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I  t is incredible to think we are already 
in the second half of 2022. It has been a 
busy year for the editorial team of Urology 
Times®, particularly with the return of 

in-person conferences. At this year’s American 
Urological Association (AUA) Annual Meeting 
in New Orleans, Louisiana, our team held its 
� rst in-person editorial advisory board meet-
ing since 2019. The well-attended meeting was 
full of robust discussion, generating plenty of 
ideas for content to continue serving the needs 
of the practicing urologist. One suggestion that 
was raised was increased involvement of urolo-
gists who are just starting out in practice. If you 
are approximately 1 to 5 years removed from 
your residency/fellowship and are interested 
in collaborating with Urology Times® on future 
content initiatives, please contact the editors at 
UTeditors@mjhlifesciences.com.

Speaking of the AUA Annual Meeting, 
you’ll � nd plenty of conference coverage in 
this month’s issue, from article recaps of key 
research to excerpts from our special video 
series featuring key opinion leaders breaking 
down important studies in prostate, bladder, and 
penile/testis/rare cancers.

In this issue’s 50th anniversary coverage, you’ll 
� rst � nd a terri� c editorial from Urology Times®

Co–Editor in Chief Michael S. Cookson, MD, 
MMHC, regarding treatment intensi� cation for 
high-risk localized prostate cancer. “What we 
still need to trial is the use of treatment intensi-
� cation or triple therapy in men with high-risk 
localized and/or locally advanced disease,” 
Cookson writes. In addition, our Innovation 
Celebration this month highlights active surveil-
lance in prostate cancer, with an interview with 
Kara L. Watts, MD.

Also in prostate cancer, look for a special 
recap of a recent roundtable discussion, moder-
ated by Sanoj Punnen, MD, of the case of a 
65-year-old man who is referred to a urologist 

by his primary care provider with a pros-
tate-speci� c antigen level that has increased 
from 2 ng/mL to 4.1 ng/mL.

Another clinical highlight from this issue is 
Journal Article of the Month, in which Badar 
M. Mian, MD, analyzes a recent JAMA study 
comparing robotic and open radical cystectomy.1 

He writes, “With the relatively modest and vari-
able advantages of robotic cystectomy reported by 
this and previous RCTs, surgeons should continue 
to offer their best surgical technique (open or 
robotic) to patients in need of radical cystectomy.”

Our columns this month include Diversity 
in Urology, in which Urology Times® Editorial 
Council Member Mary K. Samplaski, MD, 
contributes a piece on ethnic differences in men 
undergoing reproductive urology evaluation. She 
writes, “Racial differences exist for men under-
going fertility evaluation by a reproductive 
urologist…. As clinicians, we must better under-
stand how race plays a role in fertility therapy.”

In Practice Matters, Robert A. Dowling, MD, 
analyzes Medicare Part D to help you understand 
your prescribing patterns of drugs for overactive 
bladder (OAB). “The 2019 Medicare data suggest 
urologists prescribe OAB drugs to Part D bene-
� ciaries in higher quantities than most other 
specialists and tend to use more types of drugs 
and more expensive drugs [mirabegron] than 
nonurology specialties,” Dowling concludes.

In Money Matters, Jeff Witz, CFP, provides 
advice on surviving down markets. Finally, in 
Malpractice Consult, Acacia Brush Perko, Esq, 
reviews a case involving a wrong testicle being 
removed during an orchiectomy, resulting in 
$870,000 being awarded to the plaintiff. Thanks 
for reading. •

Refl ecting on the AUA 
Annual Meeting

MIKE HENNESSY JR
Mike Hennessy Jr is president and CEO of 
Urology Times®’ parent company, MJH Life Sciences®.

REFERENCE
1.Catto JWF, Khetrapal P, Ricciardi F, et al. Eff ect of robot-assisted radical cystectomy with intracorporeal urinary diversion vs 
open radical cystectomy on 90-day morbidity and mortality among patients with bladder cancer: a randomized clinical trial. 
JAMA. 2022;327(21):2092-2103. doi:10.1001./jama.2022.7393
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UroPipeline     UPDATES ON DRUGS, DEVICES, AND TESTS  by Jason M. Broderick

Novel testosterone undecanoate 
capsule launches in US
Testosterone undecanoate (Tlando), an oral 
testosterone replacement therapy for the 
treatment of men with hypogonadism, has 
officially launched in the US market.1 The FDA 
approved testosterone undecanoate capsules 
in March 20222 for the treatment of patients 
with either: 

•  Primary hypogonadism (congenital or 
acquired), defined as testicular failure 
due to conditions such as cryptorchi-
dism, bilateral torsion, orchitis, vanishing 
testis syndrome, orchiectomy, Klinefelter 
syndrome, chemotherapy, or toxic damage 
from alcohol or heavy metals 

• Hypogonadotropic hypogonadism (con-
genital or acquired), defined as gonadotro-
pin or luteinizing hormone-releasing hor-
mone deficiency or pituitary-hypothalamic 
injury from tumors, trauma, or radiation

The pivotal trial supporting approval of 
the oral testosterone undecanoate was Study 
16-002 (NCT03242590),3 which included 95 
hypogonadal participants. All patients received 
testosterone undecanoate at 225 mg twice daily 
for approximately 24 days. Patients’ treatment 
doses were not titrated. The median patient age 
was 56 years (range, 29-74), 70% were obese 
(body mass index ≥ 30 kg/m2), 50% had a his-
tory of hypertension, and 23% had a history of 
type 2 diabetes. Overall, 81% of patients were 
White, 16% were Black, 2% were of mixed 
race, and 1% were Asian.

The primary study end point was the per-
centage of patients who, on the final visit of the 
study, reached a 24-hour average serum testos-
terone concentration within the normal range 
(300-1080 ng/dL). This end point was reached 
with 80% (95% CI, 72%-88%) of patients 
achieving this benchmark.

REFERENCES
1. Halozyme announces commercial launch of TLANDO, 
an oral treatment for testosterone replacement therapy. 
News release. Halozyme Therapeutics. June 7, 2022. 
Accessed June 9, 2022. https://prn.to/3NBiS5a
2. Antares Pharma announces FDA approval of 
TLANDO, an oral treatment for testosterone replace-
ment therapy. News release. Antares Pharma. March 29, 
2022. Accessed June 9, 2022. https://bit.ly/3NffD2f
3. Tlando. Prescribing information. Antares Pharma; 
2022. Accessed June 9, 2022. https://bit.ly/3wNbeiw

NCCN recommends IsoPSA test for 
up-front prostate cancer risk assessment
The IsoPSA test has been added to the Nation-
al Comprehensive Cancer Network prostate 
cancer guidelines for early detection of the 
disease, according to Cleveland Diagnostics, 
the developer of the assay.1 The blood-based, 
noninvasive IsoPSA test is used before initial 
biopsy to assess the likelihood that a patient 
has high-grade prostate cancer.

Eric Klein, MD, fellow, Stanford University 
Distinguished Careers Institute and emeritus 
professor and chair, Glickman Urological and 
Kidney Institute, Cleveland Clinic, was the lead 
investigator on a real-world clinical valida-
tion study of IsoPSA published in the journal 
Urology Practice.1 The study included a diverse 
group of 38 community-based and academic 
sites within the Cleveland Clinic health system. 
There were 900 patients under evaluation for 
prostate cancer who were enrolled at these 
locations. Of these, 734 met study inclusion 
criteria, which comprised minimum age 50 
years, total serum prostate-specific antigen level 
of at least 4 ng/mL and less than 100 ng/mL, 
and no history of prostate cancer. The study 
investigators assessed biopsy recommendations 
of participating clinicians before and after 
receipt of IsoPSA results.

The results showed that in men with total 
PSA equal to or greater than 4 ng/mL, IsoPSA 
led to a 55% (284 vs 638) net reduction in 
prostate biopsy recommendations. There was 
also a 9% reduction in MRI recommendations.

“What we found was really remarkable 
and it was what we had hoped for. The whole 
point of using IsoPSA is it has improved sen-
sitivity and specificity for finding higher grade 
cancers—grade seven or higher. The intended 
use of IsoPSA is to reduce the number of 
biopsies that show only benign tissue or show 
only low-grade cancer; those are things that 
we'd rather not find on labs,” said Klein.

REFERENCE
1. Scovell JM, Hettel D, Abouassaly R, et al. IsoPSA 
reduces provider recommendations for biopsy and 
magnetic resonance imaging in men with total prostate 
specific antigen ≥ 4 ng/ml: a real-world observational 
clinical utility study. Urol Pract. 2022;9(2):173-180. 
doi:10.1097/UPJ.0000000000000291

NCCN, SNMMI add piflufolastat F 18 to 
guidelines for prostate cancer imaging
The National Comprehensive Cancer Network 
and the Society of Nuclear Medicine and Mo-
lecular Imaging guidelines now include the use 
of piflufolastat F 18 (Pylarify), along with all 
approved prostate-specific membrane antigen 
(PSMA)–PET imaging agents, for the selection 
of patients with prostate cancer to receive 
PSMA-targeted radioligand therapy.1

The FDA approved the PSMA-PET imaging 
agent piflufolastat F18 in 2021 for identifying 
suspected metastasis or recurrence of prostate 
cancer.2 The approval was supported in large 
part by findings from the phase 3 CONDOR 
trial (NCT03739684), in which 63.9% of men 
with biochemically recurrent prostate cancer 
who had no evidence of disease on standard-of-
care imaging had a change in intended manage-
ment after their 18F-DCFPyL–PET/CT scan.3

The primary end point was correct local-
ization rate (CLR), defined as percentage of 
patients with a 1:1 correspondence between at 
least 1 lesion identified by PyL–PET/CT and 
the composite standard of truth (pathology, 
correlative imaging, or PSA response). PyL 
scans were read by 3 blinded independent 
central readers.

Detection of disease as manifested by a pos-
itive 18F-DCFPyL–PET/CT scan was 65.9%, 
59.6%, and 59.1% by the 3 readers. The pre-
specified criterion for CLR success was for the 
lower limit of the 95% CI to exceed 20% for 
at least 2 of the 3 readers. For every reader, the 
lower bound of the 95% CI for the CLR was 
well above the 20% benchmark, meeting the 
primary end point of the study. 

REFERENCES
1. Lantheus announces updates to the NCCN guide-
lines for PSMA PET imaging for prostate cancer. News 
release. Lantheus Holdings. May 11, 2022. Accessed 
May 11, 2022. https://bit.ly/37AfuHO
2. Lantheus receives U.S. FDA approval of PYLARIFY 
(piflufolastat F 18) injection, the first and only commer-
cially available PSMA PET imaging agent for prostate 
cancer. News release. Lantheus Holdings. May 27, 
2021. Accessed May 27, 2021. https://bwnews.
pr/3vtMgBh
3. Morris MJ, Rowe SP, Gorin MA, et al; CONDOR Study 
Group. Diagnostic performance of 18F-DCFPyL-PET/CT 
in men with biochemically recurrent prostate cancer: 
results from the CONDOR phase III, multicenter study. 
Published online February 26, 2021. doi:10.1158/1078-
0432.CCR-20-4573
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Improved outcomes in men with advanced prostate cancer 
have been anchored to advances in hormonal ther-
apy over the past 80 years. It is acknowledged that the 

pioneering work of Charles Huggins, MD, and Clarence V. 
Hodges, MD, in 1941 set the path for our understanding of 
androgen responsiveness of prostate cancer and the role of 
androgen deprivation therapy (ADT) in treatment of those 
with advanced and metastatic disease.1

Approximately 50 years ago, the development of long-acting 
luteinizing hormone–releasing hormone (LHRH) agonists 
revolutionized the hormonal treatment of prostate cancer, 
allowing men treatment that could avoid the stigma associated 
with surgical castration and allow for intermittent therapy in 
certain clinical scenarios.2 The development of � rst-gener-
ation nonsteroidal antiandrogens was another advancement 
that not only provided a mechanism to suppress the � are asso-
ciated with LHRH agonists but also allowed for trials of 
combined androgen blockade with the addition of an antian-
drogen as compared with LHRH or orchiectomy alone. 
However, the modest survival bene� t of adding these antian-
drogens to conventional testosterone suppression tempered 
widespread enthusiasm.1,2

Although use of docetaxel chemotherapy was associated 
with bene� t among men with castration-resistant pros-
tate cancer, the real excitement for its use became evident 
when it was studied earlier in the disease state. The combi-
nation of chemotherapy and ADT in men with newly 
diagnosed metastatic disease was truly dramatic in its 
impact. The addition of docetaxel combined with LHRH 
therapy was a game changer, as it dramatically improved 
outcomes for men with newly diagnosed metastatic pros-
tate cancer. Two trials—CHAARTED (NCT00309985) 
and STAMPEDE (NCT00268476)—both demonstrated 
improved overall survival with the addition of chemother-
apy as compared with traditional ADT.3,4 Shortly thereafter, 
the addition of androgen-targeted therapies combined with 
traditional LHRH demonstrated improved overall survival as 
compared with LHRH therapy alone. Both the LATITUDE 
(NCT01715285) and STAMPEDE trials demonstrated 
survival bene� t with the addition of an androgen synthesis 
inhibitor (abiraterone [Zytiga] and prednisone) to traditional 
LHRH therapy.5,6 Also, the addition of second-genera-
tion androgen receptor blockers (enzalutamide [Xtandi] and 
apalutamide [Erleada]) plus LHRH resulted in signi� cant 

improved survival compared with the LHRH therapy.7,8

Currently, in the United States, there has been a tendency 
toward treatment with chemotherapy for those patients with 
high-volume metastatic burden, as well as androgen receptor–
targeted therapy for those who have lower-volume metastatic 
disease and who are less � t for chemotherapy.

That brings us to the current state, where new data have 
revealed that patients with metastatic prostate cancer bene-
� t from treatment intensi� cation or triple therapy. In the 
PEACE-1 trial (NCT01957436), it was shown that the combi-
nation of docetaxel, LHRH, and abiraterone was superior 
to docetaxel plus LHRH therapy alone.9 In addition, the 
ARASENS trial (NCT02799602) demonstrated the combi-
nation of docetaxel, LHRH, and darolutamide (Nubeqa) was 
superior to docetaxel plus LHRH therapy, with signi� cantly 
improved overall survival.10 Still to be decided is how to select 
patients for this treatment intensi� cation coupled with the 
timing of the sequencing, of course weighing the potential 
increase in adverse effects. 

These advances in androgen receptor–targeted therapy now 
coupled with chemotherapy are important and have signi� -
cantly improved outcomes for men with metastatic disease. 
Over the years, we have improved the quality of life of men 
with advanced prostate cancer and have been able to extend 
the length of their lives by years. However, as exciting as these 
improvements have been, we are still facing the reality that 
we are not yet curing advanced or metastatic prostate cancer. 
We have seen the most impressive outcomes when 2 principles 
are adhered to: (1) treatment earlier in the disease state and (2) 
intensifying the treatment regimen. 

However, earlier is a relative term and, in my opinion, not 
early enough. What we still need to trial is the use of treat-
ment intensi� cation or triple therapy in men with high-risk 
localized and/or locally advanced disease. The use of novel 
prostate-speci� c membrane antigen PET scans will allow for 
more accurate staging, and the opportunity for biomarker 
incorporation will allow for future patient selection. These 
studies could come in the form of neoadjuvant or adjuvant 
therapy prior to either surgery or radiation. The table is now 
set for a run at the elusive cure for men with truly high-risk 
disease. I certainly hope we don’t have to wait another half 
century to see this promise delivered to our patients. •

MICHAEL S. 
COOKSON, MD, 

MMHC

Cookson, a professor 
and the Donald D. 

Albers Endowed 
Chair in Urology at the 

University of Oklahoma 
Health Sciences Center 

in Oklahoma City, 
Oklahoma, is a co–editor 

in chief for 
Urology Times®.

Treatment intensi� cation for 
high-risk localized disease:
The time has come

For references visit https://bit.ly/3nEEORz
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Sexual Dysfunction   CLINICAL UPDATES

JASON M. BRODERICK
Associate Editorial Director, Urology Times®

Amid the growing direct-to-
consumer market for shockwave 
therapy (SWT) as a treatment for erec-

tile dysfunction (ED), a study published in 
Urology Practice assessed emerging trends for 
the treatment across 8 large US cities.1 The 
investigators identi� ed 152 clinics across the 
cities that offered SWT as an ED treatment. 
Approximately two-thirds (65%) of the clin-
ics had comprehensive information available 
on their SWT usage. Urologists made up only 
25% of SWT providers at the clinics, and
13% of the providers were not physicians.

Based on individual patient circumstance, 
therapy ranged from 1 treatment course to indef-
inite treatment courses, at an average price of 
$3338.28 for a full treatment course. The aver-
age cost of 1 individual session of a given SWT 
treatment course was $491.22.

“SWT, as a restorative therapy for ED, is 
performed primarily by nonurologists and is not 
standardized. Direct-to-consumer marketing is 
used to target distressed men. This study high-
lights concerning trends in major metropolitan 
markets, given the substantial � nancial impact 
for patients and inconsistent credentials among 
providers. Further, these � ndings suggest that 
patients are frequently seeking care for ED from 
nonurologists,” wrote the study authors, led by 
James M. Weinberger, MD, MBA.

The 8 US cities used for the study were Los 
Angeles, New York, Houston, Philadelphia, 
Atlanta, Boston, Dallas, and Washington, DC. 
Google was used to identify SWT providers in 
these metropolitan areas. The search terms used 
were “shockwave therapy for erectile dysfunction 
in [city],” “shockwave therapy for ED in [city],” 
and “GAINSWave in [city].” To gather the data, 
the investigators implemented a “secret shopper” 
approach, whereby they called the clinics to collect 
provider, price, and treatment course information.

The investigators found there was a lack of 
standardization across the clinics regarding 
the use of focused SWT vs acoustic or radial 
wave therapy, location of shock wave admin-
istration (eg, perineal, penile), and treatment 
protocol. Treatment courses consisted of a wide 
variety of session totals, with 6 being the most 
common. There was no consistency regarding 
the devices used for the procedure, the number 
of shocks during each session, or the energy and 
frequency settings.

There were 18 different provider types among 
the physicians offering SWT. The investi-
gators speci� cally drew attention to the fact 
that the fourth most common provider type 
among physicians were those trained in obstet-
rics and gynecology. “These physicians see no 
male patients throughout the entirety of their 
training, including no formal instruction in 
the pathogenesis and treatment of male sexual 
dysfunction,” the authors wrote.

In almost half (n = 3) of the cities, SWT was 
offered by as many as or more nonphysician 
providers than urologists. Nonphysician SWT 
providers included physician assistants, nurse 

practitioners, chiropractors, and naturopathic 
providers. There was high variation in the cost of 
SWT treatment courses, from a low of $600 for 
the set of sessions at one Atlanta clinic to a high 
of $16,200 at a New York location.

In an accompanying editorial2 published 
simultaneously with the article, Jonathan 
Rubenstein, MD, of Chesapeake Urology, 
stressed the importance of urologists fully taking 
charge across the board in the evaluation and 
treatment of patients with ED. “We all agree 
that urologists are best quali� ed to appropriately 
evaluate and treat patients with ED [because 
of] our advanced training and expertise in geni-
tourinary physiology and pathophysiology,” 
Rubenstein wrote.

“We must own this space,” Rubenstein wrote. 
“We must understand which patients may bene� t 
from which therapies and do everything we can 
to get patients into our of� ces for a proper evalu-
ation and discussion of treatment options, even if 
it means offering alternative therapies. If we do, 
we must be honest with patient risks, including 
� nancial risks, and explain if a therapy is unlikely 
to work for them and not offer it to them if they 
are unlikely to bene� t. We can’t control if others 
do so, and we can’t control if a patient ultimately 
seeks care elsewhere or does not follow our 
recommendations. However, at least we afforded 
them with the best possible medical advice and 
care based on our expertise.” •
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Study highlights trends in shockwave 
therapy for erectile dysfunction
Treatment is performed primarily by nonurologists, researchers report

“We must understand which 
patients may benefit from 
which therapies and do 
everything we can to get 
patients into our offices for
a proper evaluation and 
discussion of treatment 
options, even if it means 
offering alternative 
therapies.”
JONATHAN RUBENSTEIN, MD
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T he downgrade of prostate-speci� c anti-
gen (PSA) screening over the past 15 
years has reduced the overdiagnosis and 

overtreatment of low-grade prostate cancer. But 
simultaneously, an increase has occurred in the 
rate of metastatic cancer at diagnosis, according 
to recent study � ndings.

“To our knowledge, this is the � rst study to 
demonstrate nationally that low-grade pros-
tate cancer is no longer the most commonly 
diagnosed type of prostate cancer,” said senior 
author Jim C. Hu, MD, MPH, Ronald P. 
Lynch Professor of Urologic Oncology at Weill 
Cornell Medicine and director of the NewYork-
Presbyterian LeFrak Center for Robotic Surgery 
in New York, New York, in a news release.1 “One 
of the weaknesses of PSA/prostate cancer screen-
ing was that it led to overdetection of indolent 
cancers that would not harm men, subjecting 
them to anxiety and future testing.”

In 2012, after concluding that the bene� t of 
PSA screening did not outweigh the risks of 
overdiagnosis and overtreatment of low-grade 
prostate cancer, the US Preventive Services Task 
Force (USPSTF) issued a grade D recommen-
dation against the use of PSA screening in the 
general US population, regardless of age. The 

current USPSTF PSA screening policy has been 
slightly changed, with a grade C recommenda-
tion for men aged 55 to 69 years; thus, in this 
population an individual decision on screen-
ing should be made based on discussion with 
one’s physician or clinician of the potential bene-
� ts and risks. For men aged 70 or older, the 
USPSTF recommends against any PSA-based 
screening (grade D recommendation). The panel 
also does not recommend screening for men 
younger than 55 years.

In their study,2 Hu et al sought to determine 
the overall impact of the screening downgrade on 
Gleason grade group (GG) at diagnosis and radi-
cal prostatectomy (RP) pathology. Using data from 
the Surveillance, Epidemiology, and End Results 
Program, the investigators identi� ed 438,432 men 
with newly diagnosed prostate cancer in the period 
from 2010 to 2018. The study results were published 
in the Journal of the National Cancer Institute.

During this 8-year period, the rate of metas-
tases at diagnosis increased from 3.0% to 5.2% 
(P < .001). The investigators linked this rise to 
the decrease in PSA screening, and suggested 
risk-strati� ed screening using MRI or biomark-
ers as a potential solution to maintaining the 
progress in reducing overdiagnosis or overtreat-
ment while not missing these aggressive cancers.

The upside of what Hu et al found was that the 
incidence of low-grade prostate cancer (GG1) 

per 100,000 cases decreased from 52 to 26 cases 
(P < .001). As a proportion of all prostate cancer 
cases, the incidence of GG1 decreased from 47% 
to 32% (P < .001). At RP pathology, the incidence 
of GG1 decreased from 32% to 10% (P < .001).

“The fact that only 10% of radical prostatec-
tomy specimens demonstrate low-grade prostate 
cancer indicates that even when low-grade 
cancer is diagnosed, it is being treated much less 
frequently,” Hu said. “This demonstrates that 
there has been acceptance of active surveillance, 
also known as monitoring with curative intent, 
among doctors and patients nationally.”

“It is encouraging to see that urologists in the 
United States have moved away from overutili-
zation of radical therapies for the management 
of low-risk prostate cancer,” added � rst author 
Leonardo D. Borregales, MD, a urologic 
oncology fellow at Weill Cornell Medicine 
Department of Urology, in the news release. •
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Aggressive prostate cancer diagnoses 
are on the rise
Investigators also report lower rates of treatment of low-risk disease

“To our knowledge, this is the first 
study to demonstrate nationally 

that low-grade prostate cancer is no 
longer the most commonly diagnosed 

type of prostate cancer.”
JIM C. HU, MD, MPH
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INDICATION
NUBEQA® (darolutamide) is an androgen receptor inhibitor indicated for the treatment of patients with non-metastatic castration-resistant prostate cancer.

IMPORTANT SAFETY INFORMATION
Embryo-Fetal Toxicity: Safety and efficacy of NUBEQA have not been established in females. NUBEQA can cause fetal harm and loss of pregnancy. Advise 
males with female partners of reproductive potential to use effective contraception during treatment with NUBEQA and for 1 week after the last dose. 

Adverse Reactions
Serious adverse reactions occurred in 25% of patients receiving NUBEQA and in 20% of patients receiving placebo. Serious adverse reactions in 
≥1 % of patients who received NUBEQA were urinary retention, pneumonia, and hematuria. Overall, 3.9% of patients receiving NUBEQA and 3.2% 
of patients receiving placebo died from adverse reactions, which included death (0.4%), cardiac failure (0.3%), cardiac arrest (0.2%), general physical health 
deterioration (0.2%), and pulmonary embolism (0.2%) for NUBEQA.

Adverse reactions occurring more frequently in the NUBEQA arm (≥2% over placebo) were fatigue (16% vs 11%), pain in extremity (6% vs 3%) and rash (3% 
vs 1%). 

Clinically significant adverse reactions occurring in ≥2% of patients treated with NUBEQA included ischemic heart disease (4.0% vs 3.4% on placebo) and heart 
failure (2.1% vs 0.9% on placebo).

Drug Interactions
Effect of Other Drugs on NUBEQA – Combined P-gp and strong or moderate CYP3A4 inducers decrease NUBEQA exposure, which may decrease NUBEQA 
activity. Avoid concomitant use.

Combined P-gp and strong CYP3A4 inhibitors increase NUBEQA exposure, which may increase the risk of NUBEQA adverse reactions. Monitor more 
frequently and modify NUBEQA dose as needed.

Drug Interactions (cont’d)
Effects of NUBEQA on Other Drugs – NUBEQA inhibits breast cancer resistance protein (BCRP) transporter. Concomitant use increases exposure (AUC) and 
maximal concentration of BCRP substrates, which may increase the risk of BCRP substrate-related toxicities. Avoid concomitant use where possible. 
If used together, monitor more frequently for adverse reactions, and consider dose reduction of the BCRP substrate.

NUBEQA inhibits OATP1B1 and OATP1B3 transporters. Concomitant use may increase plasma concentrations of OATP1B1 or OATP1B3 substrates. Monitor more frequently 
for adverse reactions and consider dose reduction of these substrates.

Review the prescribing information of drugs that are BCRP, OATP1B1, and OATP1B3 substrates when used concomitantly with NUBEQA.

Please see the following page for the brief summary of Prescribing Information.

Metastasis-free survival (MFS) was the primary endpoint, and overall survival (OS) was a key secondary endpoint.1

* Time to pain progression was defi ned as at least a 2-point worsening from baseline of pain score on BPI-SF (a validated health-related quality-of-life 
instrument) or initiation of opioids and reported in 28% of all patients on study.

Study design
The effi cacy and safety of NUBEQA were assessed in a randomized, double-blind, placebo-controlled phase III study (ARAMIS) in nmCRPC 
patients on ADT with a PSA doubling time ≤10 months. 1509 patients were randomized 2:1 to 600 mg NUBEQA twice daily (n=955) or placebo 
(n=554). MFS was defi ned as time from randomization to time of fi rst evidence of BICR-confi rmed distant metastasis or death from any cause ≤33 
weeks after the last evaluable scan, whichever occurred fi rst. Treatment continued until radiographic disease progression, 
as assessed by CT, MRI, 99mTc bone scan by BICR, unacceptable toxicity, or withdrawal.1,2

ADT=androgen deprivation therapy; HR=hazard ratio; CI=confi dence interval; BPI-SF=Brief Pain Inventory Short Form; PSA=prostate-specifi c antigen; 
BICR=blinded independent central review; CT=computed tomography; MRI=magnetic resonance imaging.

PROVIDED THE RELIEF OF AN EXTRA 
15 MONTHS WITHOUT PAIN PROGRESSION1,3*

40.3 months vs 25.4 months for ADT alone
Secondary endpoint: HR: 0.65; 95% CI: 0.53-0.79; P<0.0001.

POSTPONED CYTOTOXIC CHEMOTHERAPY—
MORE TIME WITHOUT CHEMO1,3

42% risk reduction in time to chemo vs ADT alone
Secondary endpoint: HR: 0.58; 95% CI: 0.44-0.76; P<0.0001. Medians not estimable.

MEN LIVED 2X LONGER 
WITHOUT CANCER SPREADING1,2

40.4 months vs 18.4 months for ADT alone
HR: 0.41; 95% CI: 0.34-0.50; P<0.0001 (intent-to-treat).

REDUCED RISK OF DEATH
BY NEARLY A THIRD1,3

31% reduction in the risk of death vs ADT alone
Secondary endpoint: HR: 0.69; 95% CI: 0.53-0.88; P=0.003. Medians not estimable.

For your patient with non-metastatic castration-resistant prostate cancer (nmCRPC)

HELP HIM LIVE FOR WHAT HE LOVES

CHOOSE NUBEQA® 1st FOR EXTENDED SURVIVAL.1-3  NUBEQAHCP.COM
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NUBEQA® (darolutamide) is an androgen receptor inhibitor indicated for the treatment of patients with non-metastatic castration-resistant prostate cancer.

IMPORTANT SAFETY INFORMATION
Embryo-Fetal Toxicity: Safety and efficacy of NUBEQA have not been established in females. NUBEQA can cause fetal harm and loss of pregnancy. Advise 
males with female partners of reproductive potential to use effective contraception during treatment with NUBEQA and for 1 week after the last dose. 

Adverse Reactions
Serious adverse reactions occurred in 25% of patients receiving NUBEQA and in 20% of patients receiving placebo. Serious adverse reactions in 
≥1 % of patients who received NUBEQA were urinary retention, pneumonia, and hematuria. Overall, 3.9% of patients receiving NUBEQA and 3.2% 
of patients receiving placebo died from adverse reactions, which included death (0.4%), cardiac failure (0.3%), cardiac arrest (0.2%), general physical health 
deterioration (0.2%), and pulmonary embolism (0.2%) for NUBEQA.

Adverse reactions occurring more frequently in the NUBEQA arm (≥2% over placebo) were fatigue (16% vs 11%), pain in extremity (6% vs 3%) and rash (3% 
vs 1%). 

Clinically significant adverse reactions occurring in ≥2% of patients treated with NUBEQA included ischemic heart disease (4.0% vs 3.4% on placebo) and heart 
failure (2.1% vs 0.9% on placebo).

Drug Interactions
Effect of Other Drugs on NUBEQA – Combined P-gp and strong or moderate CYP3A4 inducers decrease NUBEQA exposure, which may decrease NUBEQA 
activity. Avoid concomitant use.

Combined P-gp and strong CYP3A4 inhibitors increase NUBEQA exposure, which may increase the risk of NUBEQA adverse reactions. Monitor more 
frequently and modify NUBEQA dose as needed.

Drug Interactions (cont’d)
Effects of NUBEQA on Other Drugs – NUBEQA inhibits breast cancer resistance protein (BCRP) transporter. Concomitant use increases exposure (AUC) and 
maximal concentration of BCRP substrates, which may increase the risk of BCRP substrate-related toxicities. Avoid concomitant use where possible. 
If used together, monitor more frequently for adverse reactions, and consider dose reduction of the BCRP substrate.

NUBEQA inhibits OATP1B1 and OATP1B3 transporters. Concomitant use may increase plasma concentrations of OATP1B1 or OATP1B3 substrates. Monitor more frequently 
for adverse reactions and consider dose reduction of these substrates.

Review the prescribing information of drugs that are BCRP, OATP1B1, and OATP1B3 substrates when used concomitantly with NUBEQA.

Please see the following page for the brief summary of Prescribing Information.

Metastasis-free survival (MFS) was the primary endpoint, and overall survival (OS) was a key secondary endpoint.1

* Time to pain progression was defi ned as at least a 2-point worsening from baseline of pain score on BPI-SF (a validated health-related quality-of-life 
instrument) or initiation of opioids and reported in 28% of all patients on study.

Study design
The effi cacy and safety of NUBEQA were assessed in a randomized, double-blind, placebo-controlled phase III study (ARAMIS) in nmCRPC 
patients on ADT with a PSA doubling time ≤10 months. 1509 patients were randomized 2:1 to 600 mg NUBEQA twice daily (n=955) or placebo 
(n=554). MFS was defi ned as time from randomization to time of fi rst evidence of BICR-confi rmed distant metastasis or death from any cause ≤33 
weeks after the last evaluable scan, whichever occurred fi rst. Treatment continued until radiographic disease progression, 
as assessed by CT, MRI, 99mTc bone scan by BICR, unacceptable toxicity, or withdrawal.1,2

ADT=androgen deprivation therapy; HR=hazard ratio; CI=confi dence interval; BPI-SF=Brief Pain Inventory Short Form; PSA=prostate-specifi c antigen; 
BICR=blinded independent central review; CT=computed tomography; MRI=magnetic resonance imaging.

PROVIDED THE RELIEF OF AN EXTRA 
15 MONTHS WITHOUT PAIN PROGRESSION1,3*

40.3 months vs 25.4 months for ADT alone
Secondary endpoint: HR: 0.65; 95% CI: 0.53-0.79; P<0.0001.

POSTPONED CYTOTOXIC CHEMOTHERAPY—
MORE TIME WITHOUT CHEMO1,3

42% risk reduction in time to chemo vs ADT alone
Secondary endpoint: HR: 0.58; 95% CI: 0.44-0.76; P<0.0001. Medians not estimable.

MEN LIVED 2X LONGER 
WITHOUT CANCER SPREADING1,2

40.4 months vs 18.4 months for ADT alone
HR: 0.41; 95% CI: 0.34-0.50; P<0.0001 (intent-to-treat).

REDUCED RISK OF DEATH
BY NEARLY A THIRD1,3

31% reduction in the risk of death vs ADT alone
Secondary endpoint: HR: 0.69; 95% CI: 0.53-0.88; P=0.003. Medians not estimable.

For your patient with non-metastatic castration-resistant prostate cancer (nmCRPC)

HELP HIM LIVE FOR WHAT HE LOVES

CHOOSE NUBEQA® 1st FOR EXTENDED SURVIVAL.1-3  NUBEQAHCP.COM

S:20 in
S:12.5 in

T:21 in
T:13.5 in

B:22.5 in
B:14 in

F:10.5 in F:10.5 in

PP-NUB-US-1369-1_US_HCP_JA_Tabloid_Spread_M4FR.indd   1PP-NUB-US-1369-1_US_HCP_JA_Tabloid_Spread_M4FR.indd   1 1/25/22   12:33 PM1/25/22   12:33 PM

UT0722_010-012_Bayer-Nubeqa.indd   11UT0722_010-012_Bayer-Nubeqa.indd   11 7/6/22   2:50 PM7/6/22   2:50 PM



11627953 US HCP Journal Ad Tabloid Spread M4FR
Date:
Client:
Product:
Client Code:
WF Issue #
Releasing as:
Final Size:
Finishing:
Gutter:
Colors:

Producer:
AD:
AE:
QC:
Production:
Digital Artist:
FR Spellcheck:

1-25-2022 12:32 PM
BAYERS HEALTHCARE
BAYER DAROLUTAMIDE US
PP-NUB-US-1369-1
10920423
PDFx1A
21 in x 13.5 in
None
None
4C

Savannah Wolfson
Kevin Laskoff
None
None
David Zink
LaRosa, Vincent (NYC-FCB)
None

Job info

Team

Special Instructions

Futura Std (Bold, Medium, Book Oblique)
Fonts Images

Inks

PREPARED BY 

Additional Information

Additional Comments for Sizing

None

None

None Black

Brief Summary_10x13_22275.pdf (83.4%; 
1.1MB), Logo_Cross_Print_Blk.eps (7.4%; 
223KB)

Scale: 1 in = 1 in

Bleed
Trim/Flat
Live/Safety

22.5 in w x 14 in h  22.5 in w x 14 in h
21 in w x 13.5 in h  21 in w x 13.5 in h
20 in w x 12.5 in h  20 in w x 12.5 in h 

Path: PrePress:Bayer:Darolutamide_NUBEQA:11627953:PP-NUB-US-1369-1_US_HCP_JA_Tabloid_Spread_M4FR.indd

PDFX1A _

References: 1. NUBEQA (darolutamide) [prescribing information]. Whippany, NJ: Bayer HealthCare Pharmaceuticals, Inc.; January 2021. 2. Fizazi K, Shore N, Tammela TL, et al. Darolutamide in 
nonmetastatic, castration-resistant prostate cancer. N Engl J Med. 2019;380(13):1235-1246. 3. Fizazi K, Shore N, Tammela TL, et al. Nonmetastatic, castration-resistant prostate cancer and survival with 
darolutamide. N Engl J Med. 2020;383(11):1040-1049.

© 2022 Bayer. All rights reserved. BAYER, the Bayer Cross and NUBEQA are registered trademarks of Bayer.     PP-NUB-US-1369-1      12/21     Printed in USA

S:9.5 in

S:12.5 in
T:10.5 in

T:13.5 in
B:12 in

B:14 in

F:10.5 in

PP-NUB-US-1369-1_US_HCP_JA_Tabloid_Spread_M4FR.indd   2PP-NUB-US-1369-1_US_HCP_JA_Tabloid_Spread_M4FR.indd   2 1/25/22   12:33 PM1/25/22   12:33 PM

UT0722_010-012_Bayer-Nubeqa.indd   12UT0722_010-012_Bayer-Nubeqa.indd   12 7/6/22   2:50 PM7/6/22   2:50 PM



UrologyTimes.com  JULY 2022 | 13

Q. Could you provide an overview of the 
development and uptake of active surveillance 
as a management strategy in prostate cancer?
WATTS: Active surveillance is a new approach 
to managing prostate cancer that arose in the 
beginning of the 2000s. But if you look back at 
what has happened with treatment for prostate 
cancer, it really traces all the way back to the 
early 1900s. In 1904, the very � rst radical peri-
neal prostatectomy was performed at The Johns 
Hopkins Hospital. It wasn’t until 1945 that the 
radical retropubic approach was introduced by 
Terence Millin, MD.

Fast-forward almost 40 years, [when] the 
modi� ed technique for radical prostatectomy 
was introduced by Patrick C. Walsh, MD. The 
goal of this was to reduce bleeding and avoid 
injury to the neurovascular bundle. Around 
this time, in the early 1980s, the [prostate-spe-
ci� c antigen] PSA blood test was discovered 
as a screening test for prostate cancer. In the 
late 1980s, the � rst template for the transrec-
tal ultrasound-guided prostate biopsy was 
developed, so our ability to diagnose prostate 
cancer started to shift. At this point, all pros-
tate cancers being diagnosed were being treated 
either with radical surgery—an attempt to 

remove the entire prostate and seminal vesi-
cles—or radiation therapy.

Fifteen years or so [later], in 2002, the very 
� rst report of active surveillance—it was called 
watchful waiting at the time—was published. It 
looked at the ef� cacy and use of active surveil-
lance instead of actively treating a lot of these 
clinically localized, low-risk prostate cancers. 
This coincided with a lot of national data show-
ing risks of the [adverse] effects associated with 
overtreatment, but the detrimental effects of 
both surgery and radiation, particularly for 
low-risk, clinically localized disease.

There have been [several] studies that 
have looked at the uptake of active surveil-
lance after it was � rst introduced in 2002. It 
dramatically increased mostly in the past 2 
decades but particularly after 2010. An analy-
sis in the United States from the [Surveillance, 
Epidemiology, and End Results] SEER data-
base looked at data from 2010 to 2015, and, 
across the United States, the rate of uptake in 
active surveillance went from single digits for 
low-risk disease to 40% to 50% on average. But 
what also emerged from this [and] other anal-
yses [was] that there is considerable variation 
in uptake by geographic region in the United 
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States, [as well as] other factors, such as ethnic 
group [and] socioeconomic status.

Beyond our national variation, there’s also 
been a lot of variation by country in terms of 
the uptake and use of active surveillance. There 
are data from an analysis in Sweden exam-
ining the rates of active surveillance uptake 
for men with variable-risk disease, from the 
inception of active surveillance to a 6-year 
follow-up. The rates of active surveillance in 
Sweden went to 91% across the country for 
men with very low-risk disease, 74% for those 
with low-risk disease, and even up to 19% for 
those with intermediate-risk disease. Our coun-
try has certainly had a boom in the adoption 
and uptake of active surveillance, but even with 
that, we lag behind some European countries. 
Sweden is 1 example, but there are quite a few 
others that also have very high rates of uptake 
of active surveillance.

The other point I would make is that in 
addition to the uptake and the widespread use 
of active surveillance for men with low-risk 
disease, a lot of our national organizations 
have guidelines supporting the use of this. Our 
own American Urological Association guide-
lines from 2017 gave a grade A, which is a 
strong recommendation that active surveil-
lance should be recommended as the best 
available care option for men who have very 
low-risk disease and the preferable option for 
those with low-risk disease. This is a complete 
change from what we were doing even just
20 years ago.

In addition, the [National Comprehensive 
Cancer Network] NCCN also has been very 
much supporting this for the past decade. A 
lot of people reading this are probably aware 
of the social media explosion that happened 
in September 2021. Just a few months ago, 

the NCCN changed their recommendation 
of active surveillance as the preferred or stan-
dard option for low-risk disease to state that it 
was no longer indicated as the preferred treat-
ment for this group of men. Almost overnight, 
this sparked an outcry among urologists and 
[investigators], and it blew up on Twitter. As a 
result, in December, the committee reconvened 
and updated their statement, again, to indi-
cate that men with low-risk disease should be 
offered active surveillance as the only preferred 
treatment strategy. This is a tremendous differ-
ence and advancement compared [with] what 
we were doing 20 years ago, and certainly in 
the [past] 50 years if we’re looking at how we’ve 
been treating and approaching prostate cancer.

Q. What makes active surveillance an inno-
vation in cancer care?
WATTS: Active surveillance is an innovation 
because it’s truly a departure from the idea that 
all prostate cancers or cancer in general needs 
to be treated. This was one of the � rst develop-
ments in the world of prostate cancer treatment 
that was done in an effort to avoid overtreat-
ment of men with prostate cancer. And in doing 
so, avoiding the potential [adverse] effects that 
are related to radical treatment, but doing so 
in a way that was systematic with very vetted, 
well-studied, and published data with long-
term follow-up [of] up to 20 years to ensure we 
are offering appropriate recommendations for 
men and ensuring follow-up for them, as well.

Interestingly, since active surveillance really 
took off, the pendulum of treatment for pros-
tate cancer has continued to shift. If we think 
about prostate cancer treatment 50 years ago, 
and before that, it was all radical treatment—
if men were even candidates for treatments of 
surgery, radical surgery, or radiation. Then the 

pendulum shifted for men with low-risk disease 
to introduce the concept of active surveillance 
and not treating but actively following and 
monitoring their cancer, and [those] rates rose. 
Now the other category of treatment that is 
sort of in the middle is focal therapy, or “subto-
tal” treatment, aimed at ablating or treating 
the prostate cancer lesion that’s identi� ed 
on MRI imaging but not treating the entire 
prostate. This is being incorporated by some 
progressive institutions in their active surveil-
lance protocols.

Q. How has your own clinical practice 
evolved regarding application of active 
surveillance protocols?
WATTS: My practice is in the Bronx, New 
York. We work in a demographic with men 
from very low socioeconomic–status back-
grounds and an extremely heterogeneous 
population—very ethnically diverse, at least 
50% Black and/or Hispanic men. English is 
not the predominant language spoken in the 
boroughs, where we treat our patients. We 
[must] be mindful of some of these other factors 
that we know nationally affect implementation 
of active surveillance protocols. [Despite] this, 
the overall rates of using active surveillance 
by our faculty have more than doubled for the 
appropriate candidates in the past 5 years, and 
even more so if you look back 10 years. 

When I look at what we were doing from 
a protocol standpoint—when active surveil-
lance was � rst being implemented here over a 
decade ago—we were just using follow-up PSAs 
and biopsies when indicated and occasion-
ally incorporating MRI prostate for imaging 
follow-up. But now that we know that the 
emergence of data supporting MRI prostates, 
ultrasound, fusion-guided prostate biopsies, 
and incorporating fusion biopsies into surveil-
lance protocols, we have incorporated that in 
the initial diagnostic front [and] in our surveil-
lance follow-up for men for over 5 years now. 
We also have developed the concept of an adap-
tive active surveillance protocol, because not 
every man and not every cancer is the same—so 
being a little adaptive in terms of the individual 
patient parameters, the risk factors, their family 
history, ethnicity, and clinical variables. •

featuring  KARA L. WATTS, MD

“Active surveillance is an innovation 
because it’s truly a departure from the 
idea that all prostate cancers or cancer 

in general needs to be treated.”
KARA L. WATTS, MD
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Radical cystectomy, along with systemic therapy, 
remains the recommended standard of care for 
patients with muscle-invasive bladder cancer. Several 

interventions have been utilized to improve the outcomes 
following radical cystectomy. These include subspecializa-
tion, regionalization, early recovery protocols, and more 
recently, use of minimally invasive robotic surgery. 

To determine the effect of robotic surgery on perioperative 
recovery and complications, Catto et al conducted a random-
ized controlled trial comparing completely intracorporeal 
robotic cystectomy with open surgery.1 The primary outcome 
measure was the number of days alive and out of the hospital 
within 90 days of surgery. Several other secondary outcomes 
were measured, including complication rate, quality of life, 
activity levels, and survival.

The investigators randomized 338 patients to either robotic 
radical cystectomy with intracorporeal reconstruction or open 
radical cystectomy. Of these, 317 patients underwent radical 
cystectomy and 305 were analyzed for primary outcome after 
either robotic radical cystectomy (n = 156) or open surgery 
(n = 149). Nearly one-third of patients received neoadjuvant 
chemotherapy and 89% received an ileal conduit.  

The authors report that the median number of days alive 
and out of the hospital within 90 days of surgery for patients 
undergoing robotic cystectomy vs open surgery was 82 days 
and 80 days (P = .01), respectively. The median length of hospi-
tal stay was 7 days for robotic cystectomy and 8 days for open 
surgery (P = .05). Hospital readmission after discharge was 
required in 21.8% undergoing robotic cystectomy and 32.2% 
undergoing open cystectomy (difference, 10.4% [95% CI, 
0.5%-20.3%]; P = .04). Cancer recurrence rates and all-cause 
mortality were similar between the groups.

Two-thirds (65.6%) of the patients had at least 1 complica-
tion within 12 weeks, including 63.4% in the robotic surgery 
group and 67.9% in the open surgery group. The robotic 
surgery group, compared with open surgery, had signi� cantly 
fewer wound-related complications (5.6% vs 17.3%; difference, 
–11.72%) and thromboembolic complications (1.9% vs 8.3%; 
difference, –6.47%). 

General health-related quality of life (HRQOL) at 5 weeks 
was statistically signi� cantly worse in the open surgery group, 
but the scores were similar between the groups at 12 weeks. 
Using a different HRQOL instrument, statistically signi� cantly 
higher HRQOL was noted in the robotic surgery group at
5 and 12 weeks, but no difference was noted by 26 weeks. 

This randomized controlled trial (RCT) has some 

important and distinct features when compared with previous 
studies. The current study focused on postoperative recovery, 
including complications and readmission using a completely 
intracorporeal technique. A previous RCT comparing robotic 
surgery (with open diversion) and open surgery had primar-
ily focused on oncological outcomes, declaring the robotic 
approach as noninferior.2 The current study used an inter-
esting primary end point (ie, number of days alive and out of 
hospital), which is a composite of postoperative length of stay, 
any readmissions, and deaths within 90 days. The investigators 
used 2 days as the minimum detectable difference for robotic 
surgery, as this difference was viewed by their health care 
purchasers to be of suf� cient bene� t to fund robotic surgery 
service in the British health care system. This difference of
2 days over a 3-month period may be too modest to mitigate 
the health care cost of robotic surgery in the United States.

Much of the bene� t from robotic or other minimally inva-
sive approaches is realized in the early postoperative period as 
evident from the early convalescence, increased mobility, and 
improved HRQOL in the � rst 5 weeks after surgery. However, 
the differences in HRQOL and activity level disappeared by
3 or 6 months after surgery.

The investigators are to be commended for being able to 
conduct an RCT of 2 surgical approaches—a task that has 
been notoriously dif� cult to complete. This study demon-
strated that robotic cystectomy with intracorporeal diversion 
was statistically superior by 2 days in terms of days alive and 
out of the hospital. As the authors point out, the clinical 
importance of these � ndings across various health systems and 
patient populations is uncertain.

Other studies have reported that proposed bene-
� ts of robotic surgery, such as smaller incisions, improved 
high-de� nition vision, decreased blood loss, and increased 
mobility, may not translate into improved functional recov-
ery, HRQOL, or cancer control. Yet, several high-volume 
centers continue to promote the use of the robotic approach as 
the new standard of care. With the relatively modest and vari-
able advantages of robotic cystectomy reported by this and 
previous RCTs, surgeons should continue to offer their best 
surgical technique (open or robotic) to patients. •

Robotic cystectomy is effective, 
but clinical impact is uncertain

For references scan the QR code or visit 
https://bit.ly/3bHUQan
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The lockdown of more than 26 million 
individuals in Shanghai, China, on March 
31, 2022, following a spike in COVID-19 

cases impacted GE Healthcare’s primary phar-
maceutical manufacturing facility for iohexol 
(Omnipaque) iodinated contrast media (ICM). 
As of mid-May 2022, the FDA continues to 
report shortages of GE Healthcare’s iohexol 
and iodixanol intravenous (IV) contrast media 
products.1 GE Healthcare anticipates product 
supply availability to improve the week of May 
23, but a 20% allocation level has been estab-
lished until then.1

The acute shortages impacting hospitals and 
imaging centers globally have emphasized the 
importance of judicious resource allocation. The 
evaluation of microscopic hematuria (MH) is 
particularly relevant to examine in this setting, 
based on both its prevalence (variously estimated 
to occur in 6.5% of the population) and the 
fact that the diagnostic evaluation for hematu-
ria has historically been heavily weighted to the 
use of CT imaging with iodixanol IV contrast.2

Indeed, prior guideline recommendations have 
essentially suggested CT urogram (CTU) with 

cystoscopy as the evaluation for all patients with 
microhematuria who are older than 35 years.2

Notably, the updated 2020 American 
Urological Association (AUA)/Society of 
Urodynamics, Female Pelvic Medicine and 
Urogenital Reconstruction (SUFU) guidelines 
for MH help to address the issue of contrast 
utilization by both providing a risk-strati� ed 
approach based on likelihood for harboring 
malignancy—whereby IV contrast–based CTU 
is recommended only for high-risk patients—
and by outlining alternative modalities to the 
imaging evaluation.3 Speci� cally, risk strata 
were created based on clinical features, includ-
ing patient age, gender, smoking history, extent 
of hematuria on urinalysis (UA), and history 
of risk factors for urothelial cancer (eg, expo-
sures). In patients with MH classi� ed as low-risk, 
the guidelines recommend clinicians should 
engage patients in shared decision-making to 
decide between either repeating a UA within 
6 months and proceeding with cystoscopy and 
renal ultrasound.3 Meanwhile, for patients clas-
si� ed as intermediate risk of malignancy, the 
guidelines offer cystoscopy with renal ultrasound 

for evaluation.3 As such, the use of multiphasic 
CTU, which utilizes ICM and includes imaging 
of the urothelium, to evaluate MH is recom-
mended by the new guidelines only for high-risk 
patients. 

This risk-based approach for MH evalua-
tion represents 1 important step the medical/
urologic community can adopt to restrict IV 
contrast utilization. These recommendations 
were based on the balance of risks and bene� ts, 
as CTU has additional cost and toxicity rela-
tive to renal ultrasound and a relatively small 
yield of identifying malignancy, especially in 
low- and intermediate-risk patients, where the 
incidence of upper tract malignancy is very low. 
Further, the guidelines offer that for patients in 
the high-risk category, magnetic resonance urog-
raphy (MRU) may be utilized to image the upper 
urinary tract, which would provide an alternative 
to utilizing CT IV contrast.3

Data on the performance of imaging with 
noncontrast CT, MRU, and renal ultrasound 
were collated as part of the analysis for the AUA/
SUFU guidelines. Because all modalities are 
quite sensitive for detection of renal cortical 
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tumors—most of which are renal cell carcinoma 
(RCC)—the comparisons among modali-
ties focused on performance characteristics for 
detection of upper tract urothelial carcinoma 
(UTUC), which is a relatively rare � nding in 
patients with microhematuria. 

The current gold standard for upper tract 
imaging is CTU. Four studies identi� ed by the 
systematic review underpinning the guidelines 
reported on the diagnostic test characteristics of 
CTU for the detection of UTUC and RCC in a 
hematuria population.4-7

Based on pooling of the 6 sensitivities and 
speci� cities in the 4 studies, the pooled sensitiv-
ity for CTU detection of UTUC or RCC was 
94.16% (95%CI, 83.77%-98.05%) and the spec-
i� city was 99.09% (95%CI, 96.59%-99.76%).4-7

Only 1 study reported on the diagnostic abil-
ity of nonenhanced CT for UTUC detection 
in solely MH patients.4 The study de� ned 
pathologic con� rmation of malignancy as the 
reference standard. In patients who underwent 
CTU for initial evaluation of asymptomatic 
MH, the noncontrast images of a random-
ized portion of the cases was categorized as 
normal, and all cases categorized as suspicious 
and benign were submitted to 2 blinded radiol-
ogists who independently classi� ed each study 
into 1 of the aforementioned categories. When 
compared with the CTU reports, the negative 
predictive values of noncontrast images were 
97.25% and 94.92% for radiologist 1 and radiolo-
gist 2, respectively, with an associated speci� city 
of 88.6% and 97.95%. Of the 5 true upper tract 
malignancies, both blinded radiologists correctly 
identi� ed 4 of the 5.

Two studies reported on the diagnostic test 
characteristics of ultrasound for the detection 
of UTUC and RCC.5,8 Tan et al5 reported on 
detection of both UTUC and RCC, whereas 
Unsal et al8 reported on detection of only 
UTUC.5 Both studies de� ned pathologic con� r-
mation of malignancy as the reference standard. 
In the Tan et al study, the sensitivity for RCC 
was 85.7% (95% CI, 62.1%-97.5%) with a speci-
� city of 99.2% (95% CI, 98.8%-99.5%), but the 
sensitivity for UTUC was low at 14.3% (95% CI, 
0.9%-49.4%).5 The Unsal et al study had a much 
higher sensitivity for UTUC of 96%, with speci-
� city of 100%.8

One study reported on the diagnostic test 
characteristics of MRU for the detection of 
neoplastic lesions in patients with MH or gross 

hematuria.9 Martingano et al de� ned pathologic 
con� rmation of malignancy as the reference 
standard. In this study, the sensitivity for RCC 
or UTUC was 83% and speci� city was 86% 
based on review by 2 radiologists.9

Although there is not a considerable amount of 
data, there are other options for use of oral ICM, 
such as sorbitol-mannitol-xanthan gum (Breeza; 
Beekley Medical) and diatrizoate meglumine and 
diatrizoate sodium solution USP (Gastrogra� n; 
Bracco Diagnostics Inc).10 Similarly, sorbi-
tol-mannitol-xanthan gum and iothalamate 
meglumine (Cysto-Conray; Guerbet LLC) can 
be used for cystography, retrograde ureterogra-
phy, as well as for percutaneous renal access and 
nephrostomy procedures.10

SUMMARY AND RECOMMENDATIONS
The global shortage of ICM has necessitated 
rapid adaptation of work� ows and clinical path-
ways, which are particularly important for 
practicing urologists who are evaluating patients 
for hematuria. Based on the meta-analyses for 
the AUA/SUFU guidelines3 for evaluation of 
microhematuria, CTU has the highest sensi-
tivity for detection of UTUC compared with 
unenhanced CT, MRU, and renal ultrasound. 
However, given the rarity of UTUC11—partic-
ularly in the setting of the current shortage of 
ICM—we believe the risk-strati� ed approach to 
evaluation, as recommended in the 2020 guide-
lines, offers appropriate resource conservation. 
Indeed, to review:

• For patients with low-risk microhematuria 
undergoing evaluation, consider shared deci-
sion-making for a period of observation with 
repeat UA, or evaluate with a cystoscopy and 
renal ultrasound. For patients with interme-
diate-risk microhematuria, cystoscopy with 
renal ultrasound is recommended.3

• For patients with high-risk microhematu-
ria, the guidelines do recommend CTU. 
However, the authors believe that in the 
setting of ICM shortage, a tiered approach 
may be considered, with initial renal ultra-
sound or noncontrasted CT with subsequent 
CTU for those with abnormal � ndings. 
Importantly, MRU represents an alternative 
modality to evaluate high-risk patients, albeit 
with potential cost and access implications.

• Patients with gross (macroscopic) hematuria 
are at highest risk for receiving a diagno-
sis of a urologic malignancy among patients 

with hematuria. These patients should be 
prioritized for CTU, again, with the option 
of using MRU as the initial imaging study, 
pending local ICM availability.

Other mitigation strategies for urology 
patients include the following:

• Consult with local radiology colleagues to 
discuss use of alternative contrast agents for 
cystography, retrograde ureterography, and 
for percutaneous renal access and nephros-
tomy procedures.

• Delay routine cancer surveillance imaging 
or utilizing MR-based imaging for cancer 
follow-up as available/appropriate.

• Use MRI with and without contrast to 
delineate and stage renal cortical tumors.

The authors recognize that ICM is also rele-
vant in multiple other clinical settings urologists 
manage, including new cancer diagnosis stag-
ing, and evaluation of suspected perioperative 
complications. Thus, in addition to monitor-
ing supplies of ICM, the leadership team must 
also monitor availability of the alternative 
imaging strategies, as large-scale diversion of 
contrasted CT into MRI and ultrasound could 
lead to resource shortages in those areas. Such 
alternatives include delaying the timing of CTs 
requiring IV contrast and employing lower-dose 
regimens when ICM is necessary. It is criti-
cal for urologists to communicate with their 
radiology colleagues, pharmacy colleagues, and 
administrative leaders to form a local strategy 
for conserving supplies while still delivering the 
highest-quality care available. 

A comprehensive plan would include designat-
ing a leadership team with all relevant disciplines 
represented; gathering information, such as local 
supply of ICM and local availability of alternative 
imaging options; establishing clinical proto-
cols to prioritize use of ICM in crucial scenarios 
while conserving its use in others; and estab-
lishing a communication plan to disseminate 
the information. A recent study highlights some 
short-, mid-, and long-term strategies to manage 
the shortage of iohexol.10 •
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Case-Based Roundtable     PROSTATE CANCER

U  rology Times®’ Case-Based Roundtable program 
encompasses peer-to-peer discussion of clinical 
cases. This case discussion involves a 65-year-

old man who is referred to a urologist by his primary care 
provider with a prostate-speci� c antigen (PSA) level that 
has increased from 2 ng/mL to 4.1 ng/mL. The patient 
is otherwise � ne and is not aware of any family history of 
prostate cancer.

PUNNEN: What would your next step be for this 
patient?

CHANG: I would use a free PSA before the biomarkers. 
It’s cheaper.

PUNNEN: Would there have been a particular cut 
point you would’ve used to do anything further?

CHANG: If it’s less than 10%, I would probably either 
order a biopsy or if I can’t get an MRI, I would move to a 
biopsy. I go for the MRI � rst and then go from there. If it’s 
above 25%, I would sit tight. If it’s equivocal, then we have 
to have a discussion.

PUNNEN: In this particular situation, the urologist 
recommended MRI, but the patient was reluctant and 
had some transportation issues and didn’t want to 
come in for the MRI. What would you do at this point? 
Would you do a biopsy? Would you just watch the PSA?

ADLER: I would have a goals discussion with this patient 
and just go over the data with them. I have a lot of these 
conversations with patients. What do they expect? What 
do they want to do? Particularly in patients who are in their 
70s, we’ll go over their health. If they’re otherwise healthy, 
then I will tell them we can do further testing or we can 
just watch the PSA, bring them back in 3 to 6 months, 
and then go from there. Once in a while, I’ll have some-
one ask me, “Why are we waiting that long to repeat my 
PSA?” My answer at that point is, “We need to go ahead 
and do further testing because if you don’t feel comfort-
able watching, then you want to do something.” I don’t have 
a knee-jerk approach to doing this. I want to understand 

how comfortable they feel and so on and so forth. Then we 
can go from there with the understanding that anything we 
hold off on doing now, we can certainly do in the future.

PUNNEN: In this particular situation, the patient 
did get a biomarker just because he didn’t want to 
come for the MRI. In this case, if you’re thinking about 
biomarkers, what factors may make you decide on one 
biomarker over another?

CHADWELL: For me, it mostly boils down to access in 
terms of what’s easy for me to have the patient do and what 
will be covered by the majority of the insurances.

ADLER: I agree with that last statement. A lot of patients 
are on 5-α-reductase inhibitors, so that throws 4Kscore 
right out the window. Plus, if the patient has had any 
procedure recently—if you did a cystoscopy for a microhe-
maturia assessment at the same time, if you haven’t done the 
4Kscore at that point, you can’t get it for another 6 months 
because they haven’t validated it for the impact of proce-
dures. Plus, at least locally, you have to counsel the patient 
about potential cost. That’s important. ExosomeDX is 
something we’ve been using a lot of recently because even 
if we did a recent digital rectal exam, then we can have a 
kit sent to the patient’s house and it’s a very easy, very ef� -
cient process. I think that that’s where we are right now. 
Unfortunately, the Prostate Health Index is not available in 
our state due to licensing issues, so we can’t get it.

PUNNEN: Given this patient’s transportation issues, 
he preferred the at-home ExosomeDx test. His result is 
47.4, which gives him a 45% risk for high-grade cancer. 
What would be your next step? Would you do a biopsy, 
an MRI, or something diff erent? If you would go with an 
MRI, are you getting it to decide whether you want to 
do a biopsy, or is it more to target a biopsy?

KHAN: [I would have an MRI done ahead of a] targeted 
biopsy. He needs a biopsy…so that’s where you want to do 
MRI—so you can do a targeted biopsy.

GLASER: For me, it’s for both.
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cancer screening
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ADLER: Depending upon the community you’re in, you’re almost obli-
gated to get the MRI. If you do a biopsy and find no cancer, [atypical 
small acinar proliferation], or high-grade [prostatic intraepithelial neopla-
sia], and you have not done an MRI initially, now you’re doing an MRI 
on the patient afterward. If you find something on there that’s suspi-
cious, now you’re telling the patient they need a second biopsy as a fusion 
biopsy. The patient is going to want to know why the MRI wasn’t done in 
the first place to allow for an up-front fusion biopsy.

GORIN: I agree; you end up chasing your tail if you don’t start with an 
MRI just the way Dr Adler outlined.

KHAN: Some patients say they don’t want an MRI. Would you just go 
ahead and do the regular mapping biopsy? Sometimes, the insurance 
doesn’t approve and sometimes patients say they don’t want MRI; they 
just want the biopsy. Would you do the biopsy without MRI?

PUNNEN: I think you have those discussions with your patient. I 
do feel like it’s the minority who won’t get the MRI because I feel like 
most of them are already coming in saying, “I don’t want a blinded 
biopsy.” They want something to direct it. Let’s say we have this 
scenario. Most of us agreed that we would get the MRI. The MRI 
comes back negative. Would that change what you do now? Would 
you say, “OK, we don’t need a biopsy,” or would you do anything 
differently? Would you get another test to break the deadlock?

GORIN: In this case, I feel the necessity for a biopsy has already been 
established on the basis of the ExosomeDx test. The only reason to have 
ordered an MRI was to determine whether there is anything to target at 
the time of biopsy. 

PUNNEN: Would anyone have done anything different? I share 
Dr Gorin’s views. In this particular patient, they did end up going 
on with the biopsy and he was found to have grade group 4 cancer. 
When we think about where we used to be with just PSA as a marker 
and having some of the derivatives if the PSA came into this critical 
area, do you feel like MRIs and liquid biomarkers have addressed the 
unmet need in this space? Is there still an unmet need? What are your 
thoughts on research that needs to be done to help us better?

ADLER: There’s actually one test I would love to see come about. I had 
the opportunity to help an investigator look at urinary telomerase years 
ago. It was a small study, but we had a negative predictive value of 100%. 
If you had a negative urinary telomerase, you did not have prostate cancer. 
It was a guarantee. Then, in the positive group, we had a very high posi-
tive predictive value, and 2 patients in the study had slightly elevated 
results. Initial biopsies were negative, but about 2 to 3 years later they 
had follow-up biopsies and were found to have significant cancer. That 
was outside of this trial that we had done. Unfortunately, she wasn’t able 
to take this research any further. That’s a test with which I would feel 
comfortable telling a patient whether they needed a biopsy. •
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INFIGRATINIB IS ASSOCIATED WITH 
TUMOR REDUCTION IN PATIENTS
Localized upper tract urothelial carcinoma 
(UTUC) treatment with in� gratinib (Truseltiq) 
was associated with tumor reduction, ranging 
from 25% to 83% in 44% of patients evalu-
ated, investigators report.1 The interim results 
from a biomarker-informed preoperative study 
of in� gratinib, an oral inhibitor of FGFR1 to 
FGFR3, demonstrated substantial activity and 
tolerability in patients with localized UTUC, 
according to � ndings of a phase 1b trial 
(NCT04228042).

A total of 12 patients with FGFR3 mutations 
were enrolled, with 11 patients deemed evalu-
able, according to investigators. Nine patients 
completed therapy and 2 continued on treat-
ment as of the data cutoff. However, 2 patients 
experienced toxicities that resulted in dose re-
ductions and 2 patients discontinued treatment. 
One patient discontinued treatment because 

of fatigue and 1 patient discontinued because 
of liver injury. Four of 9 patients (44%) who 
completed therapy showed tumor reduction 
that ranged from 25% to 83%. From a clinical 
perspective, 2 patients who were scheduled to 
undergo nephroureterectomy were able to be 
treated through endoscopic management.

Surena F. Matin, MD, the Monteleone 
Family Foundation Distinguished Professor 
with Tenure in the Department of Urology at 
The University of Texas MD Anderson Cancer 
Center in Houston, presented the � ndings.1

Investigators reported that all responders had 
FGFR3 mutations and that most nonrespond-
ers had a prior history of bladder cancer, with 
1 patient having a FGFR3-TACC3 fusion. Four 
patients who were biomarker negative did not 
have a response.

Patients with low-grade or localized cis-
platin-ineligible, high-grade UTUC who were 
candidates for either ureteroscopic (URS) 

management or nephrourectomy/ureterec-
tomy (NU/U) were enrolled from May 2021 
to February 2022. Eligibility requirements 
included having a glomerular � ltration rate 
of 30 or greater, suf� cient biopsy tissue that 
could be used for mutational analysis, and a 
tumor map for residual tumors after biopsy 
and ablation. Patients were ineligible if they 
had a primary malignancy within 3 years, had 
uncontrolled bladder cancer, or had impaired 
gastrointestinal function that affects the ab-
sorption of oral in� gratinib.

Patients received 2 cycles of 125 mg of oral 
in� gratinib for 21 days of a 28-day cycle. After 
completing the second cycle, patients under-
went tumor mapping based on URS or NU/U. 
The primary end point was tolerability, and the 
secondary end points were objective response 
based on tumor mapping, circulating cell-free 
DNA analysis, expression of markers, and 
FGFR3 alteration type. Targeted sequencing 
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was conducted using a NovaSeq 6000 solid 
tumor panel accounting for 610 somatic alter-
ations, including 33 fusions.

ANTEGRADE INSTILLATION OF MITOMYCIN 
GEL IS EFFECTIVE IN UTUC
Mitomycin gel (Jelmyto) can be safely and 
effectively administered through antegrade 
instillation to patients with low-grade upper 
tract urothelial cancer (UTUC), according to a 
retrospective review of real-world data.2

Administration of mitomycin gel via 
retrograde administration using a ureteral 
catheter is more widely used than antegrade 
administration via percutaneous nephrostomy 
tube. For example, all evaluable patients in 
the pivotal OLYMPUS trial (NCT02793128) 
received 6 once-weekly treatments via a retro-
grade approach.3

Investigators noted that patients required 
general anesthesia for the procedure, which 
may correlate with an increased cost and 
morbidity. Additionally, repeat procedures via 

catheter may be a contributing factor to the 
development of ureteral stenosis.

Mitomycin gel was approved for either an-
tegrade or retrograde administration in 2020 
based on data from the phase 3, single-arm 
OLYMPUS study.4 To circumvent the associat-
ed complications with retrograde administra-
tion, investigators pooled data from multi-
ple institutions, at which patients received 
mitomycin gel via antegrade administration. 
All patients underwent induction therapy of 
6 once-weekly administrations of mitomycin 
gel, administered using percutaneous nephros-
tomy tube.2

The retrospective analysis identified 26 
patients who received treatment across 4 insti-
tutions. In terms of efficacy, 50% of patients 
had a complete response (CR) and 46% had a 
partial response at postinduction ureterosco-
py, with 1 patient experiencing progression to 
invasive disease. Further, at a median follow-up 
of 7 months, no patients with a CR experi-
enced disease recurrence.2

In an analysis of the safety data, no patients 
reported impaired renal function during the 
follow-up period, and 15% of patients re-
ported ureteral stenosis. Other adverse effects 
included fatigue (27%), flank pain (19%), uri-
nary tract infection (12%), sepsis (8%), and he-
maturia (8%). No patients died on treatment.

Nine patients (35%) received at least 1 dose 
of maintenance therapy with mitomycin gel, 
and 6 patients (23%) in the retrospective anal-
ysis had solitary kidneys.2

NEOADJUVANT CHEMOIMMUNOTHERAPY 
SHOWS PROMISE IN MIBC
Initial data from the phase 2 TRUCE-01 trial 
showed that the neoadjuvant combination of 
the PD-1 inhibitor tislelizumab and nab-pacli-
taxel (Abraxane) induced a high rate of patho-
logic complete response (pCR) in patients with 
muscle-invasive bladder cancer (MIBC).5

Investigators of the single-arm, open-label 
phase 2 trial (NCT04730219) did not observe 
an increase in adverse events (AEs) or a cor-
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relation of PD-L1 expression with the ef� cacy 
of the neoadjuvant therapy. However, high 
tumor mutation burden (TMB) did show a 
correlation to response with the combination.

Neoadjuvant treatment with immune check-
point inhibitors showed comparable ef� cacy and 
fewer AEs than chemotherapy in the PURE-01 
trial (NCT02736266) of pembrolizumab (Key-
truda) and the ABACUS trial (NCT02662309) 
of atezolizumab (Tecentriq) in MIBC. Although, 
at this point, the ef� cacy of combination chemo-
therapy and PD-1/PD-L1 inhibition has not been 
determined. This study in patients with MIBC 
is evaluating the PD-1 inhibitor tislelizumab 
combined with second-line chemotherapy in the 
neoadjuvant setting.

In the ongoing TRUCE-01 trial, patients with 
stage T2-4aN0-1M0 disease were given 200 mg 
of tislelizumab on day 1 and 200 mg of nab-pa-
clitaxel on day 2 every 3 weeks for 3 cycles, 
followed by complete transurethral resection of 
bladder tumor (cTURBT) or radical cystectomy. 
The Dako 22C3 pharmDx assay was used to 
conduct biomarker analysis on PD-L1 expres-
sion using combined positive score. TMB was 
also evaluated for the analysis. The primary 
end point was pCR, de� ned as the absence of a 
viable tumor (pT0N0M0).

Thirty patients completed this regimen of neo-
adjuvant tislelizumab plus nab-paclitaxel and 
received a radical cystectomy (n = 9) or cTURBT 
(n = 21) between July 2020 and July 2021. A 
total of 16 patients achieved pCR (53.3%; 95% 
CI, 36.7%-73.3%). Downstaging to pT less 
than 2 occurred in 21 patients (70%; 95% CI, 
53.3%-86.7%), which was a secondary end 
point in this trial.

Patients who responded to therapy had a 
higher TMB level than those who did not re-
spond (P = .067). No signi� cant correlation was 
observed between PD-L1 expression and the 
ef� cacy of the tislelizumab/nab-paclitaxel com-
bination. Eight patients with PD-L1–positive 
expression achieved pT0 versus 8 patients with 
PD-L1–negative expression (P = .484).

In terms of AEs, 1 patient experienced grade 
3 rash and 1 patient had grade 4 acute renal 
failure. After corticosteroid treatment, both 
patients recovered. The most common grade 
1 or 2 AEs were alopecia, observed in 96% 
of patients, fatigue in 63%, hyperglycemia in 
33%, rash in 27%, fever in 17%, and creati-
nine increase in 13%.

ITIND SHOWS LONG-TERM EFFICACY FOR 
LUTS RELATED TO BPO
iTind showed continued ef� cacy and safety in 
patients with lower urinary tract symptoms 
(LUTS) related to benign prostatic obstruction 
(BPO), according to long-term data from the 
MT02 study.6

The results, which came at a follow-up time 
of 50 to 79 months, demonstrated that the 
temporary implantable nitinol device sustained 
previously reported MT02 study outcomes, 
with iTind continuing to show a marked reduc-
tion in symptoms and improvement in quality 
of life and functional parameters.

“Overall IPSS and IPSS-QoL scores im-
proved signi� cantly for all groups vs baseline 
(P < .0001),” Daniele Amparore, Division of 
Urology, Department of Oncology, University 
of Turin School of Medicine, Italy, said when 
reporting the � ndings at the AUA meeting.

iTind offers patients an alternative to pharma-
ceutical management and surgery for alleviating 
LUTS related to BPO. It is an in-of� ce procedure 
in which urologists place the device in a folded 
con� guration in the prostatic urethra. During the 
following 5 to 7 days, the device expands before 
urologists completely remove it.

Overall, the MT02 study enrolled 81 patients 
with BPO-related LUTS at 9 global locations. 
At initial study baseline, these patients had IPSS 
of 10 or higher, Qmax (peak urinary � ow) less 
than 12 mL/sec, and a prostate volume less than 
75 mL. To avoid confounders, there was a man-
datory wash-out period of 6 months for 5-α-re-
ductase inhibitors and 1 month for α-blockers.

Three (Italy, Switzerland, and Belgium) of the 9 
original sites agreed to continue the study beyond 
36 months. Subsequently, there were 50 patients 
who received follow-up at these sites. For their 
analysis, the investigators divided the patients 
into 3 groups based on patients’ follow-up time: 
50-59 months, 60-71 months, and 72-79 months.

Overall, data were available for 42 patients 
with 50 to 79 months of follow-up. Of the 42 
patients, 24 had a follow-up time of 50 to 59 
months, 13 had a follow-up time of 60 to 71 
months, and 5 had a follow-up time of
72 to 79 months. There were 4 patients lost to 
follow-up, 2 patients who died of causes unrelat-
ed to iTind, and 2 patients with treatment failures 
(1 received transurethral resection of the prostate, 
and the other ThuLEP). Additional medication 
was not required for any patients in the study.

The change in average IPSS from baseline to 
follow-up was –8.88±8.96, –10.31±5.07, and 
–9.60±6.69, for the 50-59 months, 60-to-71 
months, and 72-to-79 months groups, respec-
tively. These numeric changes translated to per-
cent changes of –41.0%, –54.6%, and –50.3%, 
respectively (P < .0001 for all).

The change in average IPSS-QoL score was 
–2.04±1.81, –1.85±1.52, and –1.80±0.84, 
respectively. These numeric changes translated 
to percentage changes of –46.8% (P < .0001), 
43.8% (P < .0001), and –51.3% (P = .0015), 
respectively.

Regarding safety, there were no patients who 
had late postoperative complications.•
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Joshua J. Meeks, MD, PhD  |  Associate professor of 
urology, Northwestern University Feinberg School 
of Medicine, Chicago, Illinois

Abstract PLLBA-01: Final clinical results 
of pivotal trial of IL-15RαFc superagonist 
N-803 with BCG in BCG-unresponsive CIS 
and papillary non–muscle-invasive blad-
der cancer: “A lot of us are very interested in 
seeing the real data from this paper…in manu-
script form, mostly because the tolerability 

was very, very good. In fact, 
they reported no grade 4 or 
5 [adverse events] and really 
minimal toxicity. It’s hard to 
believe that it does that well 
when it’s given with BCG, 
because all of us—as provid-

ers who take care of patients with BCG—see 
a certain amount of toxicity just with standard 
BCG. So, the thought of adding to that, [and] 
it seems to be better than BCG alone—it’s hard 
to say whether that’s how it’s reported or there’s 
actually an improvement in symptoms. We all 
kind of think that when BCG doesn’t work in 
patients, it’s because they don’t have symptoms, 
suggesting there’s not enough in� ammation. 
There certainly seems to be a correlation where 
the more symptoms people have, the longer 
disease-free survival they have. So in this case, 
they don’t have symptoms, but they have a 
pretty good disease-free survival. Again, I’ll 
be really excited to see the manuscript written 
up so we can really look at it, but this is prob-
ably some of the most exciting work I’ve seen 
in bladder cancer in a very long period of time.”

PROSTATE CANCER

Ashley E. Ross, MD, PhD   |  Associate professor of 
urology, Northwestern University Feinberg School 
of Medicine, Chicago, Illinois

Abstract LBA01-07: Overall safety 
and incidences of adverse events by 
time interval with darolutamide plus 

androgen-deprivation therapy and docetaxel 
in the phase 3 ARASENS trial: “The 
take-homes here are 2-fold. First, for sure, 
you should not be doing androgen depri-
vation therapy [ADT] alone in [men with] 
newly diagnosed metastatic hormone-sensi-
tive prostate cancer, or at least it should be 
your second consideration....Second, darolut-
amide [Nubeqa], perhaps because of its unique 
chemical structure and its toxicity pro� le, 
does not add extra morbidity in this setting. 
So, for your [healthy] chemotherapy-eligible 
patients who have high-volume or otherwise 
high-risk disease, we really should be thinking 
about trimodal therapy with darolutamide and 
docetaxel as well as ADT.”

Abstract MP27-16: Oral relugolix for 
androgen deprivation therapy in advanced 
prostate cancer: detailed safety analysis 
from the randomized phase 3 HERO study: 
“This looked at details of the safety analy-
sis from the HERO trial [NCT03085095], 
so it was studying adverse events [AEs] when 

using relugolix. [The authors 
reported] very similar AEs 
[when] comparing relugolix 
with leuprolide. It was inter-
esting to see [that] they broke 
down the AEs by when they 
would start in the man and 

how long they would last on median….Overall, 
it solidi� ed that relugolix is an extremely 
well-tolerated drug without really appreciable 
excessive toxicities compared with leuprolide.”

 PENILE/TESTIS/RARE CANCERS

Philippe Spiess, MD, MS  |  Genitourinary oncol-
ogist and the assistant chief of surgical services at 
Moffi  tt Cancer Center, Tampa, Florida

“If you look speci� cally at testicular cancer, 
areas of focus right now include patients 
who have certain types of tumors, partic-
ularly seminomas; [these are] low-volume 
tumors in the retroperitoneum, typically 

stage IIA tumors. There are some emerging 
data from both Germany and from a group 
from [the University of Southern California, 
Los Angeles] showing that primary surgical 
resection seems to be a very feasible treat-
ment approach vs what we would typically do 
in most of these patients, with really excel-

lent outcomes and really low 
surgical morbidity. They’re 
really highlighting a new 
treatment paradigm for 
low-volume seminoma cancer. 
There were also a few presen-
tations from several groups 
internationally in a nonsemi-

noma setting, revisiting predicting histology of 
tumors, in terms of prior to resection, to try to 
see ultimately if we could avoid doing surgical 
resection in some patients. Some of the work 
showed that our clinical models are improv-
ing [in terms of] predicting histology, but I 
don’t think that we’re at the point where we 
could stop doing surgical resection, unfortu-
nately, in many patients who have masses after 
chemotherapy.

“In penile cancer, a couple of presenta-
tions looked at having a better appreciation 
of sentinel lymph node biopsy: how it can be 
performed, getting excellent results. A large 
number of institutions in the United Kingdom 
have adopted doing dynamic sentinel lymph 
node biopsy vs doing surgical resection; it 
seems like it’s really a very valid, appropriate, 
and reproducible tool. What is clear, though, is 
that it’s very operator and volume dependent. 
You have to perform a certain amount of these 
cases to get the necessary re� nement in terms 
of diagnostic utility, high sensitivity and speci-
� city, and low negative predictive value.” •
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A lthough up to 50% of infertility cases have a male 
factor component,1 there are scant data on what 
factors are associated with the male partner under-

going a fertility evaluation. Racial differences in fertility 
care have been identi� ed, most from the National Survey 
of Family Growth (NSFG), which evaluates the American 
civilian population. Data from the 2011-2017 NSFG found 
that 9.5% of men seeking infertile services were Black,
69.1% were White, 16.1% were Hispanic, and 5.3% iden-
ti� ed as “other.”2,3 Black women have been shown to have 
a 1.45 times greater adjusted prevalence of infertility 
compared with White women.4 Lastly, Black men are more 
likely to have their female partner undergo testing � rst, as 
compared with White men.5

In a multi-institutional survey-based publication of men in 
North America undergoing fertility evaluation by a reproduc-
tive urologist, several key racial differences were identi� ed.6

The racial breakdown of 6462 men was: 51% White,
20% Asian/Indo-Canadian/Indo-American, 6% Black,
1% Indian/Native, fewer than 1% Native Hawaiian/Other 
Paci� c Islander, and 21% other.

The following differences were seen:
• White men sought evaluation sooner after initiating 

paternity attempts (3.5 ± 4.7 years vs 3.8 ± 4.2 years), had 
older female partners (33.3 ± 4.9 years vs 32.9 ± 5.2 years), 
and more had undergone vasectomy (8.4% vs 2.9%) vs all 
other races.

• Black men were older (38.0 ± 8.1 years vs 36.5 ± 7.4 years) 
and sought fertility evaluation after initiating pater-
nity attempts (4.8 ± 5.1 years vs 3.6 ± 4.4 years), fewer had 
undergone vasectomy (3.3% vs 5.9%), and fewer had part-
ners undergo intrauterine insemination (8.2% vs 12.6%). 

• Asian/Indo-Canadian/Indo-American men were younger 
(36.1 ± 7.2 years vs 36.7 ± 7.6 years), fewer had undergone 
vasectomy (1.2% vs 6.9%), and more had partners who 
underwent intrauterine insemination (14.2% vs 11.9%).

• Indian/Native men sought evaluation later (5.1 ± 6.8 years 
vs 3.6 ± 4.4 years) and more had undergone vasectomy 
(13.4% vs 5.7%).

With respect to lifestyle factors:
• White men were more likely to be overweight (de� ned as 

body mass index [BMI] ≥ 25.0 kg/m2) or obese (as de� ned 
by BMI ≥ 30.0 kg/m2) when compared with all other races 
(74.4% vs 69.5%). 

• White men were more likely to drink alcohol (84.7% vs 
73.6%). 

• White and Indian/Native men were more likely to use mari-
juana (20.1% vs 13.0% and 28.4% vs 16.5%, respectively). 

• White men were more likely to report cocaine use
(1.9% vs 1.2%). 

• White men were more likely to have used steroids
(1.3% vs 0.6%) and exogenous testosterone, as compared 
with other populations (1.3% vs 0.6%).

Prior studies show that assisted reproductive technology 
usage rates among Black, non-Hispanic women are lower than 
the average US utilization rate7 and White women are more 
likely to utilize fertility services.8 One of the clearest examples 
of racial differences on reproductive choices that we identi� ed 
was in vasectomy rates. Asian/Indo-Canadian/Indo-American 
and Black subgroups were less likely, whereas White and 
Indian/Native subgroups were more likely to have had a vasec-
tomy as compared with other races. This is similar to data 
from the 2002 NSFG, which found that Black and Hispanic 
men were less likely to rely on vasectomy for contraception, 
even after accounting for a host of other factors (14.1% of 
White men, 3.7% of Black men, and 4.5% of Hispanic men 
had a vasectomy).9

Willingness to undergo medical investigation and therapy 
may also be affected by social and cultural backgrounds. Black 
patients have been shown to report lower levels of trust in health 
care providers when compared with White patients, often 
related to a history of lower quality interactions with health care 
providers.10 And although racial differences in patient’s medical 
care preferences may exist, racial differences in referral patterns 
and decisions to initiate treatment may remain.11

Racial differences exist for men undergoing fertility evalu-
ation by a reproductive urologist. These differences, such as 
age, duration of infertility, previous vasectomies, partner age, 
BMI, lifestyle factors, and previous reproductive outcomes, 
may be due to a variety of differences between racial groups. 
As clinicians, we must better understand how race plays a role 
in fertility therapy. The associations between race, biologic, 
and societal factors in fertility should guide clinicians as they 
obtain a history, counsel patients, and expand outreach to 
underserved populations. Increased awareness is a critical step 
in addressing inequities and disparities in infertility. •
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Q. I am having issues billing an unlisted code for a new 
procedure the doctor is performing. Do you have any 
suggestions for appropriate billing of an unlisted code?
A. Unlisted codes are not unfamiliar to urology practices. 
According to Current Procedural Terminology (CPT) 
coding instructions, when procedures or services performed 
by physicians do not have a valid or descriptive CPT or 
Healthcare Common Procedure Coding System (HCPCS) 
code, the service should be reported using an unlisted code. 
The unlisted code selected must be from the appropriate 
anatomic section of codes.

Any procedure or service billed with an unlisted code must 
be appropriately documented in the medical record. The medi-
cal record should include an accurate description of the service 
provided, the associated results (as applicable), and clear and 
discernable medical necessity for the service. Clinical documen-
tation must be submitted for reimbursement for virtually all 
unlisted codes. Payer review of the medical documentation will 
� rst determine whether the unlisted code is appropriate for the 
service provided. If there are no other applicable codes available, 
the payer will next review the medical record for medical neces-
sity and appropriateness of the service. 

Appropriateness of the service for new services will include 
analysis of safety (FDA approval, if appropriate) and ef� cacy of 
the service. You may be required to provide supplemental infor-
mation that supports the safety and ef� cacy of the service in the 
form of peer-reviewed documents for some unlisted services.

Because there is no set description for these miscellaneous or 
unlisted procedure codes, you will need to enter a description of 
the service or procedure provided. Most practice management 
systems will provide an appropriate � eld to enter the descrip-
tion for the service provided. If you are billing the same service 
for more than 1 patient encounter, it is important to provide a 
consistent description with the unlisted procedure code. 

You may also enter additional supporting information for 
the service, such as comparative service code(s) or code(s) that 
have a CPT de� nition and assigned reimbursement to help 
the payer determine both the effort and equipment required 
and to help determine reimbursement. Again, most prac-
tice management systems will have a � eld for entering this 
type of information. The � eld information, when printed on a 
Centers for Medicare & Medicaid Services (CMS) claim form, 
will display in Box 19. Note that printed documents and � eld 
length in an electronic claim are limited; be judicious in your 

wording. We have noted that some systems will combine � elds 
from the description and additional information � elds on the 
printed CMS form. As most are now billing electronically, you 
may not see the � nal format in the electronic form. 

If you are entering information in all the required � elds and 
you are still having problems with the payer processing the 
claim at the point of submission, you may wish to review with 
your practice management system vendor what limitations 
the system presents and how the information is parsed on the 
electronic claim. You may also need to speak with your payer 
regarding special requirements for that payer.

As mentioned previously, documentation of the service is 
often required prior to payment. Although some payers will 
allow submission of clinical documentation prior to initial 
payment review, the attachment of clinical documents to a 
claim is dependent on your system, clearinghouse abilities, and 
the payer. It may require some trial and error to determine 
when and how documentation can be provided to support the 
services provided.

Coverage of unlisted codes is a separate issue. As some 
unlisted codes are used to report techniques, new devices used, 
or new services, the payer may or may not consider the service 
as experimental or not covered. You should always check with 
your payer to determine whether the service will be covered, if 
possible. We understand this process is oftentimes consuming 
and, in many cases, will result in noncommittal or even a lack 
of true direction. The contact of the payer prior to provision 
of the service is wise.
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Although these types of services require additional work, the limitations 
of the CPT system and the speed of code development require that a good 
billing department understand how to submit and follow unlisted services 
for adequate payment. This may also require appeal of payment amount and 
submission of additional supporting data such as invoices or comparative time 
and work estimates—be prepared and tenacious.

Q. My provider performed urodynamics for a man with benign 
prostatic hyperplasia (BPH) and performed a complex cystogram 
using calibrated electronic equipment with a pressure flow test. My 
provider pulled CPT codes 51728 and 51741. I didn’t see a separate 
uroflow test documented to bill CPT code 51741, but my provider 
advised me that the uroflow was recorded during the pressure flow 
part of the examination, so their coding was correct. Who is correct?
A. There are a number of urodynamic tests that can be performed.  
Urodynamic studies are not a one-size-fits-all procedure, but rather the 
tests performed should be chosen based upon the patient presentation and 
the question that needs to be answered by the urodynamic studies. Only 
the medically necessary tests should be billed, and only the tests that need 
to be performed should be performed. In this particular case, the patient 
had BPH-type symptoms and therefore the question that needs to be 
answered is whether the patient’s voiding symptoms were due to obstruc-
tion or not. This is best answered using a pressure-flow test. Therefore, 
the best test to perform is CPT code 51728 (Complex cystometrogram; 
with voiding pressure studies[ie, bladder voiding pressure)], any tech-
nique). (In addition, the add-on CPT code +51797 [Voiding pressure 
studies, intra-abdominal] [ie, rectal, gastric, intraperitoneal], which is an 
add-on code to bill with 51728 or 51729, can be billed if performed.)  

The other diagnostic test that is often used for men with BPH symptoms 
is CPT 51741 (Complex uroflowmetry [eg, calibrated electronic equip-
ment]). Uroflowmetry measures the urine flow electronically, with the flow 
rate reflecting the combined activity of the detrusor muscle, bladder neck, 
and urethral function. A limitation of uroflometry is that a decreased flow 
rate is not specific for obstruction or poor bladder functioning. The only 
way of truly differentiating obstruction from poor detrusor contraction is 
by a pressure flow test. If a uroflow test had previously been performed on 
the patient, there would be no medical necessity to perform the test again. If 
a pressure-flow test is being performed, there would need to be justification 
of medical necessity to perform a concomitant uroflow test. A pressure-flow 
test (CPT 51728) is a separate test from uroflowmetry, so uroflowme-
try should only be billed if performed separately on separate equipment.  
There are those who mistakenly believe that CPT 51741 is part of the pres-
sure-flow tests so is always billed in addition to CPT 51728 even if there is 
no separate uroflow test; that is not correct. Based upon the documenta-
tion of the case listed above, we agree with you that CPT 51728 should be 
reported and CPT 51741 should not. Even if CPT 51741 was performed 
separately, we would want to see justification of medical necessity.    

Q. I heard there is a new luteinizing hormone-releasing hormone 
(LHRH) agonist on the market that can be used for men with 
advanced prostate cancer called Camcevi. Is this the same as the 
other LHRH agonists, and should it be billed the same?
A. You are correct that there is a new LHRH agonist on the market. 

Leuprolide (Camcevi) was FDA approved in May 2021 and is commercially 
available. Its main component is leuprolide, which is the same compo-
nent as some of the other available LHRH agonists; however, Camcevi is 
leuprolide mesylate instead of leuprolide acetate. Leuprolide acetate comes 
in different formulations, including 1-month, 3-month, 4-month, and 
6-month (7.5 mg, 22.5 mg, 30 mg, and 45 mg, respectively) preparations, 
whereas leuprolide mesylate is only available in a 6-month (42 mg) formu-
lation. Camcevi comes premixed and is administered subcutaneously. 

Similar to other LHRH agonists, the CPT code for administration of 
leuprolide is 96402 (chemotherapy administration, subcutaneous or intra-
muscular; hormonal antineoplastic). However, the HCPCS J-code for 
leuprolide acetate is J9218 (leuprolide acetate, 1 mg), whereas leuprolide 
mesylate is J1952 (leuprolide injectable, Camcevi, 1 mg). •
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Overactive bladder (OAB) is a chronic condition 
that may affect up to 43% of women and a quar-
ter of men in the US. These patients comprise a 

signi� cant fraction of the typical urology practice and are 
candidates for several different treatments. Clinical guide-
lines call for the use of behavioral therapies as a � rst-line 
treatment and pharmaceutical agents as second-line therapy. 
In practice, then, almost all urologists prescribe medications 
for OAB. 

Patient adherence and persistence with the medical manage-
ment of OAB is a known problem that is generally attributed 
to lack of effectiveness, unmet expectations, or adverse 
effects.1 The association between pharmaceutical industry 
payments and OAB drug prescribing is less well understood.2

The Centers for Medicare & Medicaid Services recently 
updated their information on prescription claims for Medicare 
bene� ciaries enrolled in Part D (prescription drug coverage) 
to include 2019 data on providers and drugs.3 Approximately 
two-thirds of Medicare bene� ciaries are enrolled in Part D 
drug plans, and this data set is a good representation of the 

prescribing habits of all Medicare providers. In this article, I 
will review how the data reveal patterns in utilization and cost 
of the drugs for OAB in the Medicare population, as well as 
how you might interpret that information for your own use.

Drugs used to treat OAB constitute a signi� cant number of 
prescriptions for the elderly. More than 13 million prescriptions 
of 8 generic (17 brand) drugs cost the Medicare Part D program 
over $1.8 billion in 2019 (approximately 1.3% of total Part D 
cost). Urologists prescribed more OAB drugs to Medicare 
bene� ciaries in 2019 than any other single specialty (28%)—
although, collectively, primary care physicians prescribed the 
most (Table 1). Urologists prescribed more expensive drugs 
than any other specialists and were responsible via prescribing 
for 37% of the total cost of OAB drugs in 2019.

Two generic drug formulations comprised more than 80% 
of all OAB Medicare Part D drug prescriptions in 2019: 
oxybutynin chloride (58%) and mirabegron (Myrbetriq; 25%). 
Urologists were 1.5 times more likely to prescribe mirabegron 
to their Medicare patients than nonurologists. It may surprise 
some to learn that the total retail cost of a 30-day prescription 
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Urologists tend to prescribe more expensive drugs than nonurologists

TA B L E  1 . OVERACTIVE BLADDER DRUG METRICS BY SPECIALTY

Specialty Providers 30-day fi lls Cost
Specialty 
share cost

Specialty 
share fi lls

Cost/30-day fi ll

 Total 130,311 13,438,234 $1,836,511,094 100.00% 100.00% $136.66

Urology 8691 3,709,382 $676,531,817 36.80% 27.60% $182.38

Family practice 42,746 3,376,498 $337,686,599 18.40% 25.10% $100.01

Internal medicine 34,809 3,147,869 $358,020,619 19.50% 23.40% $113.73

Nurse practitioner 20,196 1,317,069 $180,335,203 9.80% 9.80% $136.92

Physician assistant 8139 738,337 $113,670,059 6.20% 5.50% $153.95

Obstetrics & gynecology 5264 519,154 $99,958,895 5.40% 3.90% $192.54

General practice 2407 178,520 $16,443,403 0.90% 1.30% $92.11

Geriatric medicine 976 99,088 $13,555,480 0.70% 0.70% $136.80

Neurology 1080 51,692 $6,137,886 0.30% 0.40% $118.74

Others 6003 300,626 $34,171,134 1.90% 2.20% $113.67

Adapted from 2019 Centers for Medicare & Medicaid Services data by Robert A. Dowling, MD
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for mirabegron ($384) is 15 times more expen-
sive than for oxybutynin chloride ($25; Table 2). 
Although plan benefits are somewhat compli-
cated and change frequently from year to year, 
beneficiaries typically pay approximately 25% of 
the drug cost during the initial coverage phase. 
Notwithstanding that these are 2 very different 
drugs with different benefit and safety profiles, 
the patient may see 2 drugs for the same prob-
lem but very different impacts on their wallet. 
Indeed, this may contribute to persistence and 
adherence. The cost/30-day prescription for all 
OAB generic drugs is listed in Table 2.

Another metric of interest is the number of 
unique OAB drugs prescribed by providers. Most 
(60%) nonurology providers prescribed only 
1 OAB drug in 2019; most urology providers 
prescribed 3 or more drugs (Table 3). This pattern 
is consistent with the urologist’s role as the OAB 
expert and the common urologic practice of trying 
more than 1 medication for the OAB patient.

How do your OAB prescribing habits compare 
with those of your peers? To view your data, go 
to https://bit.ly/3qO8wFE, select “view data,” 
and search for your NPI number or name. Your 
2019 data can easily be exported to a spread-
sheet and viewed. Filter on OAB drug names 
to construct your own data, determine what 
percentage of each drug you prescribe, and 
compare it with Table 2. Table 4 allows you to 
specifically benchmark your relative use of mira-
begron. For example, if mirabegron constitutes 
50% of your OAB prescriptions, your relative 

prescribing of this drug is higher than 75% of 
your urology peers. Keep in mind that although 
Medicare beneficiaries typically comprise a 
significant fraction of a urology practice, your 
prescribing habits reflected here may not be 
generalizable to all patients, especially commer-
cial or Medicare Advantage plans with formulary 
considerations and/or step therapy requirements.

THE BOTTOM LINE AND WHY IT MATTERS
The 2019 Medicare data suggest urologists 
prescribe OAB drugs to Part D beneficiaries 
in higher quantities than most other specialists 
and tend to use more types of drugs and more 
expensive drugs (mirabegron) than nonurology 
specialties. As OAB experts, adherents of clinical 
guidelines, stewards of responsible prescribing, 
and potential recipients of industry payments, 
urologists should be aware of how their prescrib-
ing habits compare with urology peers and 
benchmarks, as well as how they contribute to 
out-of-pocket costs for their patients. •
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TA B L E  2 .  OAB DRUG METRICS BY GENERIC DRUG: UROLOGY PRESCRIBERS

Drug (generic) Providers Patients 30-day fills % of all 
fills Cost Cost/fill

Oxybutynin chloride 7960 297,705 1,669,180 45.00% $41,696,745 $24.98

Mirabegron 7465 201,994 1,231,729 33.20% $473,423,649 $384.36

Solifenacin succinate 4270 35,382 304,241 8.20% $82,381,647 $270.78

Tolterodine tartrate 3072 19,822 185,946 5.00% $18,106,744 $97.38

Trospium chloride 2124 21,356 162,168 4.40% $10,881,395 $67.10

Fesoterodine fumarate 3078 11,520 145,383 3.90% $48,066,264 $330.62

Darifenacin hydrobromide 359 504 10,491 0.30% $1,793,879 $171.00

Oxybutynin 16 - 243 0.00% $181,493 $746.88

OAB, overactive bladder.
Adapted from 2019 Centers for Medicare & Medicaid Services data by Robert A. Dowling, MD.

TA B L E  3 .  NUMBER OF UNIQUE OAB DRUGS 
PRESCRIBED BY SPECIALTY

Unique OAB 
drugs prescribed 

% of 
nonurologists

% of 
urologists 

1 60.20% 13.70%

2 25.40% 20.80%

3 9.60% 23.00%

4 3.40% 19.80%

5 1.10% 14.50%

6 0.30% 6.90%

7 0.00% 1.20%

OAB, overactive bladder.
Adapted from 2019 Centers for Medicare & Medicaid Services 
data by Robert A. Dowling, MD.

TA B L E  4 .  MIRABEGRON AS A PERCENTAGE OF 
ALL OAB PRESCRIPTIONS UROLOGY: RANKING

Percentile of urologists % mirabegron of all OAB 
prescriptions

10th 15%

20th 21%

30th 26%

40th 31%

50th 36%

60th 41%

70th 47%

80th 55%

90th 67%

95th 86%

99th 100%

OAB, overactive bladder.
Adapted from 2019 Centers for Medicare & Medicaid Services 
data by Robert A. Dowling, MD.
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The � rst half of 2022 has come with plenty of chal-
lenges for investors. Both domestic and international 
equity markets are down. As of July 11, 2022, the Dow 

Jones Industrial Average was down 14.70%, the S&P 500 
was down 19.59%, and the MSCI EAFE was down 19.18%. 
Compounding these challenges is that bonds, normally a safe 
haven when equities are struggling, have also been down. The 
Bloomberg US Aggregate bond index was down 10.59%. 

When markets are down signi� cantly, investors commonly 
feel a sense of panic or fear they are losing everything they 
have accumulated. They obsess over the � nancial news and are 
tempted to sell to preserve what is left. However, these moves 
typically provide short-term comfort at the expense of long-
term goals.

Selling after the markets are down may signi� cantly reduce 
your ability to make up those losses in the rallies that histor-
ically occur after a sharp decline. For example, after the 
2008-2009 � nancial crisis—in which the S&P 500 was down as 
much as 51%—the following rally lasted 118 months and was up 
over 300%. Following the dot-com crash in 2000, when stocks 
were down 45%, the following rally lasted 61 months and was 
up over 100%. In fact, following every sustained down market 
has been a signi� cant and sustained upward rally.1

Bene� ting from these rallies requires being invested in the 
market. If you sold previously, you may miss out on all or a 
signi� cant portion of the rally. You may be thinking, “But 
what if I sold when things started going down, then bought 
back in at the bottom?” Timing the market is incredibly dif� -
cult to do. How will you know when the market is headed 
for a sustained downward slide? How will you know when 
the market has reached bottom? These are nearly impossible 
things to predict, and guessing wrong can negatively impact 
your investment success. 

Surviving a down market requires some key behaviors: 
patience and discipline. You must have patience that markets 
will turn and move in an overall positive direction over the long 
term. This also means not chasing the hottest trends and trust-
ing your investment strategy will produce the long-term results 

you desire. Discipline means continuing to adhere to an asset 
allocation strategy and diversi� ed investment mix that can help 
you reach your � nancial goals. If you feel like you must take 
some sort of action, the following includes a few activities that 
can be helpful:

Rebalance your portfolio. Market volatility can skew your 
allocation from its original target. Certain assets will be more 
affected by market swings and will move outside their target allo-
cations. Rebalance your portfolio by selling positions that have 
become overweight in relation to the rest of your portfolio and 
move the proceeds to positions that have become underweight.

Tax-loss harvesting. In taxable accounts, if any investments 
are in the negative, you can sell those investments to capture the 
loss. These losses can be used to offset gains elsewhere, or up 
to $3000 per year can be used to offset income taxes. Tax-loss 
harvesting can help these accounts become more tax ef� cient 
moving forward.

Review your risk tolerance. Risk you took on years ago may 
no longer make sense, given your current circumstances and life 
stage. If you are less open to risk, consider adjusting your target 
asset allocation.

Implement defensive tactics. If you must trade during 
volatile markets, there are defensive steps you can take to 
protect your positions. Stop orders and stop-limit orders can 
help shield unrealized gains or limit potential losses on an 
existing position.

When markets are struggling, you may be tempted to take 
action. However, reacting during these time periods may cause 
more harm than good to your investment portfolios. If you 
must take action, consider less substantial maneuvers such as 
tax-loss harvesting, rebalancing, and implementing defensive 
tactics like stop-limit and stop-loss orders. Before taking any 
action, we recommend you speak with your � nancial profes-
sional or certi� ed public accountant to better understand their 
� nancial or tax implications. •
REFERENCE
1. S&P 500 Index – 90 year historical chart. Macrotrends. Accessed May 
18, 2022. https://bit.ly/3u6JrXY

What you must do to survive 
down markets

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 individual 
investment strategy, 
please email witz@
mediqus.com.

Being patient and showing discipline are key behaviors

JEFF WITZ, CFP

Witz is educational 
program director 

at MEDIQUS Asset 
Advisors, Inc, in Chicago, 

Illinois. He welcomes 
readers’ questions 

and can be reached at 
800-883-8555 or witz@

mediqus.com.

200 North LaSalle Street - Suite 2300 - Chicago, Illinois 60601
312-419-3733 - Toll Free 800-883-8555 - Fax 312-332-4908 - www.mediqus.com
Investment advisory services offered through MEDIQUS Asset Advisors, Inc. Securities offered through Ausdal Financial Partners, Inc.  Member FINRA/SIPC · 5187 Utica Ridge Rd · Davenport, IA 52807 · 563-326-2064 · MEDIQUS Asset Advisors and Aus-
dal Financial Partners, Inc. are independently owned and operated.

Effective June 21, 2005, newly issued Internal Revenue Service regulations require that certain types of written advice include a disclaimer. To the extent the preceding message contains written advice relating to a Federal tax issue, the written advice is not 
intended or written to be used, and it cannot be used by the recipient or any other taxpayer, for the purposes of avoiding Federal tax penalties, and was not written to support the promotion or marketing of the transaction or matters discussed herein. The 
information contained in this report is for informational purposes only. Any calculations have been made using techniques we consider reliable but are not guaranteed. Please contact your tax advisor to review this information and to consult with them 
regarding any questions you may have with respect to this communication. MEDIQUS Asset Advisors, Inc. does not provide tax, legal or accounting advice. This material has been prepared for informational purposes only, and is not intended to provide, 
and should not be relied on for, tax, legal or accounting advice. You should consult your own tax, legal and accounting advisors before engaging in any transaction.
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W orking the night shift appears to 
make doctors less sympathetic to 
patients’ pain.

That conclusion emerges from a newly 
published study of patterns of pain medication 
prescribing among American and Israeli emer-
gency department (ED) doctors. It found that 
doctors prescribed less pain medication during 
night shifts than during the day. The findings 
were published in The Proceedings of the National 
Academy of Sciences.1

The study consisted of 2 parts. In the first 
part, 67 ED physicians performed empathy 
assessment tasks and responded to simulated 
patient scenarios in the morning. The physicians 
either had just finished a 26-hour shift or were 
about to start their workday. The doctors who 

had recently finished a night shift consistently 
scored their patients low on pain assessment 
charts and showed decreased emotional response 
to pictures of people in pain.

In the second part, the authors analyzed more 
than 13,000 discharge letters from American 
and Israeli ED doctors for patients who came to 
the hospital in the period 2013-2020 with a chief 
complaint of pain, such as headache or back 
pain. They found that across all data sets, physi-
cians were 20% to 30% less likely to prescribe 
an analgesic during nightshifts compared with 
daytime shifts, and prescribed fewer painkillers 
than were generally recommended by the World 
Health Organization.

The bias remained significant even after 
adjusting for patients’ reported level of pain, 
patient and physician’s demographics, type of 
complaint, and ED characteristics.

“Our takeaway is that night shift work is an 
important and previously unrecognized source of 

bias in pain management, likely stemming from 
impaired perception of pain,” Anat Perry, PhD, 
senior lecturer in the psychology department at 
Hebrew University of Jerusalem, Israel, said in 
an accompanying news release.2

“Even medical experts, who strive to provide 
the best care for their patients, are susceptible to 
the effects of a nightshift,” Perry added.

The authors suggest addressing the problem 
by implementing more structured pain manage-
ment guidelines in hospitals and changing 
physicians’ work schedules. •
REFERENCES
1. Choshen-Hillel S, Sadras I, Gordon-Hecker T, et al. 
Physicians prescribe fewer analgesics during night 
shifts than day shifts. Proc Natl Acad Sci U S A. 2022; 
119(27):e2200047119. doi:10.1073/pnas.2200047119
2. New study finds doctors prescribe fewer painkillers 
during nightshifts than during the day. News release. 
The Hebrew University of Jerusalem. June 27, 2022. 
Accessed June 29, 2022. https://bit.ly/3yorTYT

Night shift work reduces physicians’ 
empathy for pain

Inside the Practice™: 
Treating complex BPH cases
In this video, Nicole L. Miller, MD, FACS, describes her clinical 
practice treating patients with complex benign prostatic hyperplasia. 
Miller is a professor of urology and fellowship director, Endourology 
and Laparoscopic Surgery, at Vanderbilt University Medical Center in 
Nashville, Tennessee.

To watch the video, scan the QR code  
or visit https://bit.ly/3RhoQdu
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Did Your Business Receive PPP? Either way, You Still Qualify for ERC!

Bottom Line Savings helps business owners receive money back from the Employee Retention Credit (ERC) federal grant.
This ERC program differs greatly from the Paycheck Protection Program (PPP) and is much easier to apply for. Bottom Line will 
submit and collect a few important documents making this program turnkey for our owners.

 ★ ★ ★ ★ ★ ★ ★ ★ ★ ★ ★ ★ ★ ★ ★ ★ ★ ★

You don’t ned a sales reduction to qualify for ERC. Operational impacts to your business will qualify you as well.
 ★ ★ ★ ★ ★ ★ ★ ★ ★ ★ ★ ★ ★ ★ ★ ★ ★ ★

Your business could be getting up to $8,000-$26,000 per employee in 
Employee Retention Credits (ERC) even if you received PPP loans.

Our experts at Bottom Line will help you maximize your refund!
As a valued partner, Bottom Line will:

• Identify how you qualify for the ERC Program   • Outline your speciic ERC calculations to maximize the credit
• Help you claim the credit   • Ensure proper payroll tracking and documention

What is ERC?

Apply today and an ERC Specialist 
will contact you directly.
Please visit www.tryerc.com

FINANCIAL
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This is an exceptional opportunity for new and experienced providers:
• Hospital based practice of 6 physicians and 2 APP’s
• Collaborative, team approach to patient care
• Focused on incontinence, BPH and robotic surgery
• Offers patient care in three locations throughout Berkshire County
• Long standing physicians providing great mentorship
• Competitive salary along with an exceptional benefits package and 

relocation assistance 

Located in Western Massachusetts, Berkshire Medical Center is the 
region’s leading provider of comprehensive health care services.

• 302-bed community teaching hospital with residency programs
• A major teaching affiliate of the University of Massachusetts 

Medical School and UNECOM
• Award-winning programs, nationally recognized physicians, and 

world-class technology
• Medical Center equipped with fulltime hospitalist coverage

Live, Work and Play – you can do it all here.  One of the most beautiful 
settings in the northeast makes it easy to balance work with a healthy 
personal lifestyle. 

• Small town New England charm alongside endless cultural 
opportunities of a big city

• Excellent public and private schools, world  renowned music, art, 
theater, and museums, as well as year round recreational activities 
from skiing to kayaking

• Just 2 ½ hours from both Boston and New York City

UROLOGY OPPORTUNITY AVAILABLE

Berkshire Health Systems is currently seeking a BC/
BE Urologist to join our hospital-based practice

For more information please contact: 
Michelle Lillie, Physician Recruiter 
Berkshire Health Systems 
(413) 395-7689
mlillie@bhs1.org
www.berkshirehealthsystems.org

MASSACHUSETTS
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Associated Medical Professional of New York is seeking BC/BE General  
and Subspecialized Urologists for Private Equity physician partnership 

opportunities located in Central New York. New physicians will enjoy partnership 
with 30 physicians in multiple stages of their career, offering great mentorship. AMP 
provides quality healthcare at 9 convenient locations and 9 hospitals around CNY. 
Brand new surgery center, multiple ancillary profit centers, and group call options 

provide work life balance for physicians. For fellowship trained physicians, there are 
opportunities to create a niche practice. Qualified candidates will 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!

Central New York is a fantastic place to raise a family and  
offers all the warmth and charm you can find in the region. 

Site visits are being scheduled!  

Contact Audrey Barker,Vice President Physician Recruitment 
(740) 607-5924 (cell) | abarker@us-uro.com 

HIRING
BC/BE UROLOGISTS

The Department of Surgery at the University of Vermont College of Medicine is seeking a Clinical 
Practice Physician in the Division of Urology to join the Champlain Valley Physicians Hospital 
(CVPH) in Plattsburgh, New York.  CVPH, a progressive medical center, is an ACS certified 
Level III trauma center with nine state-of-the-art OR’s and Ambulatory Surgery Center. This 
position offers the unique opportunity to work in a community setting while having an active 
affiliation with Vermont’s only Academic Medical Center; the only ACS verified Level 1 trauma 
center for the region providing tertiary care to patients from Vermont and Northern NY. Serving 
the patients from Upstate New York for decades, the local urologic surgery practice joined the 
faculty at the University of Vermont several years ago and now seeks an additional colleague, 
of the 2 physicians and 1 PA, to join the dynamic Urology faculty at CVPH. The Division seeks 
applications from individuals seeking a community Urology practice employment opportunity 
with a collegial and collaborative setting with University support.

Applicants must be board certified or board eligible and eligible for medical licensure in the state 
of New York. This is a full-time, 12 month, salaried position. This opportunity offers a competitive 
salary along with loan repayment assistance. 

Plattsburgh offers a family-oriented community on Lake Champlain, near the Adirondack 
Mountains, Olympic-Lake Placid region, Montreal and Burlington, VT. Practice in a warm and 
friendly environment that sits on a plush 45-acre campus complete with ponds and walking paths. 

Interested applicants must apply online:  
https://www.uvmjobs.com/postings/48860 (position number 00024129).

Inquiries may be directed to: Mark Plante, MD, FRCS(C), FACS, Division Chief, via Kristin 
Allard at Kristin.Allard@uvmhealth.org. 

GENERAL UROLOGIST SURGEON

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

The University of Vermont is an Equal Opportunity/Affirmative Action Employer. All qualified applicants will receive consideration for employment 
without regard to race, color, religion, sex, sexual orientation, gender identity, national origin, disability, protected veteran status, or any other category 
legally protected by federal or state law. The University encourages applications from all individuals who will contribute to the diversity and excellence 
of the institution.

CENTRAL NEW YORK

NEW YORK
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Patient alleged physician removed 
wrong testicle during surgery
Expert states less invasive options should have been considered

Try our 
e-newsletter 

on for size!

Using your 
smartphone 

camera, hover over 
the QR code to scan.

+

Malpractice Consult

ACACIA BRUSH 
PERKO, ESQ

Perko is an attorney 
in the Pittsburgh, 

Pennsylvania, 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.

On May 23, 2013, a 54-year-old man presented to a 
urologist with pain in his right testicle. An ultra-
sound showed damage to the testicle, including 

scarring and atrophy. Approximately 15 years earlier, the 
patient had been accidentally kicked in the testicle by his 
daughter, who has cerebral palsy.

The urologist determined the patient would bene� t from 
having the right testicle removed, as well as having the right 
spermatic cord and left vas deferens removed (resulting in a 
vasectomy of the left testicle). However, during the June 11 
procedure, the urologist improperly removed the left testicle 
and performed a vasectomy on the right testicle.

The following day, the urologist informed the patient that 
the wrong testicle may have been removed. An ultrasound was 
later performed and con� rmed the right testicle remained. The 
patient did not return to the urologist, but instead consulted 
with his primary care physician. After his swelling diminished, 
his pain and discomfort returned to his right testicle.

The patient-plaintiff � led suit against the urologist and 
his employer hospital, alleging the urologist performed 
the surgery when it was not proper for him to do so and 
performed the surgery in a negligent and reckless manner, 
amounting to medical malpractice. The plaintiff alleged that 
he was fearful that he would have to undergo another surgery 
and removal of his right testicle, and that he would require 
hormone therapy for the remainder of his life. He further 
alleged that the surgery caused him embarrassment, anxiety, 
and depression, for which he required 6 months’ counseling.

During a 3-day jury trial, the plaintiff’s expert in urology 
maintained that the urologist failed to offer alternative treat-
ments before proceeding with the drastic option of removing 
the testicle. Oral medication, spermatic cord injections, and 
microsurgery were all less invasive options the urologist 
should have considered and pursued before the orchiectomy, 
the expert stated.

According to an operating room nurse, she had returned to 
the operating room during the surgery when she looked at the 
pathology report, which noted that the specimen removed was 
the left testicle. She then looked at the consent form, which 
noted a right orchiectomy. To reconcile the discrepancy, 
she approached the urologist, who con� rmed the contents 
of the pathology report and consent form. He then backed 
away from the operating table and sat down on the � oor for a 
period, according to the nurse. He eventually got up, put on 

new gloves, resterilized himself, and completed the surgery. 
The plaintiff’s counsel cited the urologist’s postopera-

tive report, which stated, “At this point, it appeared the left 
testicle and cord may have been removed instead of the right 
one.” The plaintiff’s expert in urology testi� ed that the urol-
ogist removed the wrong testicle because he failed to track or 
palpate the right spermatic cord up into the body, which the 
urologist admitted he failed to do. The right spermatic cord 
exits the external ring and is approximately 1 in to the right 
of the penis. If the physician tracks the cord, he will know 
whether he is on the left or right side. The expert concluded 
that the urologist was reckless when he assumed he cut the 
right spermatic cord without con� rmation.

In defense, the urologist testi� ed that he noticed there was a 
problem when he attempted to perform the left vasectomy and 
the left testicle was missing. He maintained that he believed he 
removed the right testicle, as he removed the testicle that was 
on the right side of the scrotum. He testi� ed that the testicle 
had a spermatic cord that led to the left side of the body. On 
cross-examination, the urologist conceded that if he, in fact, 
removed the left testicle when the right testicle was planned 
for removal, that he breached the standard of care.

The plaintiff’s expert in urology refuted the urologist’s 
explanation that the left spermatic cord crossed with the right. 
According to the expert, that is anatomically impossible, as the 
scrotal septum prevents the testicles from moving to different 
sides, in addition to the fact that the spermatic cords are not 
long enough to allow such an occurrence.

The hospital admitted the urologist had been an agent of 
the hospital at the time of the surgery, and it was responsi-
ble for any negligence committed. After a 3-day trial, the jury 
deliberated 80 minutes before rendering a plaintiff’s verdict, 
� nding that the urologist breached the standard of care and 
proximately caused the plaintiff injury. The jurors awarded 
the plaintiff $870,000. •

LEGAL PERSPECTIVE

Although the urologist’s testimony that he thought he 
was removing the right testicle may have been believa-
ble to some jurors, conceding that he breached the 
standard of care in removing the wrong testicle likely 
sealed his fate. 
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THE RIGHT SOLUTION 
FOR MOST OF YOUR BPH PATIENTS*

•  The #1 minimally invasive BPH procedure chosen by urologists3

•  Can be performed in-offi ce/outpatient with local anesthesia and rapid recovery4,5

• Preserves†6 and possibly improves‡7 sexual function

• Lowest catheterization rate of leading BPH procedures4,6,8-11

•  Effective alternative to drug therapy without heating, cutting or removing 
prostate tissue2,12

•  Proven, durable results as shown by Healthcare Claims and Utilization Analysis1

and L.I.F.T. Study6

These benefi ts are based on controlled studies and/or real world outcomes.1-11

A low-risk way to make a real difference1,2

©2022 Telefl ex, Inc. All rights reserved. MAC02104-06 Rev A

† No instances of new, sustained erectile or ejaculatory dysfunction in the L.I.F.T. pivotal study
‡ Based on analysis of erectile and ejaculatory function and sexual satisfaction in men who received 
PUL in controlled studies or in men who received medical therapy in the MTOPS study.
*Contraindicated in men with current gross hematuria, urinary tract infection, urinary incontinence, 
urethral conditions that prevent device insertion, or a prostate volume greater than 100cc 
Most common side effects are temporary and include hematuria, dysuria, micturition urgency, pelvic pain, and urge incontinence.2

Rare side effects, including bleeding and infection, may lead to a serious outcome and may require intervention. 
Refer to the Instructions for Use for a complete listing of the indications, contraindications, warnings and precautions.

1. Kaplan, Analysis of Real-world Healthcare Claims, EAU Conference Presentation, 2021; 2. Roehrborn, J Urol 2013; 3. U.S. 2019 
estimates based on: U.S. Market Model for Investors 2019-21, Morgan Stanley estimates for Rezum revenue $25-30M in 2019, Assume 
$1150 ASP for Rezum, and Estimated 75K cases for UroLift; 4. Shore, Can J Urol 2014; 5. Eure et al, J Endourol 2019; 6. Roehrborn, 
Can J Urol 2017; 7. Roehrborn CG and Rukstalis DB, Eur Urol Focus. 2021; 8. Bachmann, Eur Urol 2013; 9. McVary, J Urol 2016; 
10. Mollengarden, Prostate Cancer Prostatic Dis 2018; 11. Gilling, J Urol 2017; 12. AUA Guidelines 2003, 2020

CAUTION: Federal (USA) law restricts this device to sale by or on the order of a physician.

Telefl ex, the Telefl ex logo and UroLift are trademarks or registered trademarks of Telefl ex Incorporated or its affi liates, 
in the U.S. and/or other countries.

SYMPTOM 
RELIEF

 RISK OF 
SEXUAL 

DYSFUNCTION†

™

NEW UroLift® 2 System

NEW UroLift ATC®

Scan QR Code to 
Learn More
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An in-depth conversation on 
an interesting topic with an 
interesting person!
Explore the stories and meet the personalities behind 
the biggest advances in medicine with Deep Dive,  
an-depth interview program featuring engaging  
conversations on cutting-edge health care topics  
with industry-leading guests.

Season 6 is streaming now! 
www.medicalworldnews.com

the personalities behind 
with Deep Dive,  

featuring engaging  
health care topics  
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