sures, see https://bit.ly/2Koq4G1
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Sipuleucel-T boosts survival vs 
abiraterone or enzalutamide alone
Immunotherapy was also associated with fewer emergency department visits

“Based on our analysis, men 
with mCRPC who received 
sipuleucel-T had a significant 
improvement in median overall 
survival and reduction in the risk 

of death at 3 years, 
regardless of line
of use.”

RANA R. McKAY, MD

TABLE. Sipuleucel-T vs enzalutamide, abiraterone: rate of ED visits1

Sipuleucel-T Enzalutamide Abiraterone

Average number of all-cause ED visits per 100 patients 164.3 194.5 206.4

Average number of prostate cancer–related visits 11.6 16.0 14.1
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Transperineal targeted biopsy with electromagnetic-
tracking fusion technology is low risk and detects 
clinically significant prostate cancer as well as the 
transrectal fusion-guided approach, Icahn School 
of Medicine at Mount Sinai investigators reported 
in a study published in Urology.1

“This is of particular importance in the context of 
rising rates of bacterial resistance, greater calls for 
antibiotic stewardship, and cumulative infectious 
risks for patients on active surveillance or focal ther-
apy protocols undergoing multiple repeat biopsies,” 
the investigators wrote.

The study helps to dispel the dogma suggest-
ing the transperineal approach is better for ante-
rior tumors when using a fusion biopsy approach, 
according to the study’s senior author, Art R. 
Rastinehad, DO, associate professor of urology 
and radiology at the Donald and Barbara Zuck-
er School of Medicine at Hofstra/Northwell in 
East Garden City, New York, and vice chairman 
of urology at Lenox Hill Hospital, and system 
director for prostate cancer at Northwell Health, 
both in New York, New York.

“We found no difference in the biopsy tech-
niques, even in subgroup analyses stratifying 
for lesion suspicion, size, and location with 
magnetic resonance ultrasound fusion biopsy, 
whether using the transrectal or the transperi-
neal approach,” Rastinehad said. “But [the paper] 

does support the dogma that standard transrec-
tal ultrasound biopsy approach does undersam-
ple the anterior of the prostate compared with a 
standard transperineal biopsy.”

The current gold-standard technique for diag-
nosing prostate cancer in at-risk men, systematic 
10- to 12-core prostate biopsy using transrectal 
ultrasound has a 20% to 30% false-negative rate and 
lacks specificity for detecting clinically significant 
disease, according to the paper. Advances in multi-
parametric magnetic resonance imaging (mpMRI) 
and magnetic resonance ultrasound have improved 
clinicians’ ability to visualize and target suspicious 
lesions. But there is no consensus about the optimal 
targeted prostate biopsy approach or platform.

The investigators conducted a prospective non-
randomized single-surgeon series of magnetic res-
onance ultrasound comparing transperineal and 
transrectal prostate biopsy, using the same electro-
magnetic tracking platform, UroNav.

“I believe this is the first paper to compare the 
transrectal approach or transperineal approach 
using the same fusion biopsy platform, allowing 
for a direct comparison of the transrectal versus 
transperineal approaches with respect to the target-
ed and nontargeted biopsy cores,” Rastinehad said.

The investigators studied 379 men considered 
at risk of prostate cancer because of a higher than 
2.5-ng/mL prostate-specific antigen (PSA) level or 
abnormal digital rectal exam result. Among those 
patients, 168 underwent transperineal systematic 
12-core biopsy and transperineal targeted prostate 
biopsy with electromagnetic tracking. The inves-
tigators compared those results with those of 211 
patients who had a similar procedure with a tran-
srectal approach.

They found the rate of clinically significant 
disease detection was 59% by transperineal tar-
geted biopsy versus 54% for transrectal targeted 
prostate biopsy.

They also found no significant difference in the 
likelihood of detecting prostate cancer or clinically 
significant disease when they adjusted for PSA level, 
previous biopsy status, prostate volume, Prostate 
Imaging Reporting and Data System version 2 
score, lesion volume, and lesion location.

No serious complications observed
in study groups
The investigators reported no serious complica-
tions post biopsy in both the transperineal and 
transrectal groups. Six patients in the transperi-
neal group had urinary retention compared with 
1 patient in the transrectal group. One patient in 

the transrectal group developed sepsis that resolved 
with intravenous and oral antibiotics.

“We found that regardless of fusion biopsy 
approach, you are able to adequately sample the 

suspicious area detected on mpMRI,” Rastinehad 
said. “The urologic dogma that the transperineal 
approach helps sample the anterior of the prostate 
is only applicable to the nontargeted approach. 
The fusion biopsy targeting is the great equal-
izer between the transperineal and transrectal 
approaches, and if you can see it on mpMRI, you 
can sample it adequately regardless of the approach.”

This is good news as urologists move toward a 
transperineal approach, in part because of rising 
rates of infectious complications associated with 
transrectal biopsies, according to Rastinehad.

“This study does demonstrate that the transition 
to a transperineal from a transrectal approach will 
not decrease the diagnostic accuracy of your patients 
with an elevated PSA [level] and a suspicious mpM-
RI [finding],” he said.UT

Disclosures: Philips Healthcare funded the study, and 
Rastinehad is a consultant for Philips Healthcare.
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Study evaluates transperineal targeted 
vs transrectal fusion-guided biopsy
Techniques appear comparable for detecting clinically significant prostate cancer

“We found no difference in 
the biopsy techniques, even in 
subgroup analyses stratifying 
for lesion suspicion, size, 
and location with magnetic 
resonance ultrasound fusion 

biopsy, whether 
using the transrectal 
or the transperineal 
approach.”

ART R. RASTINEHAD, DO

FIGURE. / Transperineal targeted vs 
transrectal targeted prostate biopsy1
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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). 

JELMYTO is contraindicated in patients with perforation 
of the bladder or upper urinary tract.1

JELMYTO combines mitomycin with sterile hydrogel, 
designed with a proprietary reverse-thermal technology 
(RTGel™) that allows it to transform from a chilled liquid at 
instillation into a gel at body temperature. Once instilled 
under fluoroscopy into the renal pelvis via catheter (or 
nephrostomy tube) by a retrograde or antegrade approach, 
JELMYTO fills and conforms to the complex anatomy and 
thereby exposing tumors to JELMYTO. JELMYTO dissolves 
with normal kidney urine flow releasing mitomycin for up 
to 4 to 6 hours.2

Providers are responsible for the selection of appropriate 
codes for claims forms. This document contains possible 
coding options relating to the use of Company products, 
which may vary by health insurance or healthcare provider. 
The Company cannot guarantee that the billing codes listed 
in this document will result in coverage or payment. Please 
verify all codes with private and public plan sponsors prior 
to submitting claims. Since final coding is at the discretion 
of the health plan or healthcare provider, the codes in this 
document should be used for reference purposes only.

Coding for Retrograde Instillation Performed 
with Cystoscopy:

• For the instillation, document and bill:
 o CPT 52005: Cystourethroscopy, with ureteral cath-

eterization, with or without irrigation, instillation, 
or ureteropyelography, exclusive of radiologic 
service3,4

• For volumetric determination, document and bill:
 o CPT 74420: Urography, retrograde, with or with-

out KUB3,4

Coding for Retrograde Instillation with 
Indwelling Ureteral Catheter:

• For the instillation, document and bill:
 o CPT code 50684: Injection procedure for uret-

erography or ureteropyelography through ure-
terostomy or indwelling ureteral catheter3,4

• For volumetric determination, document and bill:
 o CPT 74420: Urography, retrograde, with or with-

out KUB3,4

Coding for Antegrade Instillation Through a 
Nephrostomy Tube:

• For the instillation, document and bill:
 o CPT 50391: Instillation(s) of therapeutic agent into 

renal pelvis and/or ureter through established 
nephrostomy, pyelostomy or ureterostomy tube 
(eg, anticarcinogenic or antifungal agent)3,4

• For volumetric determination, document and bill:
 o CPT 50431: Injection procedure for antegrade 

nephrostogram and/or ureterogram, complete 
diagnostic procedure including imaging guid-
ance (eg, ultrasound and fluoroscopy) and all 
associated radiological supervision and inter-
pretation; existing access3,4

This code includes radiologic supervision and interpretation 
so an antegrade study such as CPT 74425 should be bundled 
and cannot be billed separately.3,4

The instillation codes are all 0-day global codes, meaning 
any associated evaluation and management service is 
included in the service. An evaluation and management 
service on the day of an instillation should only be billed if 
a separate and identifiable service is performed and doc-
umented.4

Coding for Supply of JELMYTO 
The entity purchasing and supplying JELMYTO to the 
patient should also report the appropriate dosage of JELMY-
TO, which will vary based on the place of service (POS).  

Code J9281 “Mitomycin pyelocalyceal instillation, 1 mg” will 
be active on January 1, 2021 for all places of service. The tem-
porary pass-through code C9064 “Mitomycin pyelocalyceal 
instillation, 1 mg” will become inactive December 31, 2020.6 

Therefore, effective January 1, 2021, J9281 should be used 
to report the use of JELMYTO instilled in the office, ASC, or 
hospital outpatient department (HOPD) by the entity pur-
chasing the product in addition to the professional services 
as noted above depending upon approach. Appropriate 
reporting of facility fees for the ASC and HOPD must cor-
relate with the professional services based on approach 
used for the patient encounter but may not include all pro-
fessional services.   

JELMYTO is sold in a kit with two (2) 40 mg vials. When 
JELMYTO is prepared for treatment of a patient it is a liquid 
and measured in milliliters (mL). The preparation of JELMYTO 
will result in 4 mg for every 1 mL of JELMYTO that is instilled. 
For each treatment the physician will determine the dose 
based on volumetric measurements using pyelography, 
not to exceed 15 mg (60 mg of mitomycin) to be instilled 
for treatment.

IMPORTANT: The total amount reported for each case will 
be 80 mg. As the process for reporting the amount instilled 
for each case will need to be converted to mg or units when 
billed, a simple calculation for conversion is: (number of mL) 
x (4 mg/mL) = number of mg instilled.

The entity reporting the JELMYTO will then report code 
J9281 on two separate lines of the claim form.  

• The first line will be reported with no modifier and 

the units reported will be the result of the calculation 
above [(number of mL) x (4 mg/mL) = number of mg 
instilled]. 

• The second line will be used to report the amount 
wasted and the “JW” modifier will be appended to 
code J9281.6 The number of units reported for code 
J9281-JW will be the result of 80 mg minus the number 
of mg instilled.  

As an example, we use the recommended dose of 60 mg.  

The physician administering the drug would report the use 
15 mL of JELMYTO.  

For Services Provided between October 1, 2020 
and December 31, 2020: 
Purchase and supply of JELMYTO should be reported under 
the temporary code C9064 “Mitomycin pyelocalyceal instil-
lation, 1 mg.”

Unit calculation and billing should follow the process out-
lined above. 

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 lowgrade 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-instil-
lation, 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), 

CODING GUIDANCE FOR JELMYTO® (MITOMYCIN) 
FOR PYELOCALYCEAL SOLUTION

NOTE: 
• If billing for CPT 74420, a separate paragraph within the 

operative report or separate report should be documented, 
which includes a description of the procedure, how it was 
performed, the volume injected, and the description of findings.4

• If performing the procedure in the Hospital Outpatient 
Department or Ambulatory Surgical Center, use Modifier 26 
(Professional service) for the interpretation; the facility bills the 
technical component.4

• Billing for CPT 74420 must be medically necessary for subsequent 
instillations.3,4

NOTE: 
• If billing for CPT 74420, a separate paragraph within the 

operative report or separate report should be documented, 
which includes a description of the procedure, how it was 
performed, the volume injected, and the description of 
findings.4,5

• If performing the procedure in the Hospital Outpatient 
Department or Ambulatory Surgical Center, use Modifier 26 
(Professional service) for the interpretation; the facility bills the 
technical component.4,5 

• Billing for 74420 must be medically necessary for subsequent 
instillations.3,4

NOTE: 
• If billing for CPT 50431, a separate paragraph within the 

operative report or separate report should be documented, 
which includes a description of the procedure, how it was 
performed, the volume injected, and the description of 
findings.4,5

• Append with Modifier 26 for the Professional Component; the 
facility bills the technical component.4,5 

• CPT 50431 is not billable in an ambulatory surgical center (ASC) 
and must be medically necessary for subsequent instillations.3,4

NOTE: 
• An invoice with the claim for reimbursement may need to be 

included.4

• It is important to ensure that the instillation of the drug is not 
bundled to the instillation code.4

REPORTING CODES

Code Units

J9281 60

J9281-JW 20

Amount instilled 15 mL x 4 mg/mL = 60 mg

Amount wasted  80 mg – 60 mg instilled = 20 mg
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JELMYTO will convert to a viscous liquid for instillation and 
is stable for up to 1 additional hour. Reconstituted JELMY-
TO 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 hydro-
nephrosis, 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 medi-
an time to first onset was 72 days (range: 15- 462). Interven-
tions 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 dura-
tion 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 expe-
rienced 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 mainte-
nance 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 JELMY-
TO based on the severity of ureteric obstruction.

Bone Marrow Suppression
The use of JELMYTO can result in bone marrow suppres-
sion, 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 hemo-
globin. 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, admin-
istration of mitomycin resulted in teratogenicity. Advise 
females of reproductive potential to use effective contra-
ception during treatment with JELMYTO and for 6 months 
following the last dose. Advise male patients with female 
partners of reproductive potential to use effective contra-
ception 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 permanent-
ly 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 requir-
ing 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 obstruc-
tion, flank pain, urinary tract infection, hematuria, renal 
dysfunction, fatigue, nausea, abdominal pain, dysuria, and 
vomiting.

Table 1 summarizes the adverse reactions in OLYMPUS.

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

Table 2 summarizes the laboratory abnormalities in OLYM-
PUS.

USE IN SPECIFIC POPULATIONS
Pregnancy
Risk Summary - Based on findings in animals and mecha-
nism of action, JELMYTO can cause fetal harm when admin-
istered to a pregnant woman. There are no available data on 
JELMYTO use in pregnant women to inform the drug-asso-
ciated 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 mito-
mycin 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 impair-
ment. Avoid use of JELMYTO in patients with a Glomerular 
Filtration Rate of < 30 mL/min.
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Table 1: Adverse Reactions (≥ 10% All Grades) 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

* Graded per National Cancer Institute Common 
Terminology Criteria for Adverse Events. Version 5.0 (NCI 
CTCAE v5)
aIncludes hydronephrosis, obstructive uropathy, pelvi-
ureteric obstruction, ureteric
obstruction, ureteric stenosis, and urinary tract obstruction.
bIncludes flank pain and back pain.
cIncludes urinary tract infection, pyelonephritis, and urinary 
tract infection fungal.
dIncludes hematuria and hemorrhage urinary tract.
eIncludes renal impairment, acute kidney injury, and renal 
failure.
fIncludes abdominal pain and abdominal pain lower.
gIncludes asthenia and fatigue.

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

Laboratory Abnormality*
JELMYTO

All Grades
(%)

Grade ≥ 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.
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The PD-L1 inhibitor pembrolizumab (Keytru-
da) and the intravesical treatment nadofaragene 
firadenovec are at the forefront of therapeutic 
advances in BCG-unresponsive non–muscle-
invasive bladder cancer (NMIBC), according to 
Arjun Balar, MD.1

“There is an urgent need for novel therapies in 
BCG-unresponsive disease. While standard cys-
tectomy is highly curative, it is associated with 
a substantial risk for morbidity and nontrivial 
mortality,” Balar said in a presentation at the 38th 
Annual CFS® virtual interactive conference.

In his discussion, Balar, director, Genitourinary 
Medical Oncology Program, Medical Director– 
Clinical Trials Office, Perlmutter Cancer Center, 
NYU Langone Health, New York, New York, dis-
cussed the latest promising data for pembrolizum-
ab and nadofaragene firadenovec in the high-risk, 
BCG-unresponsive NMIBC treatment paradigm.

Pembrolizumab
Pembrolizumab was approved in January 2020 for 
the treatment of patients with BCG-unresponsive, 
high-risk NMIBC with carcinoma in situ (CIS) 
with or without papillary tumors who are ineligible 
for or have elected not to undergo cystectomy.

The approval was based on the multicenter, 
open-label, single-arm, multicohort, phase 2 KEY-
NOTE-057 trial, which enrolled 102 patients with 
BCG-unresponsive, high-risk, NMIBC with CIS 
with or without papillary tumors who were inel-
igible for or did not undergo cystectomy (cohort 
A). Cohort B consists of 130 patients with papillary 
disease without CIS.

Pembrolizumab was administered at 200 mg 
every 3 weeks until unacceptable toxicity, per-
sistent or recurrent high-risk NMIBC, or disease 
progression. Disease was assessed every 12 weeks, 
and those who did not have disease progression 
could receive treatment for up to 2 years.

Balar shared the results for cohort A, in which 
the median age was 73 years (range, 44-92), 
83.3% of patients were male, and 16.7% of 
patients were female. Overall, 67.6% of patients 
were Caucasian, 26.5% were Asian, and race was 
unknown for 5.9% of patients. The ECOG per-
formance score was 0 for 73.5% of patients and 
1 for 26.5% of patients.

The median number of prior BCG instilla-
tions was 12 (range, 6-45). Regarding PD-L1 
status, 38.2% of patients had a combined pos-

itive score (CPS) of 10 or higher, 56.9% had a 
CPS less than 10, and PD-L1 level was unknown 
for 4.9% of patients.

There were 96 patients in the efficacy evaluable 
population. In this group, the complete response 
rate at 3 months was 40.6% (n = 39).

“This is, in my opinion, a meaningful complete 
response rate. What’s also important is that at the 
time of the study, none of the patients had pro-
gressed to stage T2 disease,” said Balar.

He added that the most significant compo-
nent of the efficacy results was that the response 
generated by pembrolizumab was durable. The 
median duration of response was 16.2 months, and
18 (46%) of the 39 responding patients maintained 
their response for 1 year or more.

Thirty-six patients at some point after the study 
underwent cystectomy. Of note, only 3 of these 
patients had pathological upstaging to muscle-in-
vasive disease or higher. The remainder were 
organ-confined, non–muscle-invasive tumors.

Immune-mediated adverse events (AEs) across 
all grades occurred in 20.6% of patients. There 
were 3 cases of grade 3/4 immune-mediated AEs: 
adrenal insufficiency, severe skin reaction, and type 
1 diabetes mellitus.

Looking ahead, Balar said there are 3 important 
randomized phase 3 trials of systemic immunother-
apy in NMIBC. The first is the KEYNOTE-676 
trial (NCT03711032) evaluating pembrolizumab 
plus BCG versus BCG monotherapy in patients 
with high-risk NMIBC that is persistent or recur-
rent after BCG induction therapy.

The second trial is the POTOMAC study 
(NCT03528694), which is accruing patients with 
high-risk, BCG-naïve NMIBC and randomizing 
them to durvalumab plus BCG (induction and 
maintenance), durvalumab plus BCG (induc-

tion alone), or BCG alone. And the final study 
is the ALBAN trial (NCT03799835) exploring 
BCG with or without atezolizumab (Tecentriq) 
in patients with previously resected, BCG-naïve, 
high-risk NMIBC.

Nadofaragene firadenovec
The pivotal data thus far for nadofaragene fira-
denovec have come from a phase 3 single-arm 
multicenter study of the intravesical treatment 
in patients with BCG-unresponsive NMIBC. 
Patients received nadofaragene firadenovec as
1 intravesical treatment once every 3 months.

In the study, there were 107 patients with CIS 
(+/- Ta/T1) tumors. The median patient age in this 
group was 71.2 years and 88.8% were male. Over-
all, 90.7% of patients had an ECOG performance 
score of 0, and 3.7% had prior radiotherapy. The 
number of prior BCG courses included 1 (0.9%),
2 (42.1%), 3 to 8 (53.3%), and 9 or more (3.7%).

The complete response rate at 12 months was 
24% among the 103 patients in the intention-to-
treat population.

“What’s also important here is that there was 
a mandatory biopsy for patients who made it to
12 months. That’s something that was not 
included as part of the KEYNOTE-57 study, 
and I do think strengthens the interpretation 
and validity of this data as far as this agent is 
concerned,” said Balar.

Another emerging intravesical agent highlight-
ed by Balar was vicinium, which he described as a
“single-protein agent consisting of an EpCAM-spe-
cific antibody fragment fused to a pseudomonas 
toxin.” In the phase 3 VISTA trial (NCT02449239), 
vicinium demonstrated a 17% response rate at
12 months in patients with NMIBC previously 
treated with BCG.

In his concluding remarks, Balar stressed that 
developing biomarkers predictive of response is a 
critical unmet need in NMIBC.

“Cystectomy for NMIBC is highly curative, 
so we should do our best to avoid ineffective 
therapy in patients who are not destined to 
respond,” Balar said.UT
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Expert provides update on treatments 
for BCG-unresponsive NMIBC
Pembrolizumab and nadofaragene firadenovec show promise in non–muscle-invasive bladder cancer

“There is an urgent need 
for novel therapies in BCG-
unresponsive disease. While 
standard cystectomy is highly 
curative, it is associated with 

a substantial risk for 
morbidity and non-
trivial mortality.”

ARJUN BALAR, MD
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Gemcitabine plus once-daily radiation (GD) 
continued to achieve a low cystectomy rate and 
high overall survival (OS) rate in select patients 
with muscle-invasive bladder cancer (MIBC), 
according to long-term follow-up data from 
the phase 2 NRG-RTOG 0712 trial presented 
during the 2020 American Society for Radiation 
Oncology Annual Meeting.1,2

The study evaluated both the GD regimen 
and the previous standard of fluorouracil plus 
cisplatin and radiation twice a day (FCT). The 
results showed that the 2 regimens were equally 
effective at a median follow-up time of 7.3 years. 
The rate of freedom from distant metastasis at 
3 years was 79% with FCT versus 85% with 
GD. The rates at 5 years were 70% versus 77%, 
respectively.

The 3-year bladder-intact distant metastasis– 
free rates were 67% with FCT versus 72.5% with 
GD, and the 5-year rates were 65.1% versus 72.5% 
respectively. In the FCT cohort, the postinduction 
complete response (CR) rate was 88% versus 76% 
in the GD arm. The 5-year OS rates were 74% and 
71%, respectively.

The study was not powered to compare the
2 regimens head-to-head; however, it was observed 
that the safety profile was better in the GD arm.

“Not only did this trial con-
clude that gemcitabine and 
daily radiation is an acceptable 
regimen with favorable distant 
metastasis–free rates at 3 years, 
the results also indicate that 
both treatments maintain their 

high rates of distant metastasis free at 5 years 
and both treatments had low cystectomy rates 
with high overall survival rates,” John J. Coen, 
MD, of 21st Century Oncology and the principal 
investigator of the NRG-RTOG 0712 study, said 
in a press release.

“The efficacy of the GD regimen may facilitate 
wider adoption of bladder preservation as many 
patients have comorbidities that preclude the use 
of cisplatin. The daily radiation schedule is also eas-
ier for patients and treatment centers to administer 
than twice-daily treatment, which will also likely 
increase interest in this strategy. These findings are 
important to future trials that may assess a systemic 
therapy for this muscle-invasive bladder cancer,” 
added Coen.

From December 2008 to April 2014, the study 
enrolled 70 patients with cT2-4a MIBC. Patients 
were randomized to FCT or GD. All patients 
received transurethral resection and induction 
chemoradiotherapy (CRT) to 40 Gy. Patients who 
had a CR then received consolidation CRT to
64 Gy; those who did not achieve a CR under-

went cystectomy. Gemcitabine/cisplatin was 
administered as adjuvant chemotherapy.

Among the 70 randomized patients, 66 (33 
in each arm) were eligible for the efficacy and 
safety analyses. Of the 66 patients, 3 patients 
in the FCT arm and 6 patients in the GD arm 
underwent cystectomy.

Grade 3/4 treatment-related adverse events (AEs) 
occurred in 58% (19 patients) of the FCT arm com-
pared with 52% (17 patients) of the GD arm. The 
number of patients in each arm experiencing grade 
3/4 hematologic and gastrointestinal AEs in each 
arm was 18 versus 14 and 2 versus 3 in the FCT and 
GD arms, respectively. Additionally, 2 patients in 
each arm had grade 3/4 genitourinary AEs.UT
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The UroCAD urine-based liquid biopsy assay 
detected urothelial carcinoma with higher sen-
sitivity and comparable specificity as urine cytol-
ogy, according to findings from an observational 
trial published in Clinical Cancer Research.1,2

The sensitivity rate for the detection of urothe-
lial carcinoma exceeded 80% with UroCAD 
compared with just over 30% with urine cytol-
ogy. The specificity rates were approximately 
95% versus 100%, respectively. The sensitivi-

ty of UroCAD corresponded with both tumor 
grade and tumor size.

“Urine cytology, which is widely used to 
screen for bladder cancer, has high specificity 
but lacks sensitivity, especially for low-grade 
cancers,” study author Chuan-Liang Xu, MD, 
PhD, a urologist at Changhai Hospital in Shang-
hai, said in a press release.

“Cystoscopy, while more accurate than cytol-
ogy, is an invasive procedure with added costs 
and potential complications for the patient. 
Therefore, an inexpensive, noninvasive test for 
the detection and monitoring of bladder cancer 

is an unmet clinical need,” Xu added.
UroCAD works by analyzing DNA copy 

number variants (CNVs) in the urine exfoliat-
ed cells.

“The DNA isolated from urine exfoliated cells, 
a complex cell mixture that potentially includes 
tumor cells shed from the lining of the bladder, 
can provide clues to the presence of bladder can-
cer,” study author Jia-Tao Ji, MD, PhD, urologist 
at Shanghai Hudong Hospital, said in the press 
release. “Because CNVs are a hallmark of many 
cancers, we developed an assay to detect CNV bur-

Gemcitabine/radiation shows sustained 
success for bladder preservation

Liquid biopsy is more effective than urine 
cytology in bladder cancer detection

High overall survival rate was observed in select patients with muscle-invasive bladder cancer

Urine-based assay shows significantly higher sensitivity compared with cytology

See LIQUID BIOPSY page 31

COEN
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Results of an in vitro study evaluating the abla-
tive effects of lasers for endocorporeal lithotripsy 
indicate that a super-pulsed thulium fiber laser 
(TFL) has greater efficiency than a holmium:YAG 
(Ho:YAG) laser, even when using the TFL with 
a smaller core-diameter fiber (CDF), reported 
Frédéric Panthier, MD, at the 2020 European Asso-
ciation of Urology Virtual Congress.1

The study compared a 50 W TFL (IPG Photon-
ics) and a 30W MH1 Ho:YAG laser (Rocamed) for 
ablating hard and soft stone phantoms. Ablation 
rates (mm3/min) for the TFL were determined for 
its fine dusting (0.15 J/100 Hz), dusting (0.5 J/30 
Hz), and fragmentation (1 J/15 Hz) modes and using 
both a 150 μm and 272 μm CDF (Sureflex). The 
Ho:YAG laser was equipped with a 272 μm CDF 
(Sureflex) and tested in dusting (0.5 J/30 Hz) and 
fragmentation (1 J/15 Hz) modes. Average power 
was 15 watts for all settings.

“Our results showed that with equal settings 
and laser fibers, in vitro ablation rates were two-
fold higher with the TFL than the Ho:YAG laser in 
fragmentation mode and fourfold higher for dust-

ing,” said Panthier, department of Urology, Hôpital 
Tenon, Sorbonne Université, Paris, France.

“Most interesting, the ablation rate was still at 
least 50% higher using the TFL with the 150 μm 
CDF compared to the Ho:YAG laser with the 272 
μm CDF.”

The experiments were done using immerged 
cubes of calcium oxalate monohydrate for the hard 
stones and uric acid for the soft stones. The setup 
included a spiral trajectory jointly controlled in con-
tact mode with the stones and a laser activation time 
of 30 seconds. After drying of the stones, ablation 
volume was measured using three-dimensional 
scanning and segmentation.

In experiments with the hard stones where 
both lasers were equipped with a 272 μm CDF, 
the ablation rate was fourfold higher using the 
TFL compared with the Ho:YAG laser in dust-
ing mode and twofold higher with the TFL com-
pared with the Ho:YAG laser in fragmentation 
mode.For soft stones and with use of the 272 μm 
CDFs, the ablation volume was threefold higher 
for the TFL in dusting mode and twofold higher 
in fragmentation mode when compared with the 
Ho:YAG laser. All of the differences favoring the 
TFL were statistically significant.

Comparisons of the performance of the TFL 
using the 150 μm and 272 μm CDFs showed that 
across all 3 of its modes and for both stone types, 
the 272 μm CDF was associated with a significantly 
higher ablation rate than the 150 μm CDF except in 
fine dusting against soft stones (P = .28).

The TFL with the 150 μm CDF was associated 
with a significantly higher ablation rate than the 
Ho:YAG laser with the 272 μm CDF for dusting of 
hard and soft stones and fragmentation of hard 
stones, but not for fragmentation of soft stones (P 
= .12). Compared to the Ho:YAG laser with the 272 
μm CDF in dusting mode, the TFL in fine dusting 
mode was associated with a twofold higher ablation 
rate using the 150 μm CDF and a threefold higher 
ablation rate using the 272 μm CDF.UT
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den in the DNA from urine exfoliated cells.”
The discovery phase of the trial included 

190 patients, comprising 64 cancer-free patients and 
126 patients with urothelial carcinoma. Among the 
group of patients without cancer, the investigators 
did not detect any significant CNV burden. Uro-
CAD detected urothelial carcinoma in this discov-
ery cohort with an 82.5% rate of sensitivity and a 
96.9% specificity rate, respectively.

The investigators then proceeded to compare the 
UroCAD assay with urine cytology in a 95-patient 
validation cohort. The validation cohort comprised 
39 patients without cancer and 56 patients with 
urothelial carcinoma.

The results showed that UroCAD had signifi-
cantly higher sensitivity for the identification 
of urothelial carcinoma at a rate of 80.4% ver-
sus 33.9% with urine cytology. Of note, among 
patients with pTa tumors (noninvasive papillary 
carcinoma), the sensitivity rates were 71.4% ver-
sus 0%, respectively. The specificity rates were 
comparable at 94.9% versus 100% with Uro-
CAD versus urine cytology, respectively.

There was a positive correlation between the 
sensitivity of UroCAD and tumor grade, with the 
assay showing a sensitivity rate of 60% in detect-
ing low-grade tumors and 86.6% in detecting 
high-grade tumors. There was also a positivity 
correlation between sensitivity and tumor size at 
66.7% for detecting tumors 1 cm or smaller; 72% 
for tumors larger than 1 cm and 3 cm or smaller; 
and 95.5% for tumors larger than 3 cm.

“The relatively lower sensitivity of UroCAD for 
the detection of lower grade or smaller tumors is 
not unexpected, as these tumors are less likely to 
have abundant chromosomal alterations,” Xu said. 
“Ultimately, we believe that our assay could help to 
reduce the frequency of cystoscopy examination, 
but not to replace it.”

Added Ji, “For patients with hematuria or who 
have suspected urothelial carcinoma, UroCAD is 
a promising way to replace cytology and to reduce 
repeated cystoscopy examinations.”

An ongoing clinical trial (NCT04432909)3 
is further evaluating the accuracy of UroCAD 
in identifying urothelial carcinoma, and is also 
assessing the assay’s potential as a surveillance 
tool in follow-up assessment of patients with 
urothelial carcinoma. The prospective, mul-

ticenter, single-blinded study has a targeted 
enrollment of 500 patients and an estimated 
primary completion date of January 30, 2022.

In the press release, Xu noted that the efficacy of 
UroCAD may be limited when there are not 
enough exfoliated cells, as accurately assessing 
CNV burden is contingent on there being a suffi-
cient amount of epithelial cells.UT
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Thulium fiber laser shows efficiency 
advantage in experimental setting
Ablation rate fourfold higher with thulium fiber laser vs holmium:YAG laser

CLINICAL UPDATES  / Kidney Stones

LIQUID BIOPSY
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Urine culture remains the standard of care for the 
diagnostic evaluation of patients with complicat-
ed and recurrent urinary tract infections (UTIs), 
but next-generation DNA sequencing (NGS) is 
its future, according to J. Curtis Nickel, MD.

“The development of molecular technology 
for diagnosing infections of the urinary tract has 
outstripped our knowledge of how to use it, but 
understanding of its clinical application is catch-
ing up, thanks to ongoing research,” said Nickel, 
who is a professor of urology at Queen’s Univer-
sity School of Medicine in Kingston, Ontario.

“When the studies are completed, I strongly 
believe that NGS will be ready for prime time, 
and the use of urine cultures will be relegated to 
the wastebasket of medical history,” Nickel said.

In interviews with Urology Times®, Jonathan 
Rubenstein, MD, and Jennifer Anger, MD, 
MPH, agreed that NGS holds great promise as 
a diagnostic test for patients with lower urinary 
tract symptoms, but they felt more work is needed 
before it is adopted into clinical care. In contrast, 
based on extensive experience using the technol-
ogy, Timothy Hlavinka, MD, considers NGS 
a revolutionary development and invaluable for 
evaluating challenging patients with lower uri-
nary tract symptoms.

Urine culture, which detects uropathogens 
based on visible inspection, is recognized to 
have limitations as a method for UTI diagno-
sis, including lack of clarity on the threshold for 
growth to define clinically significant bacteri-
uria and the difficulty of culturing most bacteria, 
including those living in biofilms.

Molecular diagnostic techniques for uro-
pathogen detection, including NGS and poly-
merase chain reaction (PCR) methodology, are 
based on DNA detection. PCR assays the sample 
for unique gene sequences that are present in 
a defined and limited panel of bacteria repre-
senting the most common uropathogens. It is a 
rapid, semiquantitative test that reports bacteria 
load as low, medium, or high. It also can test for 
genes that mediate resistance to main antibiotic 
families.

In contrast, NGS can identify more than 
50,000 microorganisms, including most fungi, 
and it provides a ranking of the quantity of the 
detected organisms based on their percentage of 
the total load.

“PCR may be good if you are looking for par-
ticular organisms. However, because we now 
understand that cystitis-like symptoms may be 
caused by an abnormal microbiome [called dys-
biosis], not just a single pathogen, I prefer NGS, 
particularly as a research tool, since it shows 
whatever organisms are present,” Nickel said.

The 2019 American Urological Association 
(AUA)/Canadian Urological Association/Soci-
ety of Urodynamics, Female Pelvic Medicine & 
Urogenital Reconstruction guideline on recur-
rent uncomplicated UTIs in women discussed 
sensitive molecular diagnostic techniques for 
UTIs, but cautioned against relying on their 
use, said Anger, lead author of the published 
guideline and associate professor of urology at 
Cedars-Sinai Medical Center in Los Angeles, 
California.1

“We know now that the lower urinary tract 
in healthy individuals is not sterile, but we still 
have a lot to learn about the urinary tract micro-
biome in health and disease,” Anger said. “We do 
not yet know if the DNA of bacteria and fungi 
identified by NGS represent DNA only, dead 
organisms, live commensal organisms, or organ-
isms causing infection. The guideline commit-
tee concluded that the clinical utility of sensi-
tive molecular diagnostic techniques for UTI 
remains unproven and may lead to overdiagnosis 
and associated overtreatment.”

Rubenstein said that he has used NGS in the 
work-up of patients who present with urinary 
symptoms that are worrisome for infection and 
that have not been diagnosed by routine culture. 
Whereas he has found the test useful if it is nega-
tive because it allows him to rule out infection, he 
remains uncertain about the value of a positive test.

“Although I have treated some patients based 

on the findings of the NGS test, I do not have 
enough outcome data to comment about its ben-
efit,” said Rubenstein, clinical associate professor 
of surgery at the University of Maryland School 
of Medicine in Baltimore.

Nickel said that results from NGS were a 
source of confusion in some patients and likely 
led to overtreatment of others. However, he also 
had patients who were symptomatic and culture 
negative respond to treatment based on NGS 
findings.

“Once we have more information on the uri-
nary microbiome in health and disease, I believe 
we will be able to use NGS to consistently get 
more predictable responses,” he said.

Hlavinka, who has reviewed data from more 
than 800 assays that he ordered plus several 
hundred more from his practice partners, is 
convinced that NGS has enabled better patient 
outcomes. He said he routinely sent specimens 
for parallel culture in the first 6 months after he 
began using NGS until he was confident there 
was no advantage to cross-checking the results.

“Repeating a negative or errant test for patients 
who have had multiple negative cultures or infec-
tions that are refractory to culture and sensitiv-
ity report-directed treatment only adds to cost,” 
said Hlavinka, who is in private practice in San 
Antonio, Texas.

“Cultures often detect an organism that is not 
clinically significant or fail to detect a significant 
organism. Even if it is just 2% of the bacterial 
load, a significant pathogen in a symptomatic 
patient with a refractory UTI must be covered 
by the antibiotic I prescribe. That may not hap-
pen with treatment decisions driven by culture 
and sensitivity testing, especially if the minor
pathogen has significant resistance,” Hlavinka said.

NGS brings power and potential
to molecular analysis of urine specimens
Next-generation DNA sequencing can identify more than 50,000 microorganisms

Urinary Tract Infection / CLINICAL UPDATES

“The development of molecular 
technology for diagnosing 
infections of the urinary tract has 
outstripped our knowledge of 
how to use it, but understanding 

of its clinical 
application is catching 
up, thanks to
ongoing research.”

J. CURTIS NICKEL, MD

“We know now that the 
lower urinary tract in healthy 
individuals is not sterile, but we 
still have a lot to learn about 

the urinary tract 
microbiome in health 
and disease.”

JENNIFER ANGER, MD, MPH

See NGS page 34
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just 4% E. coli. The patient was successfully treated based on this 
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Get more answers.

MicroGenDX is the only 
microbial molecular lab that has:

• Processed 100,000 urological 
samples

• Identified 4,000 urological 
microbial species

• Identified L. amnionii 
1,300 times in UTI cases

• Published a randomized 
outcome study proving NGS 
superior to culture1

• Published data showing 96.1% 
concordance with culture2

• 11 years of CAP proficiency 
testing with results showing 
99.2% accuracy3
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Led by Nickel and Anger, an evaluation of 
urine specimens obtained from the Multidisci-
plinary Approach to the Study of Chronic Pel-
vic Pain Research Network will help describe 
the normal urinary microbiome and determine 
whetherHunner’s lesions in interstitial cystitis/
bladder pain syndrome may be caused by dys-
biosis of the microbiome. Nickel also is study-
ing the normal healthy microbiome in a study 
funded by MicroGenDx using the company’s 
NGS assay.

In addition, he is analyzing information con-
tained in the more than 50,000 reports from 
symptomatic patients in the MicroGenDx data-
base, aiming to define “community states” or 
urotypes of microorganism and then see whether 
patients with diagnoses of interstitial cystitis/

bladder pain syndrome or chronic prostatitis fit 
into specific urotypes.

“The information from this study will help 
us figure out the relevance of NGS in the real 
world,” Nickel said.

Nickel also has obtained additional support 
from MicroGenDx for a study to examine the 
potential benefit of NGS-guided treatment for 
patients with cystitis and/or bladder pain who are 
culture negative or refractory to culture directed 
antibiotic treatment.

Hlavinka said that reimbursement for the 
NGS test is available through Medicare and most 
commercial insurance plans. Nevertheless, he 
cautions patients about the potential for an out-
of-pocket cost. 

“In my experience, patients needing a work-
up for perplexing urinary symptoms accept the 
cost of the test when it is discussed in terms of 
the alternative scenario that can involve multi-
ple repeat cultures, co-pays for additional vis-
its and antibiotic courses, and the potential for
antibiotic-related [adverse] effects,” he said.

Rubenstein, who is chair of the AUA Coding 
and Reimbursement Committee, said that if 
he contemplates ordering an NGS test, he first 
explains to the patient how NGS differs from 
standard culture and that the test may not be 
covered by insurance.

Rubenstein emphasized that medical necessity 
is the overarching criterion for payment. He also 
stressed the importance of following local cov-
erage determinations for appropriate ICD-10 
codes and making sure that the ICD-10 code 

aligns with the laboratory billing code, which can 
be organism specific.UT

Disclosures: Nickel has received research grants
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“Although I have treated some 
patients based on the findings 
of the NGS test, I do not have 

enough outcome data 
to comment about
its benefit.”

JONATHAN RUBENSTEIN, MD

“In my experience, patients 
needing a work-up for perplexing 
urinary symptoms accept 
the cost of the test when it 
is discussed in terms of the 
alternative scenario, [which] can 
involve multiple repeat cultures, 
co-pays for additional visits and 
antibiotic courses, and

the potential for 
antibiotic-related 
[adverse] effects.”

TIMOTHY HLAVINKA, MD

Jason M. Broderick
Associate Editorial Director, Urology Times®

The frontline combination of pembrolizumab 
(Keytruda) plus axitinib (Inlyta) continued to 
show a survival benefit over single-agent suni-
tinib (Sutent), according to long-term follow-up 
data from the phase 3 KEYNOTE-426 trial 
published in Lancet Oncology.1

At a median follow-up of 30.6 months, the 
median overall survival (OS) had not yet been 
reached with pembrolizumab/axitinib compared 
with 35.7 months with sunitinib monotherapy 
(HR, 0.68; P = .0003). The combination also 
significantly improved progression-free sur-
vival (PFS) with a median PFS of 15.4 months 
compared with 11.1 months with sunitinib (HR, 
0.71; P <.0001).

“These results continue to support the first-
line treatment with pembrolizumab plus axitinib 
as the standard of care of advanced renal cell 
carcinoma,” study author Thomas Powles, MD, 
MBBS, MRCP, director, Barts Cancer Institute, 
and coauthors wrote.

Based on prior data from the KEYNOTE-426 
trial, the FDA approved the immunotherapy 
pembrolizumab plus the multikinase inhibitor 
axitinib in April 2019 for use in the frontline 
setting for patients with advanced RCC.

The international, open-label, phase 3 KEY-
NOTE-426 study (NCT02853331) included 861 
patients 18 years or older with treatment naïve, 
advanced RCC. All patients had clear cell histol-
ogy. Patients were randomized between October 
24, 2016, and January 24, 2018, to either pem-
brolizumab plus axitinib (n = 432) or single-agent 

sunitinib (n = 429). OS and PFS were the primary 
study end points.

The most common grade 3 or higher treat-
ment-related adverse events were hypertension 
(22% in the combination arm vs 20% in the suni-
tinib arm), alanine aminotransferase increase 
(13% vs 3%, respectively), and diarrhea (11% vs 
5%, respectively).UT
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First-line pembrolizumab/axitinib 
sustains survival benefit in kidney cancer
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As 2020 winds down, typically 
everyone from newscasters 
to sports reporters to anyone 
with a Twitter handle will 

write a “Year in Review” article, adding 
their predictions for the upcoming year. 
So we thought we would do the same—
take a look back and also a look ahead.

2020 has been a fascinating year. The 
public health emergency (PHE) due to 
coronavirus disease 2019 (COVID-19) 
threw a huge curveball to the planet, 
including the delivery of medical care. 
All medical practices were affected. 
There was an explosion of telemedicine. 
We saw restrictions in elective surgeries, 
the barring of loved ones from visiting 
patients in hospitals, and numerous pro-
tections put in place.

Normally, our Urology Times® end-of-
year article would have provided updates 
on the final rule for the 2021 Medicare 
Physician Fee Schedule, as we would 
have had time to review the document 
and alert providers of changes they 
would need to make in their practices. 
But due to the PHE, the final rule will 
not be released until after this article has 
been written. The Centers for Medicare 
& Medicaid Services (CMS) is running 
behind on several fronts. As we look 
forward, we are not going to stick with 
predictions but instead provide a series 
of goals and actions to reach those goals.

Relative value unit and 
conversion factor changes
As evaluation and management (E/M) 
code changes are due to take place on 
January 1, 2021, which will represent the 
first major change since 1997, there is a 
projected 8% increase in payments to 
urology, based on the increase in valua-
tion of E/M codes. In addition, there is 
a new add-on Healthcare Common Pro-
cedure Coding System code (GPC1X) 
for patients with diseases that require 
an ongoing relationship with a urologist 
that will be able to be used with patients 
on Medicare. Finally, there is an increase 
in many practice expense values for ser-
vices performed in the office.

The increase, however, comes with 
a price; specifically, a decrease in the 
Medicare Conversion Factor by 10.6%, 
due to budget neutrality. This will result 
in lower payments in 2021 for most med-
ical services outside E/M codes. The 
decreased conversion factor also will 
result in payment decreases for many 
other specialties, including anesthesi-
ology, radiology, pathology, therapists, 
and most of the surgical specialties. 
There are a few proposals to stop this 
dramatic shift in payments, including a 
proposal to suspend budget neutrality 
for next year.

Our hope is that CMS and the US 
Congress will act to suspend budget 
neutrality for this year at least, with 
legislation that does not kick funding 
down the road, sending us down a path 
of eternal conversion factor reduction 
threat similar to the years prior to the 
Medicare Access and CHIP Reauthori-
zation Act of 2015. As this will require 
an act of Congress, we encourage you 
to contact your senators and represen-
tatives and encourage them to suspend 
budget neutrality for 2021 to help health 
care providers recover from the PHE.

Telehealth
The majority of medical providers and 

a significant number of patients became 
fans of telemedicine in 2020, citing its 
convenience and practicality. Luckily 
for many of us, Medicare appears to also 
be a fan of telemedicine. Patients have 
enjoyed the experience. Many physicians 
have found a place for telehealth during 
the PHE with equal pay for services 
rendered. During the PHE, Medicare 
has covered telephone-only services at 
reasonable rates to allow for services to 
patients without technology services 
or ability. Medicare also has expanded 
remote patient monitoring services.

Although we can appreciate the 
changes that Medicare is proposing in 
an effort to add telehealth as a treat-
ment path for many patients, we note 
that they have not been able to go far 
enough. When the PHE ends, many of 
these services will not be supported in a 
way that will make telehealth a truly via-
ble treatment option for many patients 
and circumstances.

Our desire is to see fair reimburse-
ment, continued expansion of these 
services, and the ability to treat patients 
while they are at home, regardless of 
where they live.

In the proposed rule, Medicare has 
indicated a desire to keep or even expand 
some of these services but not others. 
For services such as telephone-only 
support that Medicare does intend to 
cover after the PHE ends, we encourage 
you to continue to support the Ameri-
can Urological Association, American 
Medical Association, and other groups 
lobbying for these services to be extend-
ed permanently.

If Medicare is going to truly make 
telehealth a viable service option, we 
need new legislation. We would encour-
age you to also mention expansion of 
telehealth services for patients in their 
home at rates comparable to those for 
in-office services when you contact your 
senators and representatives about the 
conversion factor.

How coding changed in 2020—
and what to watch for in 2021
Evaluation/management changes should benefi t providers and patients

CODING AND REIMBURSEMENT / Business

JONATHAN RUBENSTEIN, 
MD; MARK PAINTER

Rubenstein is compliance 
offi cer and medical director 

of coding and reimburse-
ment, United Urology Group 

and Chesapeake Urology, 
Towson, Maryland. Painter
is CEO of PRS Urology SC 

in Denver, Colorado.
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Although we can appreciate 
the changes that Medicare 
is proposing in an effort 
to add telehealth as a 
treatment path for many 
patients, we note that they 
have not been able to go
far enough.

UT1220_035-036_Coding.indd   35UT1220_035-036_Coding.indd   35 12/8/20   3:47 PM12/8/20   3:47 PM



E/M changes
As we have written about and provided instruc-
tions to urologists around the country, we have 
become even bigger fans of the updated E/M 
outpatient codes. Although change is never as 
easy as we would like it to be, we are confident 
that those who embrace the changes and break 
through the initial learning curve also will 
realize the benefits to patients, providers, and 
practices.

Our hope is that providers embrace these 
changes. Anyone involved in patient care should 
get appropriate training, study a little bit, and 
become a student of the practice. Jump in with 
both feet early and keep an open mind.

The changes to the E/M codes are going to 
allow providers to stop all the unnecessary click-
ing and “note bloat” seen when trying to meet 
the coding guideline rules, and instead allow 
providers to get back to their expertise: patient 
care. Practices should change their patient intake 
forms to focus on the medically necessary data 
needed without having to collect information 
no longer needed or relevant. Shortening these 

forms will not only make patients happy but also 
allow practices to have a more efficient workflow, 
taking pressure off front desk and other support 
staff struggling to set up or update the medical 
records. If done correctly, staff can be freed to 
focus on the patient experience, tracking services 
can be provided, and the stress in the office will 
decrease.

Physicians then will be more able to focus 
on clinical services, reduce time spent with the 
electronic health record, and develop notes that 

can be understood by patients and other medical 
professionals. In addition, the services will be 
more able to be accurately reported to better 
reflect the appropriate level of service chosen.

For a minimal investment of time, we hope 
providers enjoy these changes.

Conclusion
Although our hopes are not all guaranteed to 
pan out, we again encourage everyone to take 
action where they can. Learn the new E/M sys-
tem. Get involved with advocacy. Even a small 
investment in time may indeed bring about 
changes to make 2021 and beyond a more pleas-
ant experience for all.UT
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The information in this column is designed to be 
authoritative, and every effort has been made to 
ensure its accuracy at the time it was written. How-
ever, readers are encouraged to check with their 
individual carrier or private payers for updates and 
to confirm that this information conforms to their 
specific rules.

The changes to the E/M codes 
are going to allow providers 
to stop all the unnecessary 
clicking and “note bloat” seen 
when trying to meet the coding 
guideline rules, and instead allow 
providers to get back to their 
expertise: patient care.

KEITH A. REYNOLDS
Reynolds is an associate editor for Medical Economics®.

The Centers for Medicare & Medicaid 
Services (CMS) has issued the final 
rule aimed at modernizing and clari-
fying the regulations pertaining to the 

Medicare physician self-referral law, or Stark Law.
According to a news release,1 the final rule 

creates permanent exceptions to the law for 
value-based care arrangements. It allows physicians 
to design and enter into value-based arrangements 
without fear that their legitimate activities will run 
afoul of the law. These exceptions will apply wheth-
er these arrangements relate to care for a Medicare 
patient or otherwise.

The final rule also provides additional guidance 
on several requirements that must be met to ensure 
compliance with the Stark Law such as how phy-
sician compensation from another provider gen-
erally must be at fair market value. The rule lays 
out how to determine whether the compensation 
meets the requirement, the release says.

It also provides clarity and guidance on a range 

of other technical compliance requirements that 
intend to reduce administrative burdens that can 
drive up cost, according to the release.

Anders Gilberg, senior vice president of gov-
ernment affairs for the Medical Group Man-
agement Association (MGMA), said that the 
organization appreciates the move, but the 
US Department of Health & Human Services 

(HHS) should have gone further.
“In particular, we support the new value-based 

arrangement exception to the Stark Law, which 
will provide some group practices with greater 
protection when entering into care coordina-
tion arrangements,” Gilberg said. “While HHS 
endeavored to make improvements to key terms 
that impact physician compensation arrange-
ments, the final rule could have gone further 
to reduce the overall complexity and regulatory 
intrusion into group practice operations.

“Despite countless rulemakings, each of which 
identified legitimate problems with Stark Law reg-
ulations and attempted to fix them, the regulatory 
scheme has grown in complexity to the point where 
it is beyond comprehension to the average physi-
cian or practice administrator,” Gilberg added.UT

REFERENCE
1. modernizing and clarifying the Physician Self-re-
ferral regulations Final rule (cmS-1720-F). Press 
release. The centers for medicare & medicaid Ser-
vices. November 20, 2020. Accessed November 
24, 2020. https://go.cms.gov/2KAfdZv

Centers for Medicare & Medicaid 
Services releases Stark Law updates
Final rule creates permanent exceptions for value-based care arrangements

“While HHS endeavored to make 
improvements to key terms that 
impact physician compensation 
arrangements, the final rule 
could have gone further to 
reduce the overall complexity 
and regulatory intrusion into 
group practice operations.”

ANDERS GILBERG
Senior Vice President of Government Affairs, Medical Group 
Management Association
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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.

Q: What are the best options to save 
for my child’s future?
A: Whether it’s for a college education, 
a down payment on a house, a future 
wedding, or just giving them a little leg 
up once they reach adulthood, saving 
for a child’s future is an important goal 
for many physicians. With costs rising 
across the board, many physicians won-
der what is the best way to save. The 
answer, as with many things, depends. 
Parents should ask themselves: Do I 
want this money to go toward a specif-
ic goal? Do I want my children to have 
access to the funds all at once? Will my 
child manage this money responsibly? 
The answers to these questions can 
determine what type of account is best.

A common goal for many parents is 
to start saving early for their children’s 
college educations. With the rising cost 
of college, this can seem like a daunt-
ing task. The Internal Revenue Service 
allows those who wish to save the abil-
ity to contribute to a 529 plan. A 529 
account is an investment account that 
provides favorable tax treatments if the 
money is used for qualified education 
expenses such as tuition, room and 
board, equipment, student loan pay-
ments, and apprenticeships.

Money contributed to a 529 plan can 
be invested in various mutual funds. 
These investments will (hopefully) 
grow as the child does. If withdrawals 
are taken to pay for a qualified edu-
cation expense, the balance including 
the investment gain comes out of the 
account tax free. In addition, some states 
give a state income tax deduction for 
contributing to a 529 account, so there 
may be additional tax incentives for con-
tributing.

However, if money is withdrawn from 

the account for a nonqualified reason, 
the account owner will need to include 
the investment gain in their income and 
pay ordinary income tax. In addition, 
nonqualified distributions are subject 
to a 10% penalty. Withdrawing money 
from a 529 for a nonqualified purpose 
can be very costly, but if used to pay 
for education expenses, it can be a very 
useful savings tool.

What if your goal is to save for a down 
payment on a home, pay for a wedding, 
or simply give your child a financial 
head start?

First determine the level of control 
you want to retain over the account 
and its ultimate use. Parents who have 
a specific purpose in mind or are unsure 
their child will be responsible enough 
to manage the money in a sensible way 
will want to make sure they or some-
one else controls how the money can 
be distributed.

There are 2 primary ways to accom-
plish this. The first is to keep the mon-
ey yourself. You control the assets and 
their distribution. However, depending 
on your estate planning goals, this may 
not distribute the assets as intended in 
the event of your death.

The other option is to create a trust. 
Establishing a trust fund creates a vehi-
cle that sets terms for the way assets are 
to be held, gathered, or distributed in 
the future. Common reasons for distri-
bution often include health, education, 
maintenance, and support (HEMS) but 
can expand beyond these. The defini-
tions of HEMS or other allowed dis-
tributions can be as strict or relaxed as 
you choose.

Most trusts also create a timeline 
for when the beneficiary can access a 
greater portion or the full balance of 
the assets. Creating a trust ensures the 
assets are controlled until the recipient 
is deemed old enough or responsible 
enough to take over the money them-
selves.

If control is not a primary motivation, 
then custodial accounts can be opened. 
Commonly referred to as UTMA (Uni-
form Transfers to Minors Act) accounts, 
custodial accounts have lots of flexibility 
in terms of the assets that can be held. 
However, once the minor reaches the 
legal age of adulthood in their state of 
residence, control of the account offi-
cially transfers to the named beneficia-
ry, and they claim full use of the funds.

There are many ways to save for your 
child’s future, but the intent and the 
level of control you want to maintain 
will determine which account type is 
best.UT

Saving for your child’s future: 
What should you consider?
529 plans and trusts help save and manage money destined for your children
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Withdrawing money from 
a 529 for a nonqualified 
purpose can be very costly, 
but if used to pay for 
education expenses, it can 
be a very useful savings 
tool.
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success.
Make us the key to
your
Contact me today to place your ad.
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jshippoli@mjhlifesciences.com
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board certified general 
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FOR INQUIRES OR TO APPLY 
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Build the team
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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 American Medical Association 
(AMA) has released policies aimed 
at clarifying the role of race in health 
care and confronting the nation’s 

history of racism and injustice.
At the AMA Special Meeting of the House 

of Delegates (HOD), the nation’s leading phy-
sicians voted to adopt a pair of policies recog-
nizing that race is a social construct, and not 
a biological one. This is aimed at advancing 
data-driven, antiracist concepts that challenge 
the current clinical application of race and 
its effects on vulnerable patient populations, 
according to a news release.1 

The policies note that when race is accepted 
as a biological category defined by genetic traits 
or biological differences, it exacerbates health 
disparities and leads to detrimental health out-
comes for marginalized and minority commu-
nities, the release says. At the same time, the 
HOD adopted a policy that recognizes racism 
as a public health threat and commits the AMA 
to actively work on dismantling racist policies 
and practice across health care.

According to a separate news release,2 the 
policy opposes all forms of racism as a threat to 
public health and calls on the AMA to take pre-
scribed steps to combat racism. These include 
the following:

• Acknowledging the harm caused by racism 
and unconscious bias within medical research 
and health care

• Identifying tactics to counter racism and 
mitigate its health effects

• Encouraging medical education curricula 
to promote a greater understanding of the topic

• Supporting external policy development and 
funding for researching racism’s health risks and 
damages

• Working to prevent influences of racism and 
bias in health technology innovation

“The AMA recognizes that racism negative-
ly impacts and exacerbates health inequities 
among historically marginalized communities. 
Without systemic and structural-level change, 
health inequities will continue to exist, and the 
overall health of the nation will suffer,” AMA 
Board Member Willarda V. Edwards, MD, 
MBA, said in the release. “As physicians and 
leaders in medicine, we are committed to opti-

mal health for all, and are working to ensure all 
people and communities reach their full health 
potential. Declaring racism as an urgent public 
health threat is a step in the right direction 
toward advancing equity in medicine and public 

health, while creating pathways for truth, heal-
ing, and reconciliation.”UT
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Accessed November 17, 2020. https://bit.
ly/3nMbBCd
2. New AMA policy recognizes racism as a pub-
lic health threat. Press release. American Medi-
cal Association. November 16, 2020. Accessed 
November 17, 2020. https://bit.ly/3fgb1tn

AMA releases policies 
on race in health care

40 ∣ Urology Times® ∣ DeCeMBer 2020

Health Policy
FROM THE PAGES OF:

(800) 972 - 9298info@prsnetwork.com

Free Trial  or  More Information goto:
AUACodingToday.com

Includes Exclusive AUA and PRS Urology Coding Tips

AUACodingToday.com
Annual Subscription: New or Renewal

RP S network
Coding, Reimbursement, and Practice Management Solutions

AUACodingToday
point  >  click  > code

✔

✔

✔

Features The Bundling Matrix® – The Coding Super Tool! 

Fast Urology Coding - All the Information You Need on One Page 

An Online Urology Coding, Rules and Reference Tool

UT1220_040_MedEc.indd   40UT1220_040_MedEc.indd   40 12/8/20   3:57 PM12/8/20   3:57 PM



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

What sort of music do you listen to in the operating room?

“I do listen to music, and the type depends 
on what I’m doing. If I’m doing a high-

stakes portion of a case where I want my heart 
rate down, I actually listen to—I don’t even know 
what the genre is—but it’s what you listen to 
when doing yoga. So if my heart rate is going 
up and I’m doing something [such as] dissecting 
abdi vena cava or dissecting out a vaginal canal 
for gender affirmation surgery, I will use some-
thing [such as] Pure Focus or a meditation mix.

Otherwise, indie rock is mostly what I listen to. 
That’s kind of my wheelhouse. Indie rock is my 
favorite, by far. I would say in the last 5 years my 
favorite is a group is one called Bon Iver. If you 
ask me what music adds to the operating room, I 
would have to think. It’s a really good question. 
It calms me down and shields me from a lot of 
the noise that could be distracting. My focus is 
reconstructive surgery, and 80% of my practice 
is transgender surgery.

I think music can alter my emotional state and 
put me in a better frame of mind that lets me see 
more possibilities.”

Chris McClung, MD / Columbus, Ohio

“I listen to whatever my 
staff actually wants to 

listen to, except I say “no rap”—
whatever they like—but no rap, 
and we’re OK. Usually during my 
robotic cases, we listen to music. 
They plug in their iPhones or 

smartphones and stream whatever service they 
have or whatever playlists they have, which is 
mostly classic rock, contemporary rock, some 
country.

I have some input, but they play what they 
want to play because if they’re happy, I’m happy.

Music keeps everything a little bit lighter in 
the OR [operating room]. Silence can make the 
day drag on and increase stress levels. Music has 
been shown to decrease stress levels. Having it 
on all the time is good.

Usually, they play a mix of music, so most of 

what they play I like. I have very diverse taste 
in music. I listen to blues, rock ’n’ roll, old stuff 
new stuff, country—more of a country rock. If 
I were to say who my favorite is, I’d have to say 
it’s the group Boston. They came out with their 
first album in the [1970s], and it’s probably my 
favorite album.

To be honest, nobody ever really chooses Bos-
ton for the OR, but I like a lot of music. If I’m 
sick of something I’ll tell them, but that rarely 
happens. They’re all younger, in their 20s and 
30s. When I’m doing robot cases, I generally 
have the same crew. I know they want to listen to 
rap. They’ll start talking about a song, but they’ll 
say, ‘You wouldn’t like it.’ I’ll ask, ‘Why? Because 
they drop F-bombs and call women derogatory 
names?’ They say, ‘Yeah,’ so there you go. I have 
2 daughters, so why would I want to listen to 
music when they talk that way?”

Vicken Chalian, MD / Bloomington, Illinois

“I do listen to music in 
the OR. Honestly, I let 

my scrub tech and circulating 
nurse pick whatever they want 
to listen to. I’m not very picky.

I probably let them choose as 
an overall morale thing. I’m just 

not really very picky provided that it’s noth-
ing too intense. As long as it’s regular music, I 
can listen to just about any genre, so I let them 

decide as a morale booster.
The kind of music depends on who’s in the 

OR with me. We usually listen to a radio station. 
Sometimes it’s a country station, sometimes it’s 
pop. I listen to all sorts of music: ’80s, ’90s, coun-
try. I’m good with any of them.

My favorite artist is probably Michael Jackson, 
not that he comes up often on the stations we 
listen to.

I think music in the operating room relaxes 
everybody. I think if everybody is in a high tense 
mood, it makes the case harder and mistakes get 
made. If people are relaxed, they are more com-
municative and we seem to have a better flow. I 
think music leads to better results. I don’t think 
there are any studies on that, but I feel we get 
in a better flow. Overall, the days we listen to 
music versus the days we don’t, we just seem to 
get better results in the end. It just seems to be 
a better day.”

Adam W. Ylitalo, DO / Waco, Texas
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“Music keeps everything a little 
bit lighter in the OR [operating 
room]. Silence can make the 
day drag on and increase stress 
levels. Music has been shown to 
decrease stress levels.”

VICKEN CHALIAN, MD

MORE SPEAK OUT ONLINE 

Catch up on past installments of Speak Out by visit-
ing www.urologytimes.com/authors/karen-nash. 
Recent columns include the following:

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

• Besides the expansion of telemedicine, how has 
COVID-19 affected your practice?
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A57-year-old unemployed man 
with benign prostate hyper-
plasia (BPH) presented to his 
primary care physician. The 

patient reported that he had found a 
coin-sized bloody stain on his under-
wear after having engaged in sexual 
activity. The primary care physician 
ordered a blood test, and the test’s 
results revealed that the blood did not 
contain an abnormally high concentra-
tion of prostate-specific antigen (PSA).

A year later, the patient returned to 
his primary care physician and reported 
he had found another bloody stain on 
his underwear. His primary care physi-
cian ordered a urinalysis and performed 
a digital rectal exam of the patient’s 
prostate.

The primary care physician reported 
that the test results did not reveal any 
abnormalities and concluded that the 
patient’s bloody discharges were merely 
the result of hematospermia.

Physician prescribes 
sildenafil citrate
Four months later, the patient returned. 
He reported that he had detected a lump 
in 1 of his axillae, and he also report-
ed that he had not been able to main-
tain an erection. Tests did not reveal 
any abnormalities, so the primary care 
physician prescribed sildenafil citrate 
(Viagra).

Over the next 4 months, the primary 
care physician performed 2 additional 
exams. During each exam, the patient 
reported he suffered burning penile 
pain that occurred during or after inter-
course.

A test revealed that the patient’s blood 
contained a slightly abnormal concen-
tration of PSA, so the primary care phy-
sician performed a digital rectal exam of 
the patient’s prostate.

The primary care physician reported 
that he did not detect any nodules of 
the prostate, and the patient received a 

diagnosis of prostatitis. This time, the 
physician prescribed antibiotics.

Two and a half years after his initial 
visit, the patient returned to his primary 
care physician and reported he experi-
enced a discharge of purulent seminal 
f luid. A test revealed that his blood’s 
PSA concentration had increased to
5.3 ng/mL.

The primary care physician referred 
the patient to a urologist. The urologist 
confirmed that the patient was suffering 
metastatic cancer of his prostate. The 
cancer had progressed to a level such 
that it could not be eradicated, and the 
patient died.

The patient’s family brought a med-
ical malpractice suit against the pri-
mary care physician, alleging that the 
disease could have been detected at least 
1 year earlier and that prompt referral 
to a urologist and treatment would have 
saved his life.

Plaintiff: First symptoms 
should have prompted referral
At trial, the plaintiff’s attorney argued 
that the prostate cancer’s symptoms 
mimicked those of an enlarged pros-

tate and that the patient’s first report-
ed symptoms should have prompted a 
referral to a urologist, who could have 
performed the necessary tests that 
would have revealed cancer. The plain-
tiff’s expert urologist opined that prostate 
cancer is not easily detected, which is why 
the referral and involvement of urology 
were necessary.

The primary care physician’s defense 
counsel contended that the patient’s 
signs and symptoms were products of 
BPH, hematospermia, and prostatitis. 
The defense expert opined that these 
conditions are not certain indicators of 
cancer and that the treatment properly 
addressed those conditions. The prima-
ry care physician maintained he met the 
standards of medical care.

The patient died at age 62. He was 
survived by his wife, several adult chil-
dren, and grandchildren.

After 3 days of trial, the jury deliber-
ated for 1½ days, then returned a verdict 
for the plaintiff. In their responses to 
jury interrogatories, the jury found that 
the primary care physician breached 
the standard of care by failing to issue 
a timely referral to a urologist, and that 
this failure caused an incurable spread 
of cancer. The jury awarded the plaintiff 
$2.2 million.

LEGAL PERSPECTIVE: A number of 
state legislatures have passed tort reform 
and limited damage awards in medical 
malpractice cases in response to rising 
health care costs and what some see as 
frivolous medical malpractice claims. 
The actual cap varies widely state to 
state, and it also varies as to what types 
of claims are subject to caps. For exam-
ple, because this case was a wrong-
ful-death claim, the state caps did not 
apply.UT

Delayed referral led to death;
jury awards $2.2 million
Prostate cancer symptoms were mistaken for those of other conditions

ACACIA BRUSH 
PERKO, ESQ

Perko is an attorney in the 
Columbus, Ohio offi ce of 

Reminger Co, LPA, where 
she specializes in medical 

malpractice defense 
litigation and transactional 

matters. She welcomes your 
feedback on this column at 

APerko@reminger.com.

At trial, the plaintiff’s 
attorney argued that 
the prostate cancer’s 
symptoms mimicked those 
of an enlarged prostate 
and that the patient’s first 
reported symptoms should 
have prompted a referral to 
a urologist, who could have 
performed the necessary 
tests that would have 
revealed cancer.

Malpractice Consult
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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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EVERY MAN NEEDS TO KNOW
HIS BRCA STATUS

Up to 1 in 6 men with prostate cancer have an underlying genetic mutation that may have 

caused their cancer.¹ Knowing your patient’s germline status early in the treatment journey 

not only helps guide treatment decisions, it could also qualify them for future, life-sustaining 

therapies, such as PARP inhibitors should they progress to metastasis.

MEN WITH LOCALIZED PROSTATE
CANCER AND A BRCA MUTATION ARE:2

6X
4X
7

MORE LIKELY TO DIE
FROM PROSTATE CANCER
WITHIN 5 YEARS

AS LIKELY TO DEVELOP 
METASTASIS WITHIN 5 
YEARS THAN NON-CARRIERS

LIVE 7 YEARS LESS
ON AVERAGE

Start Ordering Genetic Testing Today
Using Our Myriad Provider Portal

Myriadpro.com

1. Prevalence of Germline Variants in Prostate Cancer and Implications for Current Genetic Testing Guidelines Nicolosi et al. JAMA Oncol 2019
2. Castro E, et al. Germline BRCA mutations are associated with higher risk of nodal involvement, distant metastasis, and poor survival outcomes in prostate cancer. J Clin Oncol. 2013 May 10;31(14):1748 - 57
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