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Urologists are concerned about the possibilities of a return to a regulation-laden environment for 
telemedicine and a decrease in reimbursement in the postpandemic era.
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A  long with Urology Times®, 
MJH Life Sciences® 
publishes health care maga-
zines encompassing primary 

care, ophthalmology, dermatology, and 
many more disciplines. Naturally, each 
of these brands has its own core areas 
that are covered on a regular basis. But 
although you are not likely to f ind pros-
tate cancer covered in Dermatology 
Times® (nor will you see psoriasis 
featured in these pages), one topic that 
has touched all the specialties under the 
MJH Life Sciences® umbrella is that of 
telemedicine; specif ically, the COVID-
19–motivated push to provide more care 
to patients in virtual formats. Providers 
and patients alike who had sparingly 
or perhaps even never used telemedi-
cine previously were forced to rapidly 
adapt to this form of care. Relaxing 
of telemedicine regulations has led to 
increased utilization by urology prac-
tices, but as the pandemic eases and life 
returns back to “normal,” there is grow-
ing uncertainty and concern within the 
specialty about the future of telemedi-
cine in urology.

As urologist Jonathan Rubenstein, MD, 
explains in this month’s feature on tele-
medicine, “As long as we’re still under the 
coronavirus health emergency, we will 
continue to have Medicare access to tele-
medicine. The concern is what happens if 
the public health emergency ends and there 
has not been a permanent telemedicine plan 
in place. That is why there are bills that are 
currently in Congress for this. It will take a lot 
of effort to make telemedicine access perma-
nent for Medicare, and obviously private 
insurers will have the opportunity to make 
their own rules on telemedicine coverage.”

Elsewhere, our 50th anniversary Innovation 

Celebration series continues with an inter-
view with John Stoffel, MD, who discusses 
the development of clean intermittent cath-
eterization and how it has improved the care 
of patients with urologic conditions. Urology 
Times® Co–Editor in Chief Gopal H. Badlani, 
MD, also contributes a column on which 
urologic innovations have faded and which 
have stood the test of time.

In Prostate Cancer, we include 2 case-based 
discussion recaps. In the first, Neal D. Shore, 
MD, discusses the case of a 64-year-old man 
who receives a diagnosis of metastatic pros-
tate cancer. In the second, Sanoj Punnen, MD, 
moderates a roundtable discussion involving a 
70-year-old man who is referred to a urologist 
by his primary care provider with a pros-
tate-specific antigen (PSA) level of 4.1 ng/mL 
and a PSA density of 0.07.

Our columns are led off this month by 
Diversity in Urology, in which Channa 
Amarasekera, MD, discusses challenges 
faced by sexual minorities within the health 
care system. In Coding Q&A, Jonathan 
Rubenstein, MD, and Mark Painter address 
questions pertaining to treatment of kidney 
stones, a 75-minute audio-only evaluation and 
management visit, and how to bill an encoun-
ter when both the kidney and bladder are 
imaged with ultrasound. Antibiotic prescrip-
tions serve as the topic of this month’s Practice 
Matters column, in which Robert A. Dowling, 
MD, delves into Medicare Part D prescription 
data to reveal antibiotic prescribing patterns 
among urologists.

Finally, in Malpractice Consult, Kenton H. 
Steele, Esq, writes about the important role of 
mediation in medical malpractice litigation. 
Thanks for reading. •

Will the telemedicine 
boom continue?

MIKE HENNESSY JR
Mike Hennessy Jr is president and CeO of  
Urology Times®’ parent company, MJH Life Sciences®.
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UroPipeline     UPDATES ON DRUGS, DEVICES, AND TESTS  by Jason M. Broderick

The first patient has been dosed in the phase 2 STARLITE 2 trial, which 
is exploring the combination of the novel radiopharmaceutical TLX250 
(177Lu-DOTA-girentuximab) and the immunotherapy nivolumab (Opdivo) 
in patients with advanced renal cell carcinoma (RCC).1

TLX250 targets the protein carbonic anhydrase IX (CA9). Previous 
research identified high expression of CA9 among patients with cancer 
who did not have a strong response to immunotherapy. The hypothesis of 
STARLITE 2 (NCT05239533) is that by targeting CA9, TLX250 will enable 
the patient to overcome this immune resistance and respond to nivolumab.

The targeted enrollment for the trial is 30 patients with clear cell RCC who 
have progressed after receiving prior immunotherapy. The investigational 
companion imaging agent TLX250-CDx (89Zr-DFO-girentuximab) will be 
used in the study to measure CA9 expression.

Patients will receive combination therapy with nivolumab plus low doses 
of targeted radiation with TLX250. The primary end point of the trial is the 
efficacy of the exploratory combination as measured by objective response 
rate (RECIST v1.1 criteria).

The initial patient was treated at Memorial Sloan Kettering Cancer Center 
in New York, New York, by a team led by Darren R. Feldman, MD.

"The integration of precision nuclear medicine and medical oncology 
is under way and Telix is at the forefront of this movement to develop per-
sonalized products and patient-friendly regimens. We wish to express our 
gratitude to Dr Feldman and his clinical team, as well as the patients who 
will contribute to this groundbreaking study," Colin Hayward, MD, chief 
medical officer at Telix Pharmaceuticals, the developer of TLX250 and 
TLX250-CDx, said in a news release.1

The novel PET imaging agent TLX250-CDx is being explored in the phase 
3 ZIRCON trial (NCT03849118).2 The goal of the ZIRCON trial is to establish 
the efficacy of TLX250-CDx as a noninvasive tool to identify clear cell RCC in 
patients with indeterminate renal masses. The primary outcome measures 
are sensitivity and specificity.

REFERENCES
1. First patient dosed in phase II renal cancer theranostics. News release. Telix 
Pharmaceuticals. May 4, 2022. Accessed May 5, 2022. https://prn.to/3shbqn7
2. First U.S. patients dosed in phase III ZIRCON trial of renal cancer imaging product. 
News release. Telix Pharmaceuticals. January 25, 2021. Accessed January 25, 2021. 
https://bit.ly/39gwHnK

• Phase 2 study of novel radiopharmaceutical TLX250 in kidney cancer launches

A biologics license application (BLA) has been filed for N-803 (Anktiva) 
for use in combination with BCG for the treatment of patients with BCG- 
unresponsive non–muscle-invasive bladder cancer (NMIBC) carcinoma in 
situ (CIS) with or without Ta or T1 disease, according to ImmunityBio, the 
developer of the IL-15 superagonist.1

The BLA is based in part on findings from the phase 2/3 QUILT-3.032 
trial (NCT03022825). Study results presented at the 2022 American Uro-
logical Association Annual Meeting showed that at a median follow-up of 
23.9 months in patients with CIS, the complete response (CR) rate was 71% 
(95% CI, 60.1%-80.5%).2 The 12- and 24-month CR rates were 60% (95% CI, 
45%-72%) and 52% (95% CI, 40%-65%), respectively. Further data from the 
trial were presented at the 2022 American Society of Clinical Oncology 
Annual Meeting.

“This immunotherapy represents a potential new option for [patients with 
bladder cancer] who fail to respond to BCG, the current standard of care. 

The results of the study of N-803 plus BCG indicate that this combination 
provides a durable response with a reduced need for a cystectomy,” Pat-
rick Soon-Shiong, MD, executive chairman and global chief scientific and 
medical officer at ImmunityBio, said in a news release.1 “We believe that the 
durable responses seen in this study provide further support for our hypoth-
esis that by orchestrating natural killer cells, T cells, and memory T cells, 
long-term durable remissions can be achieved in patients [with] cancer.”

REFERENCES
1. ImmunityBio submits biologics license application for N-803 plus BCG for patients 
with BCG-unresponsive non-muscle invasive bladder cancer carcinoma in situ. News 
release. Immunity Bio Inc. May 23, 2022. Accessed May 23, 2022. https://bit.
ly/3MEcgm4
2. Chamie K. IL-15RaFc superagonist N-803 with BCG in BCG-unresponsive non- 
muscle invasive bladder cancer (NMIBC) CIS and papillary cohorts. Presented at: 
2022 AUA Annual Meeting; May 13-16, 2022. New Orleans, LA. PLLBA-01.

• FDA approval is sought for N-803 in non–muscle-invasive bladder cancer

The FDA has granted a priority review designation to a supplemental new 
drug application (sNDA) for darolutamide (Nubeqa) for use in combination 
with docetaxel for the treatment of patients with metastatic hormone-sen-
sitive prostate cancer (mHSPC).1

The sNDA is based on findings from the placebo-controlled phase 3 
ARASENS trial (NCT02799602), which showed that adding darolutamide 
to standard androgen deprivation therapy (ADT) and docetaxel boosted 
overall survival vs ADT/docetaxel alone in patients with mHSPC.

Results reported at the 2022 Genitourinary Cancers Symposium2 and 
simultaneously published in the New England Journal of Medicine3 showed 
that at a median follow-up of 43.7 months for darolutamide plus ADT/
docetaxel and 42.4 months with placebo plus ADT/docetaxel, the active 
therapy decreased the risk of death by 32.5% vs placebo (HR 0.68; 95% 
CI 0.57-0.80; P < .001) vs placebo.

Under the priority designation, the FDA will review the sNDA within 6 months 
from the acceptance of the filing, compared with the standard 10 months.

Darolutamide is a structurally distinct and highly potent androgen recep-

tor inhibitor that was previously approved to treat patients with castration-re-
sistant prostate cancer in the nonmetastatic setting based on results of the 
phase 3 ARAMIS trial (NCT02200614).4 Study data showed a statistically 
significant improvement in metastasis-free survival with the agent against 
matched placebo.

REFERENCES
1. U.S. FDA accepts supplemental new drug application (sNDA) and grants priority 
review for additional indication of darolutamide. News release. Orion Corp. May 3, 
2022. Accessed May 3, 2022. https://yhoo.it/3w0mB4x
2. Smith MR, Hussain MHA, Saad F, et al. Overall survival with darolutamide versus pla-
cebo in combination with androgen-deprivation therapy and docetaxel for metastatic 
hormone-sensitive prostate cancer in the phase 3 ARASENS trial. J Clin Oncol. 
2022;40(suppl 6):13. doi:10.1200/JCO.2022.40.6_suppl.013
3. Smith MR, Hussain MHA, Saad F, et al. Darolutamide and survival in metastatic, hor-
mone-sensitive prostate cancer. N Engl J Med. 2022;386(12):1132-1142. doi:10.1056/
NEJMoa2119115
4. FDA approves darolutamide for non-metastatic castration-resistant prostate cancer. 
News release. FDA. July 30, 2019. Accessed February 17, 2022. https://bit.ly/3JDxm26

• FDA grants priority review to darolutamide for metastatic hormone-sensitive prostate cancer
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What has stayed and what 
disappeared in benign urology

FROM THE CO–EDITOR IN CHIEF     Benign Urology

“A ny knowledge that doesn’t lead to new ques-
tions quickly dies out: It fails to maintain the 
temperature required for sustaining life,” said 

poet and Nobel laureate Wislawa Szymborska.
Looking back at the past 50 years, I recounted the achieve-

ments and yet-to-be-conquered goals. It is also prudent to 
think back to what ideas/concepts have withstood the test of 
time, in the quest for knowledge and the inherent desire to 
replace old with new.

WHAT HAS DISAPPEARED? 
Female patients are no longer subjected to urethral dilation, a 
practice that was popular in the past based on the concept that, 
what we recognize today as dysfunctional voiding/pelvic floor 
dysfunction, was caused by the urethra and that overstretch-
ing it would fix the problem. Of course, it temporarily helped, 
but they were back for more. 

Credé voiding plus use of bethanechol is another nonphysi-
ologic process that has slowly disappeared—with good reason, 
because it had no scientific merit in neurologically intact 
individuals. It has been replaced largely by intermittent cath-
eterization in both neurogenic and nonneurogenic patients 
with incomplete emptying.

Another diagnosis or myth that should disappear is “prosta-
titis” and a “boggy prostate” to define it. Chronic pelvic pain 
syndrome in male patients is now well recognized, and I wish we 
could teach primary care and emergency department physicians 
to stop throwing antibiotics at these young or not-so-young indi-
viduals. Despite negative urinalysis, this diagnosis is often made 
and doing a prostate-specific antigen (PSA) test is one way I have 
found to convince the patient and a referring physician that the 
prostate is not inflamed, as the PSA level is very low. 

The male urethra has seen better days; visual or tactile 
cannulation of the stricture by a guide wire is much less 
traumatic than the filiforms, followers, or metal sounds passed 
by feel. Such devices may have worked in some experienced 
hands, but many patients paid the price before that experience 
was gained. We described this technique of trying to avoid 
trauma/bleeding from the urethra of a patient undergoing 
cardiac surgery in the early 1990s.1

Similarly, rigid cystoscopy of the male urethra in the office 
is uncommon practice today, and patients do not have to come 
off the table during the procedure. I heard from so many of 
my teachers that it did not hurt the way they did it. I assure 
you, the patient did not say that. 

Monopolar transurethral resection of the prostate is also 

on its way out. Although still used in many parts of the world 
because of lower cost, it has been replaced in North America 
by bipolar and other less invasive procedures. 

WHAT HAS SUSTAINED
Urodynamic testing has remained the mainstay of void-
ing assessment. There are many more components to the 
machine, and the electronics of the pressure transducers are 
much more accurate, but the basic concepts have not changed 
significantly. With International Continence Society termi-
nology, we simply may have changed the terms and added 
some nomograms. 

Since Jack Lapides, MD, made it the norm, intermit-
tent catheterization has served many patients faithfully 
and improved quality of life. We have made it expensive by 
discarding the catheter after each use despite many studies 
showing no difference in the incidence of urinary tract infec-
tions with “clean” technique vs reusing the catheters.2

The use of lasers has evolved but is now inseparable from urol-
ogy. We keep learning of new wavelengths and better ways to 
use lasers for stones, the prostate, and certain urothelial cancers. 
These uses remain confined to the Western world because of the 
high cost. This use has allowed smaller, flexible scopes to reach 
the stone or lesions. The evolution of flexible endoscopy has 
been a marvel over the past 50 years and made the upper tract so 
accessible to the urologist regardless of the size of the patient. I 
fondly recall Demetrius Bagley, MD, who led this path among 
many others in this field. Bagley said, “Ureter is never fat and if 
you see fat, you are in the wrong place.”

The innovator F. Brantley Scott, MD, along with his partners 
Gerald W. Timm, PhD, and William E. Bradley, MD, left us 
a legacy of the artificial urinary sphincter (AUS) and inflatable 
penile implants (IPPs). Although there have been improvements, 
it is amazing that no new device has thus far replaced the AUS 
and IPP. Surgically, after so many variations of urinary diversion, 
the suprapubic tube and the ileal conduit remain the leaders.

I have reflected on many of my failed attempts to innovate.3 
It is the desire to question, to improve current practice, that 
keeps me testing the so-called norm. •
REFERENCES
1. Barry JM, Resnick MI. The Urologic Clinics of North America (I. 
Urologic Pearls). February 1990. Volume 17, Number 1.
2. Smith WR, Badlani GH. Are reusable catheters safe? study provides 
an answer. Urology Times®. October 30, 2019. Accessed June 2, 2022. 
https://bit.ly/3t7LH0z
3. Badlani GH. Success is built on a string of failures. Urology Times®. 
March 6, 2019. Accessed June 2, 2022. https://bit.ly/3za4eNT
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IMPORTANT SAFETY INFORMATION (cont’d)
Adverse Reactions
Serious adverse reactions occurred in 12% of patients receiving ORGOVYX. Serious adverse reactions in ≥0.5% of patients 
included myocardial infarction (0.8%), acute kidney injury (0.6%), arrhythmia (0.6%), hemorrhage (0.6%), and urinary tract 
infection (0.5%). Fatal adverse reactions occurred in 0.8% of patients receiving ORGOVYX including metastatic lung cancer 
(0.3%), myocardial infarction (0.3%), and acute kidney injury (0.2%). Fatal and non-fatal myocardial infarction and stroke 
were reported in 2.7% of patients receiving ORGOVYX. 

Most common adverse reactions (≥10%) and laboratory abnormalities (≥15%) in patients receiving ORGOVYX were hot flush 
(54%), glucose increased (44%), triglycerides increased (35%), musculoskeletal pain (30%), hemoglobin decreased (28%), 
alanine aminotransferase increased (27%), fatigue (26%), aspartate aminotransferase increased (18%), constipation (12%), 
and diarrhea (12%). 
Drug Interactions
Co-administration of ORGOVYX with a P-gp inhibitor increases the area under the curve (AUC) and maximum concentration 
(Cmax) of ORGOVYX, which may increase the risk of adverse reactions associated with ORGOVYX. Avoid co-administration 
of ORGOVYX with oral P-gp inhibitors. If co-administration is unavoidable, take ORGOVYX first, separate dosing by at least 
6 hours, and monitor patients more frequently for adverse reactions. Treatment with ORGOVYX may be interrupted for up to 
2 weeks for a short course of treatment with certain P-gp inhibitors. If treatment with ORGOVYX is interrupted for more than 
7 days, resume administration of ORGOVYX with a 360 mg loading dose on the first day, followed by 120 mg once daily. 

Co-administration of ORGOVYX with a combined P-gp and strong CYP3A inducer decreases the AUC and Cmax of ORGOVYX, 
which may reduce the effects of ORGOVYX. Avoid co-administration of ORGOVYX with combined P-gp and strong CYP3A 
inducers. If co-administration is unavoidable, increase the ORGOVYX dose to 240 mg once daily. After discontinuation of the 
combined P-gp and strong CYP3A inducer, resume the recommended ORGOVYX dose of 120 mg once daily.  

Please see Brief Summary of Prescribing Information for ORGOVYX on adjacent pages.

INDICATION
ORGOVYX is a gonadotropin-releasing hormone (GnRH) receptor antagonist indicated for the treatment of adult patients 
with advanced prostate cancer. 

IMPORTANT SAFETY INFORMATION
Warnings and Precautions
QT/QTc Interval Prolongation: Androgen deprivation therapy, such as ORGOVYX may prolong the QT/QTc interval. Providers 
should consider whether the benefits of androgen deprivation therapy outweigh the potential risks in patients with congenital 
long QT syndrome, congestive heart failure, or frequent electrolyte abnormalities and in patients taking drugs known to prolong 
the QT interval. Electrolyte abnormalities should be corrected. Consider periodic monitoring of electrocardiograms 
and electrolytes.

Embryo-Fetal Toxicity: The safety and efficacy of ORGOVYX have not been established in females. Based on findings in 
animals and mechanism of action, ORGOVYX can cause fetal harm and loss of pregnancy when administered to a pregnant 
female. Advise males with female partners of reproductive potential to use effective contraception during treatment and for 
2 weeks after the last dose of ORGOVYX

Laboratory Testing: Therapy with ORGOVYX results in suppression of the pituitary gonadal system. Results of diagnostic tests 
of the pituitary gonadotropic and gonadal functions conducted during and after ORGOVYX may be affected. The therapeutic 
effect of ORGOVYX should be monitored by measuring serum concentrations of prostate-specific antigen (PSA) periodically. 
If PSA increases, serum concentrations of testosterone should be measured.

MAJOR EFFICACY OUTCOME MEASURE: SUSTAINED TESTOSTERONE SUPPRESSION RATE (TESTOSTERONE LEVELS 
<50 ng/dL FROM DAY 29 THROUGH WEEK 48)1

• 97% of men achieved and maintained testosterone suppression to <50 ng/dL from Day 29 through Week 48 with ORGOVYX

ORGOVYX achieved sustained testosterone suppression1 ORGOVYX offers an injection-free option for testosterone control1-3

•  RAPID TESTOSTERONE SUPPRESSION WITHOUT A SURGE: 56% of men treated with 
ORGOVYX achieved testosterone suppression to <50 ng/dL on Day 4||

— 0% of men treated with leuprolide had testosterone levels <50 ng/dL on Day 4

•  PROFOUND TESTOSTERONE SUPPRESSION: 95% of men treated with ORGOVYX achieved profound testosterone 
suppression to <20 ng/dL on Day 29|| 

— 57% of men treated with leuprolide had testosterone levels <20 ng/dL on Day 29

•  90-DAY TESTOSTERONE RECOVERY: in a substudy, 55% of the 137 men treated with ORGOVYX had their testosterone return 
to above the lower limit of the normal range (>280 ng/dL) or baseline values 90 days after treatment discontinuation||¶

— 3% of 47 men treated with leuprolide had their testosterone return to above the lower limit of the normal range   
(>280 ng/dL) or baseline values 90 days after discontinuation

Bottle and pill not shown at actual size. Actual pill size: 10.7 mm x 7.5 mm x 5.2 mm.3

Leuprolide
(n=308)‡

ORGOVYX
(n=622)‡

88.8%
(95% CI:

84.6-91.8)†

96.7%
(95% CI:

94.9-97.9)

80%

60%

40%

20%

0%Su
st

ai
ne

d 
te

st
os

te
ro

ne
 s

up
pr

es
si

on
 ra

te
*�

 100%

References: 1. ORGOVYX (relugolix) [prescribing information]. Brisbane, CA: Myovant Sciences, Inc.; 2020.
2. Shore ND, Saad F, Cookson MS, et al. Oral relugolix for androgen-deprivation therapy in advanced prostate cancer. 
N Engl J Med. 2020;382(23):2187-2196 and supplementary material, available online. 3. Data on fi le. Myovant Sciences, Inc.

 ||Kaplan-Meier estimates within each group.
¶ This endpoint was analyzed for exploratory purposes without formal testing. The data from the leuprolide arm were not included in the 
US Prescribing Information for ORGOVYX.

LEARN MORE AT ORGOVYXHCP.COM

Bottle and pill not shown at actual size. Actual pill size: 10.7 mm x 7.5 mm x 5.2 mm.3

ORGOVYXTM and its associated logo are trademarks of Myovant Sciences GmbH. 
©2021 Myovant Sciences GmbH and Pfizer Inc. All rights reserved. PP-US-REL-2100225 05/21

PROVEN
RESULTS1

Results from the HERO study, a multinational, 
randomized, open-label, phase 3 trial in 934 
men with advanced prostate cancer. Patients 
were randomized 2:1 to receive ORGOVYX 
(360 mg on the fi rst day followed by daily 
doses of 120 mg orally [n=624]) or leuprolide 
acetate (22.5 mg injection [or  11.25 mg§

in Japan and Taiwan per local guidelines] 
subcutaneously every 3 months [n=310])
for 48 weeks.1,2

STUDY DESIGN

CI=confidence interval.
*Kaplan-Meier estimates within each group.
 † The testosterone suppression rate of the subgroup of patients receiving leuprolide 22.5 mg (n=264) was 88.0% (95% CI: 83.4-91.4).
 ‡ Two patients in each arm did not receive the study treatment and were not included. 
 § 11.25 mg is a dosage regimen that is not recommended for this indication in the United States.

PLEASE SEE KEY STUDY ENROLLMENT 
CRITERIA AT ORGOVYXHCP.COM

The only FDA-approved oral androgen 
deprivation therapy indicated for the 
treatment of advanced prostate cancer1,2
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IMPORTANT SAFETY INFORMATION (cont’d)
Adverse Reactions
Serious adverse reactions occurred in 12% of patients receiving ORGOVYX. Serious adverse reactions in ≥0.5% of patients 
included myocardial infarction (0.8%), acute kidney injury (0.6%), arrhythmia (0.6%), hemorrhage (0.6%), and urinary tract 
infection (0.5%). Fatal adverse reactions occurred in 0.8% of patients receiving ORGOVYX including metastatic lung cancer 
(0.3%), myocardial infarction (0.3%), and acute kidney injury (0.2%). Fatal and non-fatal myocardial infarction and stroke 
were reported in 2.7% of patients receiving ORGOVYX. 

Most common adverse reactions (≥10%) and laboratory abnormalities (≥15%) in patients receiving ORGOVYX were hot flush 
(54%), glucose increased (44%), triglycerides increased (35%), musculoskeletal pain (30%), hemoglobin decreased (28%), 
alanine aminotransferase increased (27%), fatigue (26%), aspartate aminotransferase increased (18%), constipation (12%), 
and diarrhea (12%). 
Drug Interactions
Co-administration of ORGOVYX with a P-gp inhibitor increases the area under the curve (AUC) and maximum concentration 
(Cmax) of ORGOVYX, which may increase the risk of adverse reactions associated with ORGOVYX. Avoid co-administration 
of ORGOVYX with oral P-gp inhibitors. If co-administration is unavoidable, take ORGOVYX first, separate dosing by at least 
6 hours, and monitor patients more frequently for adverse reactions. Treatment with ORGOVYX may be interrupted for up to 
2 weeks for a short course of treatment with certain P-gp inhibitors. If treatment with ORGOVYX is interrupted for more than 
7 days, resume administration of ORGOVYX with a 360 mg loading dose on the first day, followed by 120 mg once daily. 

Co-administration of ORGOVYX with a combined P-gp and strong CYP3A inducer decreases the AUC and Cmax of ORGOVYX, 
which may reduce the effects of ORGOVYX. Avoid co-administration of ORGOVYX with combined P-gp and strong CYP3A 
inducers. If co-administration is unavoidable, increase the ORGOVYX dose to 240 mg once daily. After discontinuation of the 
combined P-gp and strong CYP3A inducer, resume the recommended ORGOVYX dose of 120 mg once daily.  

Please see Brief Summary of Prescribing Information for ORGOVYX on adjacent pages.

INDICATION
ORGOVYX is a gonadotropin-releasing hormone (GnRH) receptor antagonist indicated for the treatment of adult patients 
with advanced prostate cancer. 

IMPORTANT SAFETY INFORMATION
Warnings and Precautions
QT/QTc Interval Prolongation: Androgen deprivation therapy, such as ORGOVYX may prolong the QT/QTc interval. Providers 
should consider whether the benefits of androgen deprivation therapy outweigh the potential risks in patients with congenital 
long QT syndrome, congestive heart failure, or frequent electrolyte abnormalities and in patients taking drugs known to prolong 
the QT interval. Electrolyte abnormalities should be corrected. Consider periodic monitoring of electrocardiograms 
and electrolytes.

Embryo-Fetal Toxicity: The safety and efficacy of ORGOVYX have not been established in females. Based on findings in 
animals and mechanism of action, ORGOVYX can cause fetal harm and loss of pregnancy when administered to a pregnant 
female. Advise males with female partners of reproductive potential to use effective contraception during treatment and for 
2 weeks after the last dose of ORGOVYX

Laboratory Testing: Therapy with ORGOVYX results in suppression of the pituitary gonadal system. Results of diagnostic tests 
of the pituitary gonadotropic and gonadal functions conducted during and after ORGOVYX may be affected. The therapeutic 
effect of ORGOVYX should be monitored by measuring serum concentrations of prostate-specific antigen (PSA) periodically. 
If PSA increases, serum concentrations of testosterone should be measured.

MAJOR EFFICACY OUTCOME MEASURE: SUSTAINED TESTOSTERONE SUPPRESSION RATE (TESTOSTERONE LEVELS 
<50 ng/dL FROM DAY 29 THROUGH WEEK 48)1

• 97% of men achieved and maintained testosterone suppression to <50 ng/dL from Day 29 through Week 48 with ORGOVYX

ORGOVYX achieved sustained testosterone suppression1 ORGOVYX offers an injection-free option for testosterone control1-3

•  RAPID TESTOSTERONE SUPPRESSION WITHOUT A SURGE: 56% of men treated with 
ORGOVYX achieved testosterone suppression to <50 ng/dL on Day 4||

— 0% of men treated with leuprolide had testosterone levels <50 ng/dL on Day 4

•  PROFOUND TESTOSTERONE SUPPRESSION: 95% of men treated with ORGOVYX achieved profound testosterone 
suppression to <20 ng/dL on Day 29|| 

— 57% of men treated with leuprolide had testosterone levels <20 ng/dL on Day 29

•  90-DAY TESTOSTERONE RECOVERY: in a substudy, 55% of the 137 men treated with ORGOVYX had their testosterone return 
to above the lower limit of the normal range (>280 ng/dL) or baseline values 90 days after treatment discontinuation||¶

— 3% of 47 men treated with leuprolide had their testosterone return to above the lower limit of the normal range   
(>280 ng/dL) or baseline values 90 days after discontinuation
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 ||Kaplan-Meier estimates within each group.
¶ This endpoint was analyzed for exploratory purposes without formal testing. The data from the leuprolide arm were not included in the 
US Prescribing Information for ORGOVYX.
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PROVEN
RESULTS1

Results from the HERO study, a multinational, 
randomized, open-label, phase 3 trial in 934 
men with advanced prostate cancer. Patients 
were randomized 2:1 to receive ORGOVYX 
(360 mg on the fi rst day followed by daily 
doses of 120 mg orally [n=624]) or leuprolide 
acetate (22.5 mg injection [or  11.25 mg§

in Japan and Taiwan per local guidelines] 
subcutaneously every 3 months [n=310])
for 48 weeks.1,2

STUDY DESIGN

CI=confidence interval.
*Kaplan-Meier estimates within each group.
 † The testosterone suppression rate of the subgroup of patients receiving leuprolide 22.5 mg (n=264) was 88.0% (95% CI: 83.4-91.4).
 ‡ Two patients in each arm did not receive the study treatment and were not included. 
 § 11.25 mg is a dosage regimen that is not recommended for this indication in the United States.

PLEASE SEE KEY STUDY ENROLLMENT 
CRITERIA AT ORGOVYXHCP.COM

The only FDA-approved oral androgen 
deprivation therapy indicated for the 
treatment of advanced prostate cancer1,2
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BRIEF SUMMARY

ORGOVYX® (relugolix) tablets, for oral use

The following is a brief summary of the full prescribing information for ORGOVYX® (relugolix).  

Please see the full prescribing information for complete product information.

1 INDICATIONS AND USAGE

ORGOVYX is indicated for the treatment of adult patients with advanced prostate cancer.

4 CONTRAINDICATIONS

None.

5 WARNINGS AND PRECAUTIONS

5.1 QT/QTc Interval Prolongation

Androgen deprivation therapy, such as ORGOVYX may prolong the QT/QTc interval. Providers should 
consider whether the benefits of androgen deprivation therapy outweigh the potential risks in patients 
with congenital long QT syndrome, congestive heart failure, or frequent electrolyte abnormalities and 
in patients taking drugs known to prolong the QT interval. Electrolyte abnormalities should  
be corrected. Consider periodic monitoring of electrocardiograms and electrolytes. 

5.2 Embryo-Fetal Toxicity

The safety and efficacy of ORGOVYX have not been established in females. Based on findings 
in animals and mechanism of action, ORGOVYX can cause fetal harm and loss of pregnancy 
when administered to a pregnant female. In an animal reproduction study, oral administration of 
relugolix to pregnant rabbits during the period of organogenesis caused embryo-fetal lethality at 
maternal exposures that were 0.3 times the human exposure at the recommended dose of  
120 mg daily based on area under the curve (AUC). Advise males with female partners of 
reproductive potential to use effective contraception during treatment and for 2 weeks after the 
last dose of ORGOVYX. 

5.3 Laboratory Testing

Therapy with ORGOVYX results in suppression of the pituitary gonadal system. Results of diagnostic 
tests of the pituitary gonadotropic and gonadal functions conducted during and after ORGOVYX 
may be affected. The therapeutic effect of ORGOVYX should be monitored by measuring serum 
concentrations of prostate specific antigen (PSA) periodically. If PSA increases, serum concentrations 
of testosterone should be measured.

6 ADVERSE REACTIONS

The following clinically significant adverse reactions are described elsewhere in the labeling:

 •  QT/QTc Interval Prolongation.

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates 
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials of 
another drug and may not reflect the rates observed in practice.

The safety of ORGOVYX was evaluated in HERO, a randomized (2:1), open-label, clinical study in 
patients with advanced prostate cancer. Patients received orally administered ORGOVYX as a loading 
dose of 360 mg on the first day followed by 120 mg taken orally once daily (n = 622) or received 
leuprolide acetate administered by depot injection at doses of 22.5 mg (n = 264) or 11.25 mg 
(n = 44) per local guidelines every 12 weeks (n = 308). Leuprolide acetate 11.25 mg is a dosage 
regimen that is not recommended for this indication in the US. Among patients who received ORGOVYX, 
91% were exposed for at least 48 weeks. Ninety-nine (16%) patients received concomitant 
radiotherapy and 17 (3%) patients received concomitant enzalutamide with ORGOVYX. 

Serious adverse reactions occurred in 12% of patients receiving ORGOVYX. Serious adverse reactions 
in ≥ 0.5% of patients included myocardial infarction (0.8%), acute kidney injury (0.6%), arrhythmia 
(0.6%), hemorrhage (0.6%), and urinary tract infection (0.5%). Fatal adverse reactions occurred in 
0.8% of patients receiving ORGOVYX including metastatic lung cancer (0.3%), myocardial infarction 
(0.3%), and acute kidney injury (0.2%). Fatal and non-fatal myocardial infarction and stroke were 
reported in 2.7% of patients receiving ORGOVYX.

Permanent discontinuation of ORGOVYX due to an adverse reaction occurred in 3.5% of patients. 
Adverse reactions which resulted in permanent discontinuation of ORGOVYX in ≥ 0.3 % of patients 
included atrioventricular block (0.3%), cardiac failure (0.3%), hemorrhage (0.3%), increased 
transaminases (0.3%), abdominal pain (0.3%), and pneumonia (0.3%). 

Dosage interruptions of ORGOVYX due to an adverse reaction occurred in 2.7% of patients. Adverse 
reactions which required dosage interruption in ≥ 0.3% of patients included fracture (0.3%).

The most common adverse reactions ( ≥ 10%) and laboratory abnormalities (≥ 15%), were hot 
flush (54%), glucose increased (44%), triglycerides increased (35%), musculoskeletal pain (30%), 
hemoglobin decreased (28%), alanine aminotransferase increased (ALT) (27%), fatigue (26%), 
aspartate aminotransferase increased (AST) (18%), constipation (12%), and diarrhea (12%). 

Table 1 summarizes the adverse reactions in HERO.

Table 1:  Adverse Reactions ( ≥ 10%) of Patients with Advanced Prostate Cancer Who 
Received ORGOVYX in HERO

Adverse Reaction

ORGOVYX 
N = 622

Leuprolide Acetate
N = 308

All Grades
(%)

Grade 3-4 
(%) 

All Grades
(%)

Grade 3-4 
(%)

Vascular disorders

Hot flush 54 0.6 52 0

Musculoskeletal and connective 
tissue disorders

Musculoskeletal paina 30 1.1 29 1.6

General

Fatigueb 26 0.3 24 0

Gastrointestinal disorders

Diarrheac 12 0.2 7 0

Constipation 12 0 10 0

a  Includes arthralgia, back pain, pain in extremity, musculoskeletal pain, myalgia, bone pain, neck pain, arthritis, muculoskeletal 
stiffness, non-cardiac chest pain, musculoskeletal chest pain, spinal pain, and musculoskeletal discomfort.

b Includes fatigue and asthenia.
c Includes diarrhea and colitis.

Clinically relevant adverse reactions in < 10% of patients who received ORGOVYX included increased 
weight, insomnia, gynecomastia, hyperhidrosis, depression, and decreased libido. 

Table 2 summarizes the laboratory abnormalities in HERO.  

Table 2:  Select Laboratory Abnormalities ( ≥ 15%) That Worsened from Baseline in 
Patients with Advanced Prostate Cancer Who Received ORGOVYX in HERO

Laboratory Test

ORGOVYXa Leuprolide Acetatea

All Grades
(%)

Grade 3-4 
(%) 

All Grades
(%)

Grade 3-4 
(%)

Chemistry

Glucose increased 44 2.9 54 6

Triglycerides increased 35 2 36 0.7

ALT increased 27 0.3 28 0

AST increased 18 0 19 0.3

Hematology

Hemoglobin decreased 28 0.5 29 0.7

a  The denominator used to calculate the rate varied from 611 to 619 in the ORGOVYX arm and from 301 to 306 in the leuprolide 
arm based on the number of patients with a baseline value and at least one post-treatment value.

7 DRUG INTERACTIONS

7.1 Effect of Other Drugs on ORGOVYX

P-gp Inhibitors 
Co-administration of ORGOVYX with a P-gp inhibitor increases the AUC and the maximum 
concentration (Cmax) of relugolix, which may increase the risk of adverse reactions associated with 
ORGOVYX. Avoid co-administration of ORGOVYX with oral P-gp inhibitors.

If co-administration is unavoidable, take ORGOVYX first, separate dosing by at least 6 hours, and 
monitor patients more frequently for adverse reactions. 

Treatment with ORGOVYX may be interrupted for up to 2 weeks for a short course of treatment with 
certain P-gp inhibitors. 

If treatment with ORGOVYX is interrupted for more than 7 days, resume administration of ORGOVYX 
with a 360 mg loading dose on the first day, followed by 120 mg once daily.

Combined P-gp and Strong CYP3A Inducers 
Co-administration of ORGOVYX with a combined P-gp and a strong CYP3A inducer decreases the 
AUC and Cmax of relugolix, which may reduce the effects of ORGOVYX. Avoid co-administration of 
ORGOVYX with combined P-gp and strong CYP3A inducers. 

If co-administration is unavoidable, increase the ORGOVYX dose. After discontinuation of the 
combined P-gp and strong CYP3A inducer, resume the recommended dose of ORGOVYX once daily.
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8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary 
The safety and efficacy of ORGOVYX have not been established in females. 

Based on findings in animals and mechanism of action, ORGOVYX can cause fetal harm and loss of 
pregnancy when administered to a pregnant female. There are no human data on the use of ORGOVYX 
in pregnant females to inform the drug-associated risk. In an animal reproduction study, oral 
administration of relugolix to pregnant rabbits during organogenesis caused embryo-fetal lethality at 
maternal exposures that were 0.3 times the human exposure at the recommended dose  
of 120 mg daily based on AUC (see Data). Advise patients of the potential risk to the fetus. 

Data

Animal Data

In an embryo-fetal development study, oral administration of relugolix to pregnant rabbits during the 
period of organogenesis resulted in abortion, total litter loss, or decreased number of live fetuses at  
a dose of 9 mg/kg/day (approximately 0.3 times the human exposure at the recommended dose of  
120 mg daily based on AUC).

8.2 Lactation

Risk Summary 
The safety and efficacy of ORGOVYX at the recommended dose of 120 mg daily have not been 
established in females. There are no data on the presence of relugolix in human milk, the effects on 
the breastfed child, or the effects on milk production. Relugolix and/or its metabolites were present in 
milk of lactating rats (see Data).

Data

Animal Data

In lactating rats administered a single oral dose of 30 mg/kg radiolabeled relugolix on post-partum day 
14, relugolix and/or its metabolites were present in milk at concentrations up to 10-fold higher than in 
plasma at 2 hours post-dose.

8.3 Females and Males of Reproductive Potential 

Contraception

Males

Based on findings in animals and mechanism of action, advise male patients with female partners of 
reproductive potential to use effective contraception during treatment and for 2 weeks after the last 
dose of ORGOVYX.

Infertility

Males

Based on findings in animals and mechanism of action, ORGOVYX may impair fertility in males of 
reproductive potential.

8.4 Pediatric Use

The safety and efficacy of ORGOVYX in pediatric patients have not been established.

8.5 Geriatric Use

Of the 622 patients who received ORGOVYX in the HERO study, 81% were 65 years of age or older, while 
35% were 75 years of age or older. No overall differences in safety or effectiveness were observed 
between these subjects and younger subjects. There was no clinically relevant impact of age on the 
pharmacokinetics of ORGOVYX or testosterone response based on population pharmacokinetic and 
pharmacokinetic/pharmacodynamic analyses in men 45 to 91 years of age.

12.3 Pharmacokinetics

Specific Populations

No clinically meaningful differences in the pharmacokinetics of relugolix were observed based on age 
(45 to 91 years), race/ethnicity (Asian [19%], White [71%], Black/African American [6%]), body weight 
(41 to 193 kg), mild to severe renal impairment (creatinine clearance [CLcr] 15 to 89 mL/min, as 
estimated by the Cockcroft-Gault equation), or mild to moderate hepatic impairment (Child-Pugh A or B). 
The effect of end-stage renal disease with or without hemodialysis or severe hepatic impairment  
(Child-Pugh C) on the pharmacokinetics of relugolix has not been evaluated.

Drug Interactions Studies

Clinical Studies

Combined P-gp and Moderate CYP3A Inhibitor: Co-administration with erythromycin (P-gp and 
moderate CYP3A inhibitor) increased the AUC and Cmax of relugolix by 6.2-fold. 

Combined P-gp and Strong CYP3A Inducer: Co-administration with rifampin (P-gp and strong  
CYP3A inducer) decreased the AUC and Cmax of relugolix by 55% and 23%, respectively.

Other Drugs: No clinically significant differences in the pharmacokinetics of relugolix were observed when 
co-administered with voriconazole (strong CYP3A inhibitor), atorvastatin, enzalutamide, or acid-reducing 
agents. No clinically significant differences in the pharmacokinetics of midazolam (sensitive CYP3A 
substrate) or rosuvastatin (BCRP substrate) were observed upon co-administration with relugolix.

In Vitro Studies

Cytochrome P450 (CYP) Enzymes: Relugolix is a substrate of CYP3A and CYP2C8. Relugolix is not an 
inhibitor of CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, or CYP3A4. Relugolix is an inducer 
of CYP3A and CYP2B6, but not an inducer of CYP1A2.

Transporter Systems: Relugolix is a substrate of P-gp, but not a substrate of BCRP. Relugolix is an 
inhibitor of BCRP and P-gp, but not an inhibitor of OATP1B1, OATP1B3, OAT1, OAT3, OCT2, MATE1, 
MATE2-K, or BSEP. 

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Two-year carcinogenicity studies were conducted in mice at oral relugolix doses up to 100 mg/kg/day 
and in rats at doses up to 600 mg/kg/day. Relugolix was not carcinogenic in mice or rats at exposures 
up to approximately 75 or 224 times, respectively, the human exposure at the recommended dose of 
120 mg daily based on AUC.

Relugolix was not mutagenic in the in vitro bacterial reverse mutation (Ames) assay or clastogenic in 
the in vitro chromosomal aberration assay in Chinese hamster lung cells or the in vivo rat bone marrow 
micronucleus assay. 

In human GnRH-receptor knock-in male mice, oral administration of relugolix decreased prostate 
and seminal vesicle weights at doses ≥ 3 mg/kg twice daily for 28 days. The effects of relugolix were 
reversible, except for testis weight, which did not fully recover within 28 days after drug withdrawal. In a 
39-week repeat-dose toxicity study in monkeys, there were no significant effects on male reproductive 
organs at oral relugolix doses up to 50 mg/kg/day (approximately 53 times the human exposure at the 
recommended dose of 120 mg daily based on AUC).

13.2 Animal Toxicology and/or Pharmacology

Phospholipidosis (intracellular phospholipid accumulation) was observed in multiple organs and 
tissues (e.g., liver, pancreas, spleen, kidney, lymph nodes, lung, bone marrow, gastrointestinal tract 
or testes) after repeated oral administration of relugolix in rats and monkeys. In a rat 26-week 
toxicity study, phospholipidosis was observed at doses ≥ 100 mg/kg (approximately 18 times the 
human exposure at the recommended dose based on AUC). In a monkey 39-week toxicity study, 
this effect was observed at doses ≥ 1.5 mg/kg (approximately 0.6 times the human exposure at the 
recommended dose based on AUC) and demonstrated evidence of reversibility after cessation of 
treatment. The significance of this finding in humans is unknown.

17 PATIENT COUNSELING INFORMATION

Advise the patient to read the FDA-approved patient labeling (Patient Information).

QT/QTc Interval Prolongation 
 •   Advise patients that androgen deprivation therapy treatment with ORGOVYX may prolong the 

QT interval. Inform patients of the signs and symptoms of QT prolongation. Advise patients to 
contact their healthcare provider immediately for signs or symptoms of QT prolongation.

Androgen Deprivation 
 •   Inform patients about adverse reactions related to androgen deprivation therapy with 

ORGOVYX, including hot flashes, flushing of the skin, increased weight, decreased sex drive, 
and difficulties with erectile function.

Embryo-Fetal Toxicity 
 •   Inform patients that ORGOVYX can be harmful to a developing fetus and can cause loss  

of pregnancy.

 •   Advise male patients with female partners of reproductive potential to use effective 
contraception during treatment and for 2 weeks after the last dose of ORGOVYX.

Infertility 
 •   Inform patients that ORGOVYX may cause infertility.

Manufactured by Bushu Pharmaceuticals, Ltd, Kawagoe, Saitama, Japan 
Manufactured for Myovant Sciences, Inc., Brisbane, CA 94005
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Q. Could you give an overview of 
the development of clean intermittent 
catheterization?
STOFFEL: This is an important concept in 
urology, and it has a long history. Intermittent 
catheterization, or draining in the bladder, dates 
back 3000 years. There are recorded instances 
in Egyptian medicine. The word catheter comes 
from the Greek and means “to let down.” In the 
past, men used rolled-up leaves or hollowed-out 
pieces of wood to drain their bladder, so there’s 
a long history of catheterization. There’s even 
a little science behind it. In the 11th century, 
people recognized the difficulty of passing a 
rigid object, and they started to mold cathe-
ters out of silver, because they were malleable 
and [could] be inserted into the bladder, so this 
is not a brand-new concept. Catheterization 
was even a fashion statement in [the] 1700s [in] 
England, in which hats were made with wide 
brims you could hide a catheter in.

Specifically, though, where the change starts 
to come about is that people always recog-
nize the danger of passing something per 
urethra, and there’s a long history of people 
injuring themselves with these homemade or 
carved catheters. There was also the concern 

for infection, as microbiology became a more 
prominent science. The first big change came 
post World War II, with Professor Ludwig 
Gutmann[, MD], in England. He devel-
oped a spinal cord injury unit to take care of 
people who had been injured. In this unit, they 
developed the concept of sterile intermittent 
catheterization. This was a game changer for 
people—that the bladder needed to be emptied 
regularly. It was looked at as more of a medi-
cal procedure in which the bladder was drained 
with a catheter, but it was performed in a sterile 
fashion by medical professionals. That concept 
was very prevalent for a good 20 to 30 years.

The next real revolution came at [the] 
University of Michigan, with Professor Jack 
Lapides[, MD]. His concept wasn’t so much 
that the risk of bacteria was going to be the 
driving force of what’s going to affect inter-
mittent catheterization, but it was more 
bladder distension that was causing the injury. 
His thought was that high volumes of urine, 
particularly in people who have compromised 
neurologic or muscular input into the bladder, 
were going to be causing ischemia and damage, 
[which] also drove inflammation. Yes, bacteria 
[are] worrisome from an infection standpoint, 

Intermittent catheterization: From medical 
procedure to patient-controlled process

JOHN STOFFEL, MD
Professor of urology and  

chief of the Division Neurourology 
and Pelvic Reconstruction in  
the Department of Urology  

at the University of Michigan in 
Ann Arbor
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but the driving element is emptying the blad-
der regularly, so he began the concept of clean 
intermittent catheterization, performed with 
a nonsterile technique. It was widely derided 
initially. There was a lot of resistance to it, 
because it was taking a medical procedure out 
of the hands of medical specialists and plac-
ing it in the patient’s hands. Lapides not only 
promoted this idea, but he also encouraged 
patients to learn how to do it, so it was no 
longer an inpatient or a hospital procedure but 
an at-home home procedure. 

That was the revolution in how we manage 
intermittent catheterization, because it really 
changed it more to a patient-controlled and 
patient-driven intervention rather than a medi-
cal procedure. Time has proven that [although] 
there is risk of infection with intermittent 
catheterization, the prohibitive risk of infec-
tion from patients performing catheterization 
themselves has not been realized. Patients [can] 
do it safely. It has opened up a world of inde-
pendence for people who need to empty their 
bladder regularly. 

That’s [the] work we’ve been doing at the 
University of Michigan since Lapides. It has 
been carried on by Edward J. McGuire[, MD], 
who demonstrated the bacterial colonization of 
the urethra and the bladder vs a true infection 
with intermittent catheterization. We based 
a lot of our work looking at chronic urinary 
retention on some of Lapides’ early work, with 
the idea that bladder volume may be more 
dangerous than instrumenting per urethra.

Q. What makes clean intermittent cathe-
terization an innovation in urology?
STOFFEL: Catheters themselves have also 
undergone innovation, such as rubberization, 
[which] made it so you can mold catheters. 
The first ones were not well designed and they 
broke down. Frederic Foley[, MD], developed 
the modern catheter, which is the shape we use 
now, [and] they’ve proved durable. The success 

of intermittent catheterization also strongly 
depends on having a catheter that works well. 
We use the same design, essentially, from the 
1930s. Things have improved even further over 
the years. There have been different tips devel-
oped and coatings that make it even easier for 
patients and may reduce the risk of trauma. 
The marriage of Lapides’ technique with 
evolving new technology has been wonderful 
and amazing for the care of people who have 
urinary retention, and particularly people who 
have neurological issues with the bladder that 
prevent them from emptying.

Q. How has the development of intermit-
tent catheterization improved treatment of 
patients with urologic conditions?
STOFFEL: One of the main benefits of inter-
mittent catheterization is that it allows people 
to take control of their lives and empty their 
bladder. The bladder is not something other 
people are taking care of, [it’s] something 
they’re able to manage on a time frame that 
allows them to continue to live their life. The 
bladder is not the only thing driving their qual-
ity of life. Urologists around the world work 
very hard to try to find this optimal volume 
and schedule for people, and there’s a lot of 
work to do. People would much rather not use 
a catheter than use a catheter. Quality of life 
is affected to some degree, but I don’t think it 
can be overstated that allowing somebody to 
manage their bladder outside the hospital in a 
safe and consistent environment allows people 
to engage and participate in life the way they 
want to. That has been the biggest advance 
predicated on Lapides’ work of allowing the 
bladder to be something people can manage 
in their own lives, rather than having to need 
specific, involved medical care.

Dialysis is a good comparison. Dialysis 
[must] be done in an inpatient facility and is 
a lifesaving procedure, but it also ties people 
to a specific intervention. Catheterization is 

the opposite of that [and is] more like diabe-
tes management, where people [can] manage 
their blood [glucose] on a schedule, participate 
in their care, and invest in their own wellness. 
That’s been a phenomenal advance.

Q. Is there anything else you think our 
audience should know about this topic?
STOFFEL: The next big revolution is going 
to be not only the optimal way to empty some-
body’s bladder, minimize quality-of-life impact, 
and reduce morbidity of infections, but also 
the resources used with catheterization. Right 
now, people use a single catheter and throw it 
away. The environmental burden is tremen-
dous. People are now looking at how we can 
still preserve the benefits of intermittent cath-
eterization and continue to work toward 
improvement of life, but looking at it in a 
context that has less of an environmental foot-
print. Reusable catheters, catheters people can 
clean or sterilize at home, and different coat-
ings are what’s coming next.

Alternatively, there’s also a lot of work being 
done to see [whether] there are ways we can make 
the bladder more functional. There have been 
great advances in neuromodulation for people 
with underactive bladder, and hopefully you 
don’t have to catheterize as much in the future. 
There have been great advances in bladder outlet 
surgeries that reduce morbidity and allow fewer 
people to need catheterization. The field contin-
ues to evolve. I still think there will always be 
some role for intermittent catheterization, and 
it’s our need and duty to keep studying it and 
make it as safe and effective—with the smallest 
environmental footprint —as possible. •
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“The next big revolution is going to be not only the optimal 
way to empty somebody’s bladder, minimize quality-of-life 

impact, and reduce morbidity of infections, but also the 
resources used with catheterization.”
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TELEMEDICINE’S 
UNCERTAIN FUTURE  
IN UROLOGY
Urologists must advocate for themselves 
to ensure favorable conditions continue

by Lisette Hilton
Urology Times® Contributor

C olorado Springs, Colorado, urologist 
Henry Rosevear, MD, says he went 
from not using telemedicine before the 

pandemic to having it represent 15% to 20% of 
his practice today. 

Telemedicine has become an important way 
to provide care for Rosevear’s Colorado Springs 
Urological Associates practice, which includes 
11 doctors and 4 midlevel providers who not only 
staff the practice’s 2 main offices in Colorado 
Springs, but also do outreach to several moun-
tain town clinics. 

“To understand why telemedicine has worked 
out so well and is so important, I look at why 
it didn’t work out before the pandemic. Before 
the pandemic, good intentions aside, there were 
all these crazy rules and regulations about what 
was allowed. The combination of the bureau-
cratic red tape and additional costs made it a 
nonstarter,” Rosevear said.

There is no doubt that telemedicine has 
driven increased patient access and reduced 
patients’ expenses, including travel and time 
away from work, according to Jonathan 
Rubenstein, MD, chief compliance officer, 
Chesapeake Urology Associates, and chair of the 
American Urological Association (AUA) Coding 
and Reimbursement Committee.

“It has gotten to the point where telemedicine 
is so ingrained in my own individual practice, I 
almost feel guilty when I see a patient in person 
who could have been handled by telemedicine,” 
Rubenstein said.

But like other urologists, Rosevear and 
Rubenstein are concerned about the possibilities 
of a return to a regulation-laden environment for 
telemedicine and a decrease in reimbursement in 
the postpandemic era. 

“As long as we’re still under the coronavi-
rus health emergency, we will continue to have 

Medicare access to telemedicine,” Rubenstein said. 
“The concern is what happens if the public health 
emergency ends and there has not been a perma-
nent telemedicine plan in place. That is why there 
are bills that are currently in Congress for this. 
It will take a lot of effort to make telemedicine 
access permanent for Medicare, and obviously 
private insurers will have the opportunity to make 
their own rules on telemedicine coverage.” 

The 2022 Omnibus Appropriations Bill locked 
in telehealth waivers until January 1, 2023, 
according to emailed responses to questions 
from Urology Times® by Ray Wezik, JD, AUA 
policy and advocacy director, and Aaron Spitz, 
MD, the AUA Public Policy Council’s Telehealth 
Task Force chair.

“Until additional legislation is passed, the 
waivers for telehealth cease after January 1, 2023, 
or at such time that the public health emergency 
declaration is no longer in effect. The public 
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health emergency declaration is renewed in 
3-month increments, so this may help guide tele-
medical scheduling of patients,” they wrote. 

There is great debate on what telehealth 
should look like after the public health emer-
gency ends, according to Chad Ellimoottil, 
MD, MS, assistant professor of urology at the 
University of Michigan, Ann Arbor.

Unfavorable changes could force practices to 
reevaluate telemedicine’s viability. Although tele-
medicine use fluctuates among specialties and 
with time, Medicare data suggest that prior to 
March 2020, less than 1% of health care provid-
ers and 1% of patients used telehealth. In March 
2020, there was a big spike, but use has leveled off 
to 1 in 6 or 1 in 7 Medicare visits occurring by 
telemedicine, according to Ellimoottil, who stud-
ies telehealth use across all specialties.1 

“On the commercial [insurance] side, it’s  
a little higher at usually about 1 in 5 visits,” said 
Ellimoottil.

Current AUA data suggest telemedicine utili-
zation in the specialty likely falls between 5% 
and 20% of encounters depending on the prac-
tice and setting, according to the email from 
Wezik and Spitz.

5 AREAS OF CONCERN FOR UROLOGISTS
Ellimoottil said these 5 policy areas that are 
being debated could affect telehealth use at urol-
ogy practices.

The concept of an “originating site.” Although 
this is the least worrisome because it will likely 
change for the better, it could have the most 
impact if it doesn’t, according to Ellimoottil. 

Prior to the pandemic, telehealth was limited 
to patients in rural areas, and patients had to 
go to specific medical facilities to connect with 
providers. This part of the original law made 
telehealth so burdensome and restricted that it 
never took off, Ellimoottil said. 

“Through ongoing conversations with Capitol 
Hill staff, we are aware of a majority of support 
for the elimination of originating site, and 
fully expect successful legislation for telehealth 
permanency to incorporate that policy change,” 
according to the AUA email.

Audio-only telehealth. “Prior to the pandemic, 
the Medicare program and many commer-
cial payers said it was OK to do a video visit with 
patients, but it was not OK to just do a phone 

call and bill insurance for that phone call. What 
we found out during the pandemic is there 
are a lot of people who don’t have the abil-
ity to do video visits; they need to just use a 
phone,” Ellimoottil said. “The policy question 
is whether or not audio only should be allowed 
and should that be reimbursed.”

The AUA strongly supports continued avail-
ability of audio-only telehealth, according to 
the AUA email.

“[Although] there have been concerns about 
fraud, waste, and abuse of this modality, we 
do not believe those concerns to be special 
compared to overall waste in the health care 
system,” Wezik and Spitz wrote. 

Payment parity  (or, whether telehealth will 
be reimbursed at the same rate as in-person 
visits). The perception exists that the cost for 
practices to do telemedicine is lower than for 
in-person visits. 

Some urologists disagree. 
“Patients still need previsit and postcare 

coordination and nurse follow-up on orders. 
Clerks are still required to schedule these 
visits and maybe more time is required because 
they have to set the patient up for the visit,” 
Ellimoottil said. 

Urologists are concerned that reimburse-
ment for telehealth visits will go down, and, as 
a result, so will clinicians’ motivation for offer-
ing telemedicine.
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“It has gotten to the 
point where 
telemedicine is so 
ingrained in my own 
individual practice, I 
almost feel guilty when I 
see a patient in person 
who could have been 
handled by 
telemedicine.”
JONATHAN RUBENSTEIN, MD

“Through ongoing 
conversations with Capitol 
Hill staff, we are aware of a 
majority of support for the 
elimination of originating 
site, and fully expect 
successful legislation for 
telehealth permanency  
to incorporate that  
policy change.”
RAY WEZIK, JD (pictured), AND AARON SPITZ, MD
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“[Although] telehealth is terribly important  
to the clinic, it does not reimburse well,” 
Rosevear said. 

Even lower reimbursement for telemedicine 
would be a problem that would make Colorado 
Springs Urological Associates consider going back 
to having all patients come into the clinic, he said.

Although there is not a lot of “talk” about 
reducing payments on the Medicare side, it is on 
the government’s radar, according to Ellimoottil. 

“Medicare has taken the stance that it needs 
more data on the cost of telehealth,” Ellimoottil 
said. “At the state level, on 1 side, there are 
advocates for payment parity that are putting 
forward laws saying that as a commercial payer 
in this state you are required to pay the same 
amount as in person. But then there are a lot of 
insurers fighting back on those laws saying that 
we shouldn’t be forced to do that.”

The true expenses of telehealth have not been 
studied, according to the AUA email.

“Since the main component of a visit is the 
provider expertise (and malpractice risk), there 
really should be no difference in payment for 
whether the same level visit takes place in-person 
or by an appropriate virtual visit,” wrote Wezik 
and Spitz.  

Interstate telehealth. The University of 
Michigan is in southeast Michigan, 45 minutes 
from Ohio, according to Ellimoottil. 

“There is a large proportion of our patients 
who will come from Ohio for visits. Prior to 
the pandemic, you could never perform a tele-
health visit with patients from the state of Ohio 
unless you were licensed in the state of Ohio,” 
Ellimoottil said. “During the early part of the 
pandemic, 50 states and Washington, DC, rolled 

this back, basically saying it’s a state-level deci-
sion and that people in a different state still need 
to be able to maintain care in this public health 
emergency, so if you have a license, you could 
perform telehealth visits with patients in any state. 
Slowly over time, state by state, public health 
emergencies have been expiring and a lot of these 
interstate telehealth flexibilities have also expired.”

Clinically appropriate telehealth (or, avoid-
ing fraud and abuse in telehealth). Insurers 
are concerned that having fewer rules and regu-
lations surrounding telehealth will lead to 
increases in telehealth fraud and abuse. For 
example, according to Ellimoottil, a concern is 
that providers will call patients with their results 
and bill for those calls as telehealth visits. 

“Guardrails” of what constitute a telehealth 
visit in urology do not yet exist, Ellimoottil said. 
The concern among urologists is that these deci-
sions should be made by professional societies 
and clinicians—not necessarily by insurers, 
he said. 

Urologists using telemedicine are able to 
determine when it is and isn’t an appropriate tool 
for their patients, according to the AUA email. 

“There is no current evidence of widespread 
fraud and abuse amongst urologists providing 
telemedical access to their patients. The AUA 
has open lines of communication with CMS and 
has requested alerts to any such fraud and abuse 
should it occur so that the AUA can partner in 
determining solutions should they be needed. 

The AUA will be surveying its members through 
the census as to whether diagnosis specific guide-
lines for telehealth would be useful,” Wezik and 
Spitz wrote.

IN THE MEANTIME, WHAT IS A UROLOGY  
PRACTICE TO DO? 
During this time of telemedicine uncertainty, 
Ellimoottil recommends that urologists become 
advocates for the specialty by getting involved in 
organizations like the AUA. 

“Tell your story about telehealth, about how 
it’s working and not working. Provide data to 
the AUA, as they are lobbying to make sure the 
final shape of telehealth is created in a way that is 
great for our patients and also sustainable for our 
urologists,” Ellimoottil said. 

The AUA recommends that urology practices 
make sure their office billing systems are utiliz-
ing proper coding to ensure they are receiving 
appropriate payment for services provided.

“Readers can work at a grassroots level to 
inform their legislators about the importance of 
preserving telehealth access for their constitu-
ents,” wrote Wezik and Spitz.

The AUA telehealth task force offers members 
information through resources such as the 
AUA web page for telehealth and the pandemic: 
https://bit.ly/3FYNOJi. •
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“Tell your story about 
telehealth, about how it’s 
working and not working. 
Provide data to the AUA, 
as they are lobbying to 
make sure the final shape 
of telehealth is created in 
a way that is great for our 
patients and also 
sustainable for our 
urologists.”
CHAD ELLIMOOTTIL, MD, MS

“[Although] telehealth is 
terribly important to 
the clinic, it does not 
reimburse well.”
HENRY ROSEVEAR, MD

In this video, Shirley Lee, MPH, CRNP-FNP, discusses 
the use of remote patient navigators to help with the 
management of patients with prostate cancer. Lee is 
director of a patient navigation program and a nurse 
practitioner for the Greater Los Angeles Division of 
Genesis Healthcare Partners and Vice President of 
Clinical Strategy for Preveta.

How remote patient navigators can help 
with management of prostate cancer 
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Urologic Surgery     QUESTION AND ANSWER

JASON M. BRODERICK 
Associate Editorial Director, Urology Times®

T heir disruptive vision began one night 
during their urology residency. Waiting 
hours for staff to find a standard 

endoscopy video tower, future urology entre-
preneurs Neal Patel, MD, and Philip Zhao, 
MD, wondered why such a bulky, inconvenient 
system had never been modernized. 

Fast forward to today, where Patel and Zhao 
have turned their disruptive dream into a reality 
with the revolutionary Endoluxe system, a wire-
less, high-definition (HD) endoscopic camera 
platform that replaces the antiquated towers. 

Endoluxe is a handheld, portable orb contain-
ing an HD camera that can be attached to rigid 
or flexible analog endoscopes. This smart device 
captures images and video that are wirelessly 
streamed to any HDMI-enabled monitor display 
or cloud applications. Endoluxe also includes 
a software platform with cloud-based storage, 
as well as artificial intelligence (AI) /machine 
learning (ML) applications. According to the 
inventors, the AI/ML functionality “provides 
clinicians with anatomy recognition, struc-
ture identification, anatomic configuration, and 
suggested therapy.”

The Endoluxe system also provides urologists 
with a cost benefit, as it is available for a fraction 
of the cost of purchasing a tower. The device has 
been used by over 15 physicians on more than 
1000 cases. Regarding regulatory status, Endoluxe 
received a class I exemption from the FDA in 
2017, and the company anticipates filing this year 
for a breakthrough technology designation on AI/
ML for benign prostatic hyperplasia.

In a recent interview with Urology Times®, 
Patel and Zhao discussed their personal jour-
ney and game-changing product, which they 
proudly tout as a device “designed by urologists 
for urologists.”

Q. Please provide some background on 
the development and use of your innovation.
PATEL: What we as urologists and most 

endoscopists and surgeons use on an almost-
daily basis is a camera looking inside some part 
of the body or an endoscope inside a part of the 
body, and the camera is attached to the endo-
scope, and you’ve got a light source attached to 
the endoscope to illuminate the cavity. And all 
these cords then come off your scope and attach 
to a very expensive, tall, bulky tower that sits in 
either your procedure room or the hospital. And 
through that, you’re able to visualize what you’re 
seeing on a screen and do what you need to do. 
And sometimes, if you don’t have any of that, 
you will put your eye up to the end of the scope 
and just look with 1 eye like they did 100 years 
ago. You will find many urologists in commu-
nity clinics who are still doing that. 

And the reason is, a lot of times these towers 
are very expensive. Starting prices are sometimes 
$20,000 to $30,000. That’s a huge fixed capital 
cost for a urologist, especially in the commu-
nity. In the hospital, where sometimes their cost 
is less of a concern, some of these towers will 
cost upwards of $100,000 for all the visualiza-
tion equipment that you need to do laparoscopic 
surgery, cystoscopy, and ureteroscopies. 

And so, we came to the realization we can 
make this smaller and began work on design-
ing the product that exists today, which basically 

takes that very large, 200- to 300-lb tower with 
a screen and all the cords coming off it attaching 
the scope, and we shrank it into something dras-
tically smaller. Not only that, it’s a fraction of 
the cost of the tower. 

Q. What has been some of the feedback 
you have received from physicians using 
the device?
ZHAO: One user said the first time he used 
Endoluxe, he felt like it was the first time he saw 
and felt an iPhone in his hand. It was something 
that was completely different from anything that 
he had ever used before—providing a complete 
degree of freedom without being tethered 
by any wires and not confined to any partic-
ular monitor. You can use any monitor with 
Endoluxe. You could go to Best Buy down the 
road and buy any monitor with HDMI input, 
and our system will wirelessly connect to it. 

 Q. Please discuss the data/image storage 
and sharing functionality of Endoluxe. 
PATEL: We built all the data recording into 
our system. You can record with 1 touch. You 
can take a picture with 1 touch. It’s all very 
seamless to do and it’s all auto-syncing, all auto-
mated, and it goes into the cloud or the local 
electronic medical record system where it can 
be pulled up. We have a very robust web plat-
form that you can log into, pull all your patient 
videos, and share with your patients and collab-
orate with other physicians. It’s basically this 
giant digital platform for endoscopic media. 

It’s been a great thing because we’re finding 
that patients are more adherent to their treat-
ment plans if they actually can see what you see. 
In the past, we were not making these media 
recordings for various reasons, but I think now 
it’s going to become a mainstay. As a clinician, 
I’m seeing more and more requests every week 
for patients to see pictures of inside their body; 
they want to see how the treatment is helping, 
or how the tumor looks, or how the stone looks. 
And it just helps them understand what they 
need to do next and not be frustrated with their 

Physician innovators disrupt 
endoscopic visualization 

“One user said the first time 
he used Endoluxe, he felt like 
it was the first time he saw 
and felt an iPhone in his 
hand. It was something that 
was completely different 
from anything that he had 
ever used before.”
PHILIP ZHAO, MD
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care and be more adherent. And so we built this 
digital health platform that goes along with our 
device that helps us to do this. 

Q. What has the Endoluxe experience 
meant to you?
ZHAO: A lot of people in medicine have ideas 
about how to improve patient outcomes, increase 
clinical efficiency, and make surgeons’ lives 
easier. Because we’re all so busy, no one really 
takes the time to jump into a project and go 
the distance to build something great. We were 
willing to take that initiative.

PATEL: We came up with the idea of this tech-
nology many, many years ago. And as urologists 
in residency at the time, we had no idea how to 
create a device or get it to market or commercial-
ized or really anything about a company. And so, 
we’ve had a very interesting and awesome journey, 
both as entrepreneurs and as clinicians. •

In addition to cofounding Endoluxe, Patel is chief 
technology officer and director of Robotic Surgery at 
Advanced Urology, and Zhao is chief of the Urology 
Stone Program at Tisch Hospital, NYU Langone 
Health and an assistant professor of urology at NYU 
Grossman School of Medicine. 
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“We have a very robust web 
platform that you can log 
into, pull all your patient 
videos, and share with your 
patients and collaborate 
with other physicians. It’s 
basically this giant digital 
platform for endoscopic 
media.”
NEAL PATEL, MD

In this interview, Stephen J. Savage, MD, discusses 
current research he’s working on, the role of 
molecular testing in prostate cancer as well as unmet 
needs in treating the disease. Savage is director of 
minimally invasive urology at the Medical University 
of South Carolina, Charleston.
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Savage discusses molecular testing 
and unmet needs in prostate cancer
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Kidney Cancer     CLINICAL UPDATES

JANELLE HART 
Urology Times® Contributor

N ew data from the ongoing phase 1b/2 
trial (NCT04300140) on combina-
tion therapy with batiraxcept plus 

cabozantinib (Cabometyx) continue to demon-
strate favorable outcomes in patients with clear 
cell renal cell carcinoma (ccRCC).1 According 
to Aravive, the developer of the GAS6-AXL 
pathway inhibitor batiraxcept, the 6-month 
progression-free survival (PFS) rate and the 
best overall response rate of the intent-to-treat 
population were 79% and 46%, respectively.

“We are very encouraged by the best over-
all response rate and 6-month [PFS] rate 
observed in the phase 1b trial of batiraxcept 
in patients with ccRCC,” said lead inves-
tigator Kathryn Beckermann, MD, PhD, 
assistant professor of hematology and oncol-
ogy at Vanderbilt University Medical Center in 
Nashville, Tennessee, in a recent news release.1 
“These data are compelling as the objec-
tive response rate in the cabozantinib-alone 
groups of the METEOR [NCT01865747] and 
CANTATA [NCT03428217] studies were 
17% and 28%, respectively, and the 6-month 
[PFS] rates for cabozantinib from these studies 
ranged from 55% to 65%. Additionally, objec-
tive response rates for other preferred National 
Comprehensive Cancer Network regimens range 
from 25% to 37%.”

The purpose of this study was to evaluate bati-
raxcept at 2 doses (15 mg/kg and 20 mg/kg) with 
cabozantinib (60 mg daily) in patients with ccRCC 
who had already received immunotherapy. The 
primary end point was safety; secondary end 
points included identification of the recommended 
phase 2 dose, objective response rate, and duration 
of response (DOR).

Previous findings, reported in November 2021 
at the Society for Immunotherapy of Cancer’s 
36th Annual Meeting,2 showed that 44% (7/16) 
of patients achieved a partial response across the 
2 dose levels and 56% (9/16) of patients had a best 
overall response of stable disease. Additionally, 
88% (14/16) of patients exhibited a decrease in 
tumor size, and there were no reports of progres-
sive disease or serious adverse events.

As of February 4, 2022, 26 patients have been 
treated with the batiraxcept/cabozantinib combi-
nation therapy. The best overall response rate of 
the group that received 15 mg/kg batiraxcept was 
56% (9/16) and that of the group receiving 
20 mg/kg batiraxcept was 30% (3/10). There were 
no dose-limiting toxicities or progressive disease 
in either dose group and the 3-month DOR was 
100% (6-month DOR has not been reached).

Furthermore, 25 patients were eligible to be 
evaluated for baseline soluble AXL (sAXL)/GAS6, 
in which a high ratio would indicate an increased 
likelihood of response to the combination ther-
apy. The 6-month PFS rate and best overall 
response rate in the sAXL/GAS6 biomarker-high 

population were 91% and 63%, respectively.
“These early data suggest batiraxcept adds 

to cabozantinib clinical activity and potentially 
provides a much-needed therapy for this group of 
patients with refractory [ccRCC],” Beckermann 
said. Measures of safety and clinical activity were 
also positive, supporting 15 mg/kg as the recom-
mended dose of batiraxcept in combination with 
cabozantinib for the second portion of the study.

The open-label phase 2 portion aims to enroll 
55 patients across 3 parts. Part A will enroll 
25 patients who will be treated with 15 mg/kg 
batiraxcept plus cabozantinib. Part B will enroll 
20 patients who will be treated with 15 mg/kg 
batiraxcept plus cabozantinib and nivolumab. Part 
C will enroll 10 patients with ccRCC who are not 
eligible for curative intent therapies.•
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Batiraxcept/cabozantinib combination 
continues to show favorable outcomes
Six-month progression-free survival rate of 79% is observed

“We are very encouraged by the best overall 
response rate and 6-month [PFS] rate 

observed in the phase 1b trial of batiraxcept 
in patients with ccRCC.”

KATHRYn BeCKeRMAnn, MD, PHD
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PROSTATE CANCER    Case-Based Peer Perspective

Q. Please discuss the PROfound trial (NCT02987543) 
on olaparib for metastatic castration-resistant prostate 
cancer (mCRPC).
SHORE: I was honored to have participated in the phase 
3 PROFOUND trial as well as having served on the trial’s 
steering committee, which was led by Johann de Bono 
[, MD, PhD,] and Maha Hussain[, MD]. These were 
patients who had mCRPC who had progressed on either 
abiraterone [Zytiga] or enzalutamide [Xtandi]. There 
was a cohort A and a cohort B. All the patients who were 
screened, several thousand patients, they ultimately, 
through tissue testing, had to have 1 of 15 homologous 
recombinant repair [HRR] gene alterations. Cohort A was 
BRCA1, BRCA2, ATM, and that was selected because of 
several earlier phase 2 studies showing significant response 
to PARP inhibitors for patients who had those 3 particu-
lar gene alterations. Twelve other gene alterations went into 
cohort B. Within cohort A and cohort B, patients were then 
again randomized 2:1 to receive either the PARP inhibitor 
olaparib or the physician’s choice of a novel hormonal agent 
(either abiraterone or enzalutamide), which essentially was 
if you’d had abiraterone, you’d receive enzalutamide; if you’d 
had enzalutamide, you’d receive abiraterone.

Some have said, why didn’t you use a taxane comparator? A 
lot of patients were not taxane eligible. Many of the patients 
had already had taxanes and some refused taxanes. And in 
the real world, we oftentimes see this sequencing of 1 novel 
hormonal agent to another. I personally almost never do that 
because I think that’s pretty much of a lateral move, ie, very 
short-lived clinical benefit. But nonetheless, it is done pretty 
consistently in the real-world community setting.

What we were able to demonstrate was, with blinded 
independent central review and local review, a statistically 
significant rPFS [radiographic progression-free survival] 
benefit in cohort A. We subsequently reviewed multiple 
secondary end points, whereby overall survival demonstrated 
a statistically significant benefit in this heavily pretreated, 
heavy tumor burden population. The safety and adverse 
effect profile was very consistent with what we’d known for 
the class of PARP inhibitors. These are oral drugs. The 
most common unique adverse event of interest is some early 
onset of anemia, and therefore a CBC [complete blood count] 
should be checked monthly. This was a global study. All of 

Case discussion:  
A 64-year-old man with mCRPC

NEAL D. SHORE, MD

Shore is US chief 
medical officer, urology/

surgery and oncology, 
for GenesisCare USA, 

and the medical director 
for Carolina Urologic Re-

search Center in Myrtle 
Beach, South Carolina.

CASE SUMMARY

INITIAL PRESENTATION (JANUARY 2017)

A 64-year-old man is found to have a firm bilateral 
prostate nodule of 1.8 mm on his routine physical 
exam. Clinical work-up reveals:

• Prostate-specific antigen (PSA) level of 109.1 ng/mL
• Family history of prostate cancer (father, uncle)
• Transrectal ultrasound (TRuS)-guided biopsy of 

the prostate confirms advanced adenocarcinoma 
of the prostate and Gleason score of 8 (4 + 4) 
/grade group 4.

• MRI is negative for pelvic lymph node (Ln) 
involvement but positive for one 1.1-cm 
mediastinal supraclavicular Ln (T2bn0M1a).

• eCOG performance status is 1.
• Germline multigene testing of biopsy specimen 

revealed a BRCA2 mutation.

INITIAL TREATMENT (STARTING FEBRUARY 2017)

• Patient was started on leuprolide and abiraterone 
(Zytiga); scheduled for physical exam, PSA 
assessment, and imaging every 3 months.

• By the second follow-up visit (6 months after 
initiating treatment, August 2017), PSA level has 
declined to 2.1 ng/mL and prostate nodule size 
is 1.4 mm.

• Patient’s disease remained stable through August 
2018 (18 months of treatment).

21- AND 24-MONTH FOLLOW-UP NOTES 

(NOVEMBER 2018, FEBRUARY 2019)

• Patient’s PSA levels increased to 46.9 ng/mL in 
november 2018 and 73.7 ng/mL in February 
2019.

• MRI revealed that the size of the existing positive 
Ln increased to 1.3 cm and revealed a new, 
faintly positive 0.9-cm para-aortic Ln.

• Given the recent findings and the patient’s 
known BRCA2 mutation status, the patient and 
clinician decide to initiate olaparib (Lynparza) 
300 mg twice daily.
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the patients who were enrolled had to have HRR 
mutations based on tissue. We obtained a blood-
based sampling and ultimately looked at that 
later, and there was about an 80% concordance, 
which is important if you cannot ascertain 
tissue, archival or fresh, or metastasis directed. 
You can still get blood-based genomic sampling.

Q. What adverse events were observed 
that resulted in interruptions and 
discontinuations?
SHORE: There were some patients who had 
anemia or occasionally some GI [gastroin-
testinal] adverse effects, which was relatively 
uncommon, and a very low single-digit 
percentage of patients who had pulmonary 
emboli [PE]. We were looking for screening 
for that finding with regular imaging. Many of 
these PE were asymptomatic, if not most. We 
didn’t see an increase ultimately in significant 
grade 3 or 4 cardiovascular events, but the nice 
thing about the 300-mg twice-daily formula-
tion is you can dose-reduce. The drug comes 
in 150- and 100-mg formulations, so you have 
flexible dosing options. You can go from 2 to 
1, 2 in the morning, 1 in the evening, different 
dosing.  I think the good news is it was only in 
low single-digit percentages that patients actu-
ally discontinued therapy based upon adverse 
events, and this has been my experience in 
clinical practice.

Q. What are some strategies to mitigate 
or manage the adverse effects?
SHORE: We check a [complete blood count] 
monthly. If you have to do a transfusion, you 
can. I’ve found it very infrequent. I’ve not had 
much challenge with thrombocytopenia or 
neutropenia. Of course, when we use radio-
pharmaceutical therapies, when we use taxane 
therapies, these are the same kind of things 
that we think about as it relates to GI toxicities, 
nausea, diarrhea. It’s all the normal, preventive 

strategies one would use—occasional bland 
diets, liquid diets, and various antiemetic ther-
apies. But overall, I’ve not found the grade 3/4 
[adverse events] to be particularly problematic. 
But of course, it’s still something you want to 
have in that important patient-physician shared 
decision-making discussion.

Q. Given the available treatment options, 
which treatments would you have selected 
for this patient?
SHORE: I think this is a patient for whom 
it’s perfectly reasonable to begin with 
ADT [androgen deprivation therapy] and 
abiraterone. He responded well for about a year 
and a half and then clearly began demonstrat-
ing progression with new nodal involvement, 
PSA rising, and being BRCA2 [mutation posi-
tive]. I think he’s a perfect candidate to begin 
treatment with olaparib. Most patients still, 
in my experience, prefer an oral medication 
to an intravenous medication, a particularly 
compelling argument during the time of the 
pandemic. I am a supporter of taxane thera-
pies, and I explain to patients that they will be 
part of their regimen. But I think when you 
have the ability to have personalized medicine, 
precision-based, tailored therapy, where there 
is a gene alteration that allows you to specif-
ically benefit, why not invoke that? One can 
still invoke a short course of Provenge [sipu-
leucel-T] at some point; if the patient had bone 
metastases, radium-223 [Xofigo], but this is a 
patient with nodal metastases.

Q. Which treatment would you have 
chosen if you did not know the patient’s 
BRCA2 mutation status? Would you perform 
biomarker testing before initiating 
treatment?
SHORE: Absolutely; this is a perfect time, if I 
hadn’t had any germline testing, to do somatic 
testing. Obtain the tissue. If you don’t have the 

tissue, then do the liquid-based genomic test-
ing. Then if I found BRCA, especially BRCA2, 
I would absolutely offer the patient treatment 
with olaparib.

Q. What other treatments would you 
have considered with a mutation of other 
HRR-related genes, such as ATM, CHEK1, 
CHEK2, and CDK?
SHORE: That’s a great question. I would say 
we see some patients who respond with ATM, 
CHEK1, CHEK2, CDK, maybe nowhere near 
as robustly as we see with BRCA2. But it is an 
option to consider. It is now a labeled indica-
tion. There are about another 10 or so gene 
alterations. I would say to the patient: “Look, 
we’re going to see if this works for you. It’s not 
going to work in everybody. It’s not 100%. But 
why not give it a try? We know what the safety/
adverse event profile is. We’ll see if it’s working. 
We’ll monitor PSA, tolerability and imag-
ing.” We see PSA 50 declines in approximately 
50% of the patients. We look for stability of 
the PSA as well. We look for stability of imag-
ing on subsequent radiographic testing, and we 
certainly want to see clinical benefit, that the 
patient’s not clinically deteriorating.

I’ve been prescribing olaparib now, post-ap-
proval, closing in on 2 years. It’s another 
therapeutic tool in the toolbox. I tell patients 
that we’ve got many tools now. I want to make 
sure that I optimize all the different novel 
mechanisms of action. I think that’s where the 
data say that if you’re going to succumb to the 
disease, you’ll do a lot better if you’re exposed 
to as many novel mechanisms of action as possi-
ble. And clearly, PARP inhibition is distinctly 
different from the AR [androgen receptor] path-
way drugs, distinctly different from the taxanes, 
from radiopharmaceuticals, and from immu-
notherapies, whether it’s sipuleucel-T or a 
checkpoint inhibitor. •

“What we were able to demonstrate was,
with blinded independent central review and

local review, a statistically significant rPFS
[radiographic progression-free survival]

benefit in cohort A.”
NEAL D. SHORE, MD

To watch the complete video 
series, scan the QR code or 
visit bit.ly/3mb7noR
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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 70-year-old 

man is referred to a urologist by his primary care provider 
with a prostate-specific antigen (PSA) level of 4.1 ng/mL 
and a PSA density of 0.07.

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

SAVAGE: I am presuming we don’t have previous PSAs 
on him. This patient has a very normal PSA density. He has 
essentially a normal age-specific PSA. I would just do an 
interval PSA on him—not a year interval—but 3 to 
6 months depending on his anxiety level.

WATTS: I was going to say the same thing; if you don’t have 
his PSA history…I would just follow this protocol as well.

PUNNEN: If this patient’s PSA was historically around 
2 ng/mL, how many of you would just repeat the PSA vs 
going to something else right off the bat? 

FRONTERA: I would do total free PSA and prostate 
ultrasound. 

SAVAGE: If you have an isolated jump [that was] previ-
ously checked, then I would do a shorter interval PSA, allow 
for the PSA to break down, and then repeat it. 

PUNNEN: That’s often what I do too. Do you often 
look for it to come back to baseline? What if it’s in 
between where it was and where it is now? 

SAVAGE: I am almost an antitest person. I don’t want to 
do a test just to reassure somebody. We understand that 
prostate cancer is a slow-growing disease and we have a 
lot of leeway within this. I will talk to the patient, educate 
them a little bit on what we are doing here and what we are 
looking at. I rely a lot on PSA density. Anyone who is in 
the health care system has almost assuredly had imaging at 
some time, so I will go back to one of their recent CT scans 
and look at that. That will be the part of the process in 

trying to determine how concerned I am, but I don’t neces-
sarily look for them to go back down, although most times 
they will go pretty close if you wait the appropriate amount 
of time for that to break down. And then if they don’t really 
get close to where they were before, that’s when I might use 
a liquid biomarker, likely a blood test. On the other hand, 
depending on the age of the patient, I will often then go 
more toward MRI because then I just almost want to erase 
the whole deal for them by jumping right to that. 

PUNNEN: In this case, an MRI was recommended. The 
patient had some transportation issues and was a little 
reluctant to get the MRI done but was worried about the 
PSA rise. Would you consider a liquid biomarker at this 
point?

FRONTERA: I like the ExoDx EPI because it is PSA 
independent. I like to get a PSA-independent test. My first 
choice is ExoDx EPI, but many insurances don’t cooperate. 
My experience with 4Kscore is that it tends to overesti-
mate. [But] I use it. I do like Select MDx, but because of 
logistics—the patient has to come in for a digital rectal 
exam—that’s probably the last of the 3 that I use. 

WATTS: When I order them, which is not often, I get the 
4Kscore. It’s now universally covered for our patients. That 
makes it easier and, logistically, the company just happens 
to have a partner business that will go to the patient’s house 
and draw their blood with no charge to the patients, so that 
is super convenient if transportation is an issue. Our labs 
don’t draw it, so if we don’t get a nurse who is available in 
clinic then it basically doesn’t happen. We have Select MDx 
as a backup, but as Dr Frontera was saying, it can be a little 
bit cumbersome with the post-DRE void. 

PUNNEN: I am pretty much similar. I try to use a 
breadth of them if I can just to get some experience with 
them, but I do agree there are some logistics that may 
push me one way or another. I don’t do as much Select 
MDx because of the DRE. Exosome has a take-home kit, 
so I do tend to do that a little bit more when I have tele-
health patients just because of the ease of ordering. In 
this particular case, the patient took the EPI test, and it 
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came back at 47.4. At this point, what would 
you do? If you order an MRI, are you getting 
it to target a biopsy or are you getting it to 
decide whether you’re going to do a biopsy? 

KOVAC: I think in these patients—and this 
applies to a lot of my patients where my pretest 
probability is around 50-50 as to whether they 
have aggressive lethal cancer—the question is 
how badly I want to find this cancer. A case that 
I don’t want to see is where I find a couple of 
core Gleason 6 and now I have to put this patient 
on surveillance and possibly more biopsies. It’s 
hard to persuade them to do watchful wait-
ing when you know it’s not going to be a deadly 
cancer. I think that if you’re going to go for it, 
you just want to know where the lesion is. I still 
grapple with that paradox—that although multi-
parametric MRI can show us where the cancer 
is (and why would you not want to know where 
the cancer is?), there are data, I think from the 
Danish Cancer Registry, that if you have had 
a negative biopsy in the past, then your risk of 
dying from prostate cancer is essentially zero. 
That’s a huge paradox that I still can’t recon-
cile. But again, why would you not want to know 
where the cancer is and why would you not want 
to target where the cancer is? I think if you are 
going to go for the biopsy, go full bore and just 
know exactly what you’re going to target. You 
could consider just doing a targeted biopsy if you 
wanted to limit the chance of sepsis in a 70-year-
old man who may not be able to handle it as 
well. If you want to do more of a limited or less 
harmful biopsy, you could consider just doing a 
targeted biopsy in that setting. 

SAVAGE: One of the things I think in that 
setting I find to be important is you have to 
have a good discussion with patient about what 
the liquid biopsy is for and what the MRI is 
for. You have to have this discussion ahead of 
time, whichever liquid biopsy you are going 
to get, saying, “This is what is going to come 

back; this is going to come back at this percent-
age risk of cancer. Before we get these results, 
let’s decide what risk we are going to consider 
‘significant’ for you and how we are going to 
proceed.” The same up-front discussion should 
be had about MRI. 

PUNNEN: This patient received a multi-
parametric MRI, which showed no suspicious 
lesions. He then underwent a biopsy, which 
showed Grade group 3 cancer. I tend to do a 
lot of MRIs upfront, but when they are nega-
tive or, let’s say, [Prostate Imaging–Reporting 
and Data System] 3, that’s when I tend to go 
to the biomarker to be sure I am not missing 
something, but I use that biomarker with a 
much higher cut point because I am using it 
almost as a rule-in rather than rule-out, if that 
makes sense. What are your thoughts on that 
approach? 

KOVAC: I think that’s a really good explanation 
of your approach. One thing that I try to remind 
the residents is when we are ordering all these 
tests and we are thinking about these patients, 
the big question is: Is this [disease] going to 
metastasize and [will the patient] eventually die 
from prostate cancer? Certainly, these biomark-
ers are helpful and MRI is helpful and even the 
histology is very helpful, but sometimes you just 
can’t tell what the biology of these cancers is 
and especially in this case with an MRI-invisible 
lesion—there are some data to suggest that these 
cancers can be quite aggressive histologically, 
but biologically we are still not very sure. What 
I would love to see is more mature data on these 
biomarkers, which will eventually come. Then 
I think we would really have some hard-hitting 
reasons to order these tests.

FALCONER: One of the challenges I find in 
discussing MRI is that once you have a negative 
MRI, the patient is fixated on that and every-
thing stops. I sit down and tell the patient the 

MRI is negative, and then they will say, “Well, 
then everything is negative.” You really have 
to set them up with the expectation that if you 
do the marker second that we still may have 
to go down the rabbit hole and continue to 
look. Patients have read about prostate MRI, 
but they don’t really know about these tumor 
markers. They think, I have a negative MRI; 
therefore, I am negative, I don’t have cancer. 
It’s an uphill battle. 

PUNNEN: That’s a really good comment, Dr 
Falconer. I do exactly that; I tell patients that 
negative MRI doesn’t mean you don’t have 
cancer. But let’s say the patient in this case is 
50 and his PSA was always in the 2 range and 
now has shot up to 4 and you’re much more 
concerned that there is something going on. 
That’s where I tell the patient right off the 
bat, “If your MRI comes back negative, I am 
still going to be concerned. We still may need 
the biopsy, but if you’re really not going to do 
that, then we are going to need a biomarker 
to make sure.” I have those conversations as 
well depending on what risk level they come 
in with. 

SCHOCK: This case demonstrates the 
complexity in the mutual decision-making 
process for the prostate cancer paradigm. This 
patient’s ExosomeDx test result demonstrated 
a higher risk for clinically significant prostate 
cancer. And although originally hesitant, the 
patient consented to a prostate biopsy. However, 
prior to proceeding, the previously patient-de-
ferred multiparametric MRI was obtained, which 
resulted in low-risk findings, further confus-
ing the situation for the patient. This brings 
me to my point that we as urologists are obli-
gated to assess the patient’s personality/potential 
cultural fears and anxiety when discussing poten-
tial malignancy. In my opinion, after discussing 
the risks, an alternative approach in this patient 
would have been to consider recommending a 
prostate biopsy prior to the back-and-forth test-
ing, and jumping back to MRI. Further, if we as 
experts find it challenging to maneuver through 
the elevated PSA algorithm combining various 
new markers and diagnostics, then to the patient 
it is often overwhelming. Sometimes, making the 
definitive decision whether to proceed earlier in 
the work-up would decrease patient trepidation 
and delays in diagnosis. •

“One thing that I try to remind the residents is when we 
are ordering all these tests and we are thinking about 

these patients, the big question is: Is this [disease] 
going to metastasize and [will the patient] eventually 

die from prostate cancer?”
EVAN KOVAC, MD



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

Minion Pro (Regular), Futura Std (Bold, Medi-
um, Book Oblique)

Fonts Images

Inks

PREPARED BY

Additional Information

Additional Comments for Sizing

None

None

None Cyan,  Magenta,  Yellow,  Black

BAYE_A076341_4C.psd (CMYK; 300 ppi; 100%; 
323.7MB), NUBE_RM_3CP_FC_Pos.ai (42.38%; 
914KB), Corp-Logo_BG_Bayer-Cross_Basic_
print_CMYK.ai (14.61%; 1.2MB)

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 _

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
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Adverse Reactions
Serious adverse reactions occurred in 25% of patients receiving NUBEQA and in 20% of patients receiving placebo. Serious adverse reactions in 
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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.
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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).
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T he muscle-invasive bladder cancer (MIBC) space has 
seen myriad treatment approvals in recent years, offer-
ing clinicians and patients more treatment options. 

In this interview, Gary D. Steinberg, MD, discusses imag-
ing and staging of MIBC, summarizes new treatments, and 
shares advances in bladder preservation. 

Q. What recent advances have there been with 
genetic classification of the tumor in MIBC?
STEINBERG: It really started with the Cancer Genome 
Atlas Project, which was completed in bladder cancer several 
years ago. That led to 2 publications; there was an initial 
evaluation and a subsequent paper that looked at approx-
imately 430 patients who underwent cystectomy without 
previous therapy.1,2 Some of them may have received BCG, 
but they did not receive previous systemic therapy.

There are several different classifications; they all…look 
at various genetic mutations. Bladder cancer is a very heav-
ily mutated cancer—comparable to lung cancer. It’s thought to 
fall into the classification of an environmentally caused cancer, 
such as lung and melanoma. We’ve tried, using RNA sequenc-
ing, to break down bladder cancer into 3 to 4 generalized 
categories based on their mutational pattern. There’s a luminal 
type, there’s a basal squamous type, there’s a P53 type, and so 
forth. We’ve even gone a little further, looking at some of the 
histologic variants such as small cell, plasmacytoid, micropap-
illary to try to evaluate or delineate patients’ genetic genotypes 
or their RNA sequencing type of patterns.

The bottom line…is to identify “targeted” actionable muta-
tions. The only true actionable mutation [for which] we have 
an FDA-approved drug…is for patients with FGFR3 alter-
ations. The treatment is erdafitinib [Balversa], which is a 
tyrosine kinase inhibitor [TKI] and FGFR3 inhibitor that 
shows significant response—complete response [CR] rates 
around 40%—for patients with metastatic urothelial cancer 
[who have] FGFR3 [alterations or mutations]. and did not 
respond to cisplatin-based chemotherapy or checkpoint inhibi-
tor therapy. This is second/third line therapy. 

Most importantly, we have ongoing trials such as RETAIN 
[NCT02710734], which is for patients with [MIBC who] have 
a predominant DNA repair enzyme mutation pattern such as 
ATM, RB1, FANCC, [or] ERCC2. In these trials, patients [who] 
receive cisplatin-based chemotherapy and potentially check-
point inhibitors—but specifically cisplatin-based chemotherapy, 
[who] have a clinical [CR] based on imaging, cystoscopy, cytol-
ogy, potential biopsies—may be randomized to surveillance. 

These patients randomized to retain their bladder and are 
actively surveilled with clinical imaging and cystoscopy. The 
early data in RETAIN demonstrate…a significant bladder pres-
ervation rate in this patient population.

However, there is significant concern that with the gaps 
we have in our clinical staging, whether it’s radiographic or 
from TURBT [transurethral resection of bladder tumor], 
that there may be some patients who…are clinically NED 
[no evidence of disease] and actually may still harbor invasive 
cancer within their bladder. This…should be studied in a clin-
ical trial setting with very careful monitoring because patients 
with untreated [MIBC] may die of their disease….The goal is 
to continue to identify other actionable mutations that we can 
target with various drugs to eliminate the cancer and preserve 
bladder function.

We talked about the genomics of bladder cancer. One of 
the things on the horizon is “liquid biopsies” for circulating 
tumor [ct] or cell-free [cf] DNA. Treated patients have their 
tumors sequenced and then obtain serum for ctDNA using 
the genomics of their particular cancer as a biomarker, so that 
we don’t have to rely as much on biopsies and imaging. This 
approach has demonstrated utility in lung and other cancers. 

Q. Have there been any notable advances in staging 
and imaging for MIBC?
STEINBERG: The answer is yes and no. I say no because 
the urologist and the urologic community may not have as 
many tools for imaging bladder cancer as they have for other 
urologic cancers such as prostate, kidney, and testis. Patients 
with significant bladder cancer should have imaging prior 
to TURBT, whether that imaging is CT or MRI. If imag-
ing is performed after TURBT, it makes clinical staging of 
the bladder much more difficult. In addition, patients with 
[MIBC] and “negative” MRI or CT urogram will have a 
pathologic false negative rate of lymph node metastases in up 
to 20% of those patients. Does PET CT change that? It’s a 
mixed bag in terms of how sensitive and specific PET CT is. 
There are false positives as well as false negatives with PET 
CT. One clinical scenario that I have experienced is that 
PET/CT in patients after receiving chemotherapy for clinical 
node-positive disease is associated with significant false posi-
tive and false negative findings. 

We have [Prostate Imaging–Reporting and Data System] 
MR prostate imaging guidelines, and researchers are looking 
at MR imaging guidelines for bladder cancer. There’s a multi-
center trial in Great Britain looking at using MR urogram 
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to see whether it can replace TURBT in some 
instances. In patients with gross hematuria and a 
bladder mass on MR urogram, can we determine 
from those MR characteristics alone whether the 
cancer is muscle invasive or non–muscle invasive? 
Right now, the answer is “not yet” with signifi-
cant false positives and false negatives. Clearly, 
there is a necessity to improve our ability to clin-
ically stage bladder cancer preoperatively, prior 
to radiation therapy and post chemotherapy and/
or radiation therapy. Currently, we understage 
many patients and we overstage some. There is 
significant need to improve determining lymph 
node metastases in patients with an otherwise 
normal CT or MRI.

As urologists, we overestimate how good our 
TURBTs are. In multiple series that assess repeat 
TURBT 4 to 6 weeks after TURBT, reported 
rates of additional tumor are 40% to 70%. In 
regard to staging for bladder cancer, if we’re 
relying on TURBT and CT urogram or MR 
urogram, we’re not nearly as accurate as we can be.

Q. Could you summarize the new treat-
ments in the neoadjuvant and adjuvant 
space for MIBC?
STEINBERG: When looking at the neoad-
juvant space for [MIBC], we must separate 
the groups into chemotherapy cisplatin eligi-
ble and cisplatin ineligible. Approximately 
50% of patients fall into each category. For the 
cisplatin eligible group, we’re still using cispla-
tin-based chemotherapy, whether it’s cisplatin/
gemcitabine or MVAC, methotrexate, vinblas-
tine, Adriamycin [doxorubicin hydrochloride], 
and cisplatin. However, with these drugs, [we 
are] finding pathologic [CR] rates in the 30% to 
40% range, depending on the series.

Now, one of the things that researchers are 
assessing—and this is being studied in multi-
ple cancer types—is can we get improvement 
in pathologic response rates when you add a 
checkpoint inhibitor? In these clinical trials, 
cisplatin-eligible patients are being random-
ized to treatment with cisplatin/gemcitabine 
or MVAC plus checkpoint inhibitor as neoad-
juvant treatment. Cystectomy pathologic [CR] 
rate is being used as the surrogate for the effi-
cacy of the treatment….It doesn’t appear that 
there is all that much synergy or additive benefit 
from chemotherapy with a checkpoint inhibitor. 
That’s because the patients [who] respond best to 
the chemotherapy—the patients with the DNA 

repair mutations—are also the patients [who] 
respond best to checkpoint inhibitors. We’re 
treating the same population with different 
mechanisms of action, and essentially not getting 
any additive or synergistic benefit.

In the cisplatin-ineligible population, the 
standard of care routinely had been to forgo 
neoadjuvant chemotherapy and proceed straight 
to cystectomy. In this population, there are 
several trials with combinations of checkpoint 
inhibitors. One of the most exciting trials is with 
enfortumab vedotin [EV; Padcev] plus pembroli-
zumab [Keytruda] randomizing pembrolizumab 
alone, EV plus pembrolizumab, and EV alone in 
the neoadjuvant setting. EV is an antibody-drug 
conjugate. It binds to NECTIN4. There’s also 
sacituzumab govitecan [Trodelvy], which is FDA 
approved in the metastatic setting. Sacituzumab 
govitecan is another novel antibody-drug conju-
gate. It binds to TROP2 on the transmembrane 
protein enriched in urothelial cancer and then 
it has a payload of SN38, which is the actionable 
form of irinotecan, which is a TOP1 inhibitor.

One of the other approaches I’ve been working 
on is [with] EpiVax Therapeutics, a personalized 
cancer vaccine company. Patients with [MIBC] 
on TURBT have their tumors analyzed with 
next-generation sequencing, identifying based 
on MHC class 1 and class 2, the neoantigens 
that are most immunogenic, eliminating the 
neoantigens that are tolerogenic and creating a 
personalized peptide-based vaccine in combina-
tion with checkpoint inhibitors. We’re currently 
looking for additional funding. 

There is a study evaluating a combination of 
nivolumab [Opdivo] plus ipilimumab [Yervoy], 
a PD-1 inhibitor plus a CTLA4 inhibitor, and/
or with immune system agonists such as 4-1BB, 
a T-cell stimulant. Another study is looking at 

LAG3 and nivolumab to potentially decrease 
some of the toxicity from the CTLA4. This is 
just the “tip of the iceberg” of potential agents 
that are in trials to stimulate the immune system 
in the neoadjuvant setting, to improve pathologic 
[CR] rate at cystectomy. The next goal is identi-
fying patients preoperatively and then preserving 
their bladders and following them with either 
biomarkers or imaging. 

Historically, there was no significant adjuvant 
therapy identified for [MIBC]. There is a litany 
of underpowered, poorly accrued adjuvant ther-
apy trials. One of the biggest trials that I was 
involved in for adjuvant therapy was for patients 
with [MIBC] with organ-confined disease. We 
assessed the cystectomy specimen for P53 muta-
tions, and if there was P53 mutation the patients 
were randomized to observation vs MVAC. That 
trial was performed approximately 15 years ago. 
The study also assessed pRb1, p16, and p21. The 
study was unable to stratify or show a benefit for 
patients [who] were p53 positive and received 
MVAC. Adjuvant therapy trials in bladder cancer 
were usually underpowered and poorly enrolled.

The lack of an FDA-approved adjuvant ther-
apy for MIBC has changed now because of the 
CheckMate 274 trial [NCT02632409] with 
nivolumab. Many of the patients in the trial 
received neoadjuvant chemotherapy. They under-
went radical cystectomy and had pT2 muscle 
invasive or beyond in their cystectomy specimen. 
The patients were randomized to observation, 
standard of care vs nivolumab. Other patients 
enrolled were cisplatin ineligible, had pT3 or 
greater, and were randomized to standard care vs 
nivolumab. We are still waiting for cancer- 
specific survival data, but there was significant 
progression-free survival and recurrence rates 
benefit in the nivolumab-treated patients.

We also have avelumab [Bavencio] in the adju-
vant setting. This is for patients with metastatic 
bladder cancer who were treated with systemic 
chemotherapy and have at least stable disease. 
They received avelumab, which is a PD-L1 
inhibitor, vs standard of care. There was clearly 
progression-free benefit, and avelumab has 
been FDA approved in this setting. Therefore, 
we’ve got 2 checkpoint inhibitors that are 
FDA approved in the adjuvant setting, 1 in the 
muscle-invasive space with nivolumab, and 
avelumab in the metastatic setting.

Adjuvant therapy trials are difficult to perform 
in that you’re treating everybody, although 
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patients may not need adjuvant therapy. Thus, 
you’re exposing everybody in the population 
to the potential toxicity. Clearly, we need addi-
tional biomarkers to identify those patients who 
will benefit most from adjuvant therapy. The 
good news is that the medical oncologists have 
done a lot of heavy lifting, so that in terms of the 
immune-related adverse events [AEs]…we know 
what to look for much more readily and we know 
how to treat them much better.

Q. What new therapies are available for 
metastatic disease?
STEINBERG: Historically, when patients had 
metastatic bladder cancer, they were treated 
with chemotherapy, and if they couldn’t get 
cisplatin, they were receiving carboplatin-Taxol 
[paclitaxel], vinflunine, and a number of other 
agents with inferior efficacy. The efficacy of 
cisplatin itself in the metastatic setting was 
not great. Now, we’re utilizing the checkpoint 
inhibitors in the second-line setting. More 
importantly, now we’ve got drugs beyond that. 
In patients [who] have recurred despite cisplatin 
and despite checkpoint inhibitors, the FDA has 
approved enfortumab vedotin as well as sacitu-
zumab govitecan-hziy.

In addition to the antibody-drug conjugates, 
there is the FGFR3 inhibitor erdafitinib. There 
are several other combinations: nivolumab/ipili-
mumab or PD-1 and CTLA4 combinations. 
Physicians are looking at combinations of check-
point inhibitors and other TKIs, so some of 
the fifth[-generation], sixth[-generation], and 
seventh-generation TKIs such as cabozantinib 
[Cabometyx], axitinib [Inlyta], and others. 

The real work is in the tumor microenviron-
ment. In bladder cancer, we have 3 scenarios: 
hot tumors, which we can treat with chemo-
therapy and checkpoint inhibitors; cold tumors; 
and tumors that are completely isolated and to 
which we can’t drive [IO]. Thus, we must figure 
out ways to alter the tumor microenvironment. 
That’s where vaccines come into play, vaccines 
plus checkpoint inhibitors. There are several 
oncolytic vaccines investigators are studying in 
various tumor types. There are multiple other 
combinations as well. One of the combinations is 
with IDO1 inhibitors, which to date don’t seem 
to have much benefit. There was a drug called 
epacadostat, which was tried in combination with 
pembrolizumab. Bristol Myers Squibb has an 
IDO1 inhibitor studied in some other trials that 

doesn’t seem to have added any benefit. An IDO1 
inhibitor is a drug in the tumor microenviron-
ment that changes metabolism. It prevents the 
buildup of kynurenine; it keeps more tryptophan. 
Tryptophan is healthy for T cells; kynurenine 
is a T-cell toxin. There are also transform-
ing growth factor [TGF]-β inhibitors because 
TGF-β is immunosuppressive. There are drugs 
to try to counteract the myeloid derived suppres-
sor cells and the T regulatory cells. There [are 
several] novel combinations of immunotherapy, 
specifically designed to alter the tumor microen-
vironment to make a cold tumor into a hot tumor. 
Those are some of the concepts behind the 
combinations of TKIs and checkpoint inhibitors. 
The TKI may make the tumor microenviron-
ment more susceptible to T-cell infiltration. 
That’s really the future because the [IO] in 
general is easier to tolerate than chemotherapy. 
There is no question that [IO] has immune-re-
lated AEs as well. But by and large, they’re 
usually easier to tolerate than then chemotherapy. 
I think that in 2015 and 2016, when the check-
point inhibitors were FDA approved, the old-time 
medical oncologists were saying, “[IO] is just the 
flavor of the month, and it’ll fade.” Well, it hasn’t, 
and I think that with future research and tremen-
dous resources we will keep identifying newer 
[IO] approaches to cancer.

Q. What would you say is the role of 
extended lymph node dissection in MIBC?
STEINBERG: There was a very large SWOG 
trial and there have been rumors about the 
results. I was one of the investigators but I 
haven’t seen the results. My personal philos-
ophy is that lymph node metastases with 
urothelial cancer, whether you remove the 
lymph nodes, are a poor prognostic sign. 

Removing more lymph nodes will improve 
your staging to some degree but it’s not cura-
tive. When I perform radical cystectomy and 
lymph node dissection, I go about halfway up 
the common iliac artery on each side. But to 
go all the way to the aorta and beyond doesn’t 
make sense to me. Proponents will say there is 
no added morbidity. I will tell you that more 
surgery and larger dissection planes mean more 
morbidity. That’s just the nature of surgery and 
the nature of physiology of the human body. 
After performing the standard pelvic lymph 
node dissection, and the lymph nodes are nega-
tive, what is the likelihood that you’ll find 
something outside of that template? In multi-
ple studies, it’s about 2% to 3%. In one series, 5 
of about 300 patients had skip metastases. It is 
unclear what the biology is of the skip metasta-
ses. In the presence of lymph node metastases, 
more surgery is not better; more surgery is just 
more surgery.

Having said that, the quality of the lymph 
node dissections that surgeons perform is not 
uniform throughout. In whatever lymph node 
dissection you perform, it is critical that you 
perform the dissection well and make sure that 
you’re identifying and removing lymph nodes. 
There have been studies that compared patients 
who had fewer than 15 negative lymph nodes 
removed with patients who had greater than 15 
removed. The patients with more than 
15 lymph nodes had a better outcome. This 
reflects the quality of the lymph node dissection 
and improvement in staging. The patients that 
had fewer lymph nodes removed had metastatic 
nodes that were just missed.

Q. How do you decide between chemo-
therapy and immunotherapy after surgery 
for patients?
STEINBERG: After surgery, we don’t have 
great biomarkers but today the standard of 
care is nivolumab. I used to believe that giving 
chemotherapy in an adjuvant setting after 
surgery made sense, but that was based on 
expert opinion, not on data. Matt Galsky[, 
MD], a medical oncologist at Mount Sinai in 
New York, New York, did a nice meta-analy-
sis and reviewed all the literature on adjuvant 
chemotherapy for patients with [MIBC], 
which did seem to demonstrate a benefit. 
However, all too often, we’re giving adjuvant 
chemotherapy on an empirical basis, not on a 
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precision-targeted basis. There is the trial by 
QED Therapeutics using infigratinib, which is 
an FGFR inhibitor, for patients with urothe-
lial cancer of the bladder or upper tract with 
FGFR3 mutations or altered in an adjuvant 
setting. One of the issues with the FGFR3 
inhibitors is that they do have a fair amount 
of toxicity with phosphate, with skin. There’s 
an ophthalmologic condition you have to be 
aware of, and gastrointestinal [GI] toxicity, and 
so forth. We really need better biomarkers to 
determine which patients need adjuvant therapy 
and which patients would benefit.

In the malignant melanoma literature, there 
is FDA approval for pembrolizumab in the adju-
vant setting, and the patients [who] benefited 
most from the adjuvant therapy were the patients 
[who] had the highest burden of disease. The 
patients [who] had most likely residual malignant 
melanoma, albeit microscopic…seemed to bene-
fit most from the adjuvant therapy.

There was a trial of adjuvant atezolizumab 
[Tecentriq], IMvigor010 [NCT02450331]. These 
were patients with urothelial cancer undergoing 
cystectomy or [who] had nephroureterec-
tomy for upper tract disease; that was a negative 
trial. However, looking back at the cfDNA, the 
patients [who] responded to atezolizumab in 

an adjuvant setting…had signals of ctDNA or 
evidence of microscopic disease.

Q. Please discuss advances in bladder 
preservation in recent years.
STEINBERG: There’s no question that 
patients want bladder preservation. However, 
everything needs to be balanced in the appropri-
ate fashion. When you look at a lot of the good 
outcomes with bladder preservation with chemo-
therapy and radiation, it is in properly selected 
patient populations. One of the things…we’re 
at risk for now is overextrapolating the data. 
Although we see some good responses in the 
properly selected patient, in the rush to open it 
up more widely I think we’re treating patients 
with bladder preservation who are most likely 
deemed not to have good outcomes. We must 
choose our patients very carefully.

One of the newer aspects of some of these 
bladder preservation protocols is to add a check-
point inhibitor. There was a multicenter trial 
run by Arjun Balar, MD. Patients had a maxi-
mum TURBT, they received pembrolizumab, 
another TURBT, and they had concurrent 
gemcitabine and radiation therapy. They also 
received another few doses of pembrolizumab 
post radiation. The standard of care with blad-
der preservation is a maximum TURBT with 
chemotherapy and radiation. Sometimes patients 
get neoadjuvant chemotherapy and then radia-
tion, others get concurrent chemotherapy and 
radiation. But nonetheless, we’re looking at 
adding checkpoint inhibitors with the concept 
that chemotherapy and radiation cause immune 
cell death. Immune cell death ultimately will 
turn on the adaptive immune system and turn 
on interferon gamma, which will induce PD-L1 
and T-cell exhaustion. The concept is, we’re 
giving this cytotoxic chemotherapy and radio-
toxic energy, we’re causing immune cell death, 
we’re turning on the immune system, but then 
the immune system is turning itself off. We 
attempt to keep the immune system turned on 
with a checkpoint inhibitor in hopes of improved 
efficacy. This is something that radiation oncol-
ogists are looking at very carefully. The great 
potential of this is not only treating the local 
tumor but getting abscopal effects, meaning you 
may have turned on the immune system enough 
to eliminate microscopic metastatic disease 
or hematogenous metastases. The concept 
of adding a checkpoint inhibitor to radiation 

therapy and chemotherapy is very attractive. 
We’re still not quite sure about the sequencing of 
the therapies, the timing, the doses, and so forth. 
Can you use less radiation? Can you use less 
chemotherapy? This is clearly a new approach to 
bladder preservation.

Having said that, we can’t “throw out the 
baby with the bathwater.” Radical cystectomy, 
done well, is an excellent form of cancer treat-
ment with excellent cancer control. We need to 
continue to optimize our urinary reconstruc-
tion. One of the things that I worked on about 
10 years ago with Mark Schoenberg, [MD], 
was trying to create stem cell–created urinary 
reconstructions, taking patients’ fat from their 
abdominal wall, sending it for cell culture 
growth and proprietary (Tengion Inc) manipu-
lations to optimize stem cells, hoping to create a 
new urinary tract without using the bowel. We 
treated 10 patients. We found that by not using 
the GI tract, patients recovered much more read-
ily from their cystectomy. The problem was we 
couldn’t recapitulate the urothelium with the 
stem cells. There are a number of stem cell treat-
ments that seem to work in the animal model 
but don’t necessarily translate to humans. That 
work has been abandoned, although Trinity 
Bivalacqua[, MD, PhD], who was part of those 
trials, is still working on trying to figure out a 
better way to do that.

All too often, there are patients [who] will say, 
“I’d rather die than have my bladder removed.” 
Unfortunately, bladder cancer is a life-threat-
ening disease and if their cancer is not treated 
effectively, they will die with a significant loss of 
life expectancy. It’s something that we need to 
really work on. The national and international 
data are that for every 100 patients [who] would 
be deemed [candidates] for radical cystectomy, 
approximately 25% to 30% are getting radical 
cystectomy, 10% to 15% are getting chemother-
apy/radiation, and a good 50% of patients are 
opting out and receiving no treatment for their 
[MIBC]. We certainly have a long way to go to 
figure out how to make our treatments more 
effective and palatable for patients. •
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Diversity in Urology

U rology is one of many fields within the health 
system where sexual minorities face challenges. The 
problem stems from a lack of support or general 

judgment by clinicians.
In a recent interview, Channa Amarasekera, MD, 

discussed some of these challenges along with ways clinicians 
can be more supportive of this population of patients. 

Q. What are some stigmas associated with  
sexual minorities in the field of urology and in health 
care in general?
AMARASEKERA: Stigmas associated with sexual minori-
ties in urology reflect stigmas in the population at large, but 
probably in a more concentrated way. One thing to remem-
ber is patients don’t live in a vacuum and what affects them in 
the world around them can have a huge impact on their over-
all health. When it comes to minority stress felt by LGBT 
patients, it’s usually a result of a combination of things. 
There’s interpersonal stigma, which is felt between people in 
their lives, like family rejection, societal homophobia, peer 
harassment, that sort of thing. And there’s also structural 
stigma, which comes in the form of, in our case, homophobia 
within the health care system, but it can also be employment 
discrimination, housing discrimination, or religious exclu-
sion. All of these things can lead to a low sense of self-worth 
or low self-esteem, which can lead to depression, anxiety, self-
harm, and health risk behaviors, and this can result in health 
care disparities.

It’s also important to recognize the history of how LGBT 
people have been marginalized by the medical community. 
As recently as the 1970s, the Diagnostic and Statistical Manual 
of Mental Disorders by the American Psychiatric Association 
listed homosexuality as a mental illness, and that wasn’t delisted 
till 1973. And then there was the AIDS crisis of the 1980s, 
when about 700,000 gay men died from HIV. There’s plenty 
of evidence that shows that at least some proportion of health 
care workers turned their back on gay men and didn’t take the 
time to educate them or help them. The president of the United 
States took several years to acknowledge AIDS to be a problem, 
so gay people have had this history of feeling like the health care 
system and the structures that are supposed to protect them 
haven’t protected them and kept them safe.

Obviously, there’s been a sea change in public opinion about 
LGBT people, and that’s been a great thing. Patients are 
increasingly open about who they are and they’re much more 

willing to tell their doctors about their lives. But there’s still a 
great reluctance among some patients to discuss their sexuality. 
Providers, too, can be hesitant to ask about sexual orienta-
tion because they feel like they’re treating all patients the same 
and to ask such a question would be singling patients out or 
be considered intrusive or irrelevant. I think the sentiment 
here is a good one, but even though it comes from really good 
place, it can set up a “don’t ask, don’t tell” environment for a lot 
of patients. It’s particularly problematic for patients who are 
older and grew up during the height of the HIV epidemic or at 
a time when they weren’t quite as accepted. It may lead them 
to wonder, Well, is this person not asking me because they’re 
uncomfortable? Can I be out? So they may not be comfortable 
discussing things that are really important to them.

Q. How do stigmas surrounding sexual minorities  
in urology impact the management of men with pros-
tate cancer?
AMARASEKERA: The recent article in the New York 
Times, I think, serves as a good example of how the stigma 
can lead to disparities and differences in prostate cancer 
care. It was a terrific article with a lot of what we we’re 
about to talk about being highlighted, but the public 
comments reflected a misunderstanding about the differ-
ences between gay and bisexual men with prostate cancer. 
There seemed to be this disconnect: The disease is the 
same; it should affect everybody the same. That kind of 
thinking permeates urology as well, and it’s not an unrea-
sonable thought until you think about the very specifics of 
how gay and bisexual men engage in sexual activity.

The sexual repertoires for gay men and bisexual men are 
often different from those for heterosexual men. Heterosexual 
men generally engage in vaginal intercourse. For gay men, 
it’s much more likely that they engage in anal intercourse. 
When you remove the prostate, or you treat the prostate with 
radiation, you can often remove some part of what provides 
pleasure to these men, or at least a subset of men that engage 
in anal intercourse. That can be problematic for them because 
if you remove the prostate, you take away some source of plea-
sure. If you radiate the prostate, you could cause rectal fibrosis 
and make it really uncomfortable for about 20% of those 
men to engage in receptive anal intercourse. If we ignore the 
differences in the mechanics of how things work for hetero-
sexual men and nonheterosexual men, it can lead to making 
choices for our patients that aren’t in their best interest.
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Q. What is the urologist’s role in destig-
matizing sexual minorities in urology?
AMARASEKERA: I think it’s up to the urol-
ogist to make the patient comfortable enough 
to talk about all aspects of their sexual lives in a 
way that’s conversational and free of judgment. 
It’s really on us as urologists to educate one 
another about aspects of care that are import-
ant and different in this community, to be able 
to serve all our patients well when they come 
to us in a time of vulnerability and need. This 
is such a limited field right now with very few 
studies, so collecting more data at a popula-
tion level and getting more data that’s varied 
geographically and by ethnicity would help 
understand what the needs of these patients are. 
It would inform the way we treat sexual minori-
ties, so getting more data is really important.

Q. The New York Times recently published 
an article about you titled “In Chicago, a 
New Approach to Gay and Bisexual Men 
with Prostate Cancer,”1 which details how 
you are implementing strategies in your 
own practice to support sexual minori-
ties. Can you elaborate on some of these 
strategies?
AMARASEKERA: One of the ways that’s 
perhaps easiest to track is to create a demo-
graphic question for all patients so that they 
have the ability to check a box that allows them 
to identify who they are. That’s important 
because it shows a willingness from the clinic’s 
perspective of being open to that conversation 
and it allows patients to answer or not answer 
that question, depending on how comfortable 
they feel as they come in. Learning about the 
sexual orientation and identity of a patient is 
important because it can set up the framework 
of your clinical appointment and help us coun-
sel those patients appropriately from the very 
beginning instead of getting into the details 
of a clinical encounter, and then realizing, 
Well, this may not be applicable to this patient. 
Instituting demographics questions has been 
a very important part of the clinic to help 
patients feel comfortable and to collect data.

It was useful to get the word out about the 
clinic. This is such a close-knit community that 
word of mouth really goes a long way, and just 
advertising the clinic and advertising it as a safe 
space for LGBT patients to come and, if they 
have a urologic problem, to have it addressed 

was important. Just having some outreach into 
the community has been really important for 
us. A third way that we’ve helped care for these 
patients is by creating pamphlets that are specific 
to gay and bisexual men while getting rid of 
heteronormative language in patient educational 
materials and using more inclusive language.

Sometimes, even though we don’t mean to 
exclude patients, if they read about heterosexual 
couples and it’s exclusively about heterosex-
ual couples in terms of posttreatment, adverse 
effects, after care, or even leading up to the 
treatment, that can be pretty off-putting, and 
you can isolate these patients. We try not to do 
that and to change language within existing 
materials to be more inclusive. Our aim over-
all is to create an environment where gay and 
bisexual patients can talk about prostate cancer 
as they would any other disease, like a kidney 
stone, and to feel that comfortable about it. It’s 
been a very new program, so we’re learning as 
we go and evolving as we learn more. But these 
are 3 things that I think have really helped the 
early success of the program.

Q. Is there anything else you feel our 
audience should know about this topic?
AMARASEKERA: Again, it’s only been 
since August that we’ve had this clinic open, 
and this is a very young field. It’s still grow-
ing, and there’s not a lot that’s known about it. 
I’ve found it important to be open to learning 
from patients. Patients are going to know what 
they need and they’re going to often be able to 
tell you what it is that you need to know about 
them. Just listening, having candid discussions, 
and being open to those discussions with-
out any judgment is really important. It’ll get 
you very far with this population. I also think, 
because you can’t know everything about 
LGBT health—there’s a lot, and it’s chang-
ing very quickly—being open to saying “I don’t 
know” and having the patients explain what it 
is that they mean when they say something you 
don’t understand and being honest about it 
is important. •
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Q. I’m looking for some guidance on a couple of stone 
case scenarios. Both scenarios have to do with shock 
wave lithotripsy (SWL) and ureteroscopy with laser 
lithotripsy being performed on the same side during the 
same operative session.  
FIRST SCENARIO: A patient has stones in both the kidney 
and ureter on the right side. The physician has both 
ureteroscopy with laser equipment and an SWL machine 
available. The urologist performs a ureteroscopy with 
lithotripsy of both the ureter and kidney stones and places 
a stent, completely lasering the ureter stone but incom-
pletely lasering the kidney stone.  The provider made an 
intraoperative decision to perform SWL of the remainder 
of the kidney stone to complete the procedure.  We were 
planning on submitted Current Procedural Terminology 
(CPT) code 52356 –59/XU, RT using ICD-10 N20.1 for the 
ureter stone, and then also CPT code 50590 – RT with 
ICD-10 code N20.0 for the kidney stone. Is this the correct 
way to code or is there another way? 
SECOND SCENARIO: The patient has a stone in the right 
kidney. The physician starts treating the stone with SWL. 
However, during the procedure, the physician notices 
that the stone is not breaking and makes an intraoperative 
decision to stop the SWL and to perform ureteroscopy with 
laser lithotripsy. The stone was then successfully treated 
and a stent was placed. Can we bill for both CPT codes 
50590 and 52356, or do we need to report only what has 
completed the operation?
A. Excellent questions. For scenario 1, the provider is treat-
ing 2 separate and identifiable stones in separate anatomic 
locations ultimately treated with 2 different modalities (uret-
eroscopy with laser lithotripsy and SWL). CPT code 52356 
describes “Cystourethroscopy with lithotripsy including 
insertion of indwelling ureter stent (eg, Gibbons or double-J 
type).” There is a parenthetical on this code that informs 
the provider to not report CPT code 52352 (cystoscopy with 
stent placement) or CPT code 52353 with CPT code 52356 
when performed on the same side. CPT code 50590 “lith-
otripsy, extracorporeal shock wave” is not excluded by the 
parenthetical.  We agree with the codes you chose.

Scenario 2 is a bit more challenging as there is just one 
stone. On one hand there is different work and approaches 
of CPT codes 50590 and 52356, so one would reasonably 
conclude that reporting both CPT code 50590 (appended with 

modifier –52 for reduced service) along with CPT code 52356 
is the best and most accurate coding, which would be the 
best approach for non-Medicare insurers. Medicare however 
follows the National Correct Coding Initiative (NCCI) Edits 
Policy Manual which states that multiple methods of perform-
ing a procedure cannot be performed at the same patient 
encounter and that if an initial approach fails and is followed 
by an alternative approach, only the completed or last uncom-
pleted approach may be reported. Therefore, only CPT code 
52356 should be reported for Medicare beneficiaries.  

For both scenarios it is important to follow the insurer 
guidelines for that patient. And as always, accurate documen-
tation is important to be able to support the codes chosen.  

Q. My provider asked me how to code a prolonged 
audio-only evaluation and management (E/M) visit in 
which they spent 75 minutes with the patient by phone. 
Since the visit was performed with audio only, we are 
aware that standard outpatient (face-to-face) E/M codes 
99212 through 99215 would not be used, and we know 
that CPT code 99443 is for a phone visit of 21 to 
30 minutes. Is there an add-on code that can be used in 
a circumstance such as this to report the additional time 
over the 30-minute mark? Thank you.
A. You are correct that audio-only (telephone) E/M services 
would not use “Office or Other Outpatient Services” (CPT 
codes 99202-99205 or 99211-99215), but rather are reported 
using CPT codes 99441-99443 based upon the amount of time 
of medical discussion (5-10 minutes, 11-20 minutes, and 21-30 
minutes for CPT codes 99441, 99442, and 99443 respectively). 
(Note: For the purposes of this question, we are excluding 
the Centers for Medicare & Medicaid Services Healthcare 
Common Procedural Coding System [HCPCS] codes G2012 
“virtual check-in, 5-10 minutes of medical discussion” and 
G2252 for “11-20 minutes” of medical discussion.) Note also 
that CPT codes 99441-99443 have limitations for reporting 
and can be submitted only if they are “not originating from a 
related E/M service provided within the previous 7 days nor 
leading to an E/M service or procedure within the next 24 
hours or soonest available appointment” because otherwise the 
encounter is considered part of the previous E/M service or 
preservice work of the subsequent visit. Again, for the purposes 
of this question, we are assuming that this interaction is report-
able as it does not meet the exclusions. 
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As for the case described of a 75-minute audio-only E/M visit there has 
been no specific coding guidance provided by CPT. When the audio-only 
CPT codes were created, it was likely not anticipated that there would be 
occurrences of such prolonged audio-only E/M visits.  We then need to 
look at other codes that can be used in situations such as this and have come 
up with 2 options: Prolonged service codes (such as CPT codes 99354 and 
99355, which describe “Prolonged service with Direct Patient Contact”) and 
add-on CPT code 99417, “additional 15 minutes.”

CPT codes 99354 and 99355 are described as used for additional time of 
services with direct patient contact except with Office or Other Outpatient 
Services (CPT codes 99201-99205 or 99212-99215). Since audio-only codes 
are not these types of services, they are not specifically excluded from being 
added to audio-only E/M services.  These codes can be used when the extra 
time exceeds 50% of the listed time, which means CPT code 99354 (first hours 
additional time) can be reported only when 30 additional minutes are spent.   

CPT code 99417 is an add-on code to report prolonged Office or Other 
Outpatient E/M services above the maximum time if reporting using time. 
The advantage of this code is that it can be billed in 15-minute increments 
for each additional 15 minutes of time and audio-only E/M codes are in 
spirit being used as Office or Other Outpatient services. Unfortunately, it is 
unclear whether it will be accepted if added on to 99441-99443.

Therefore, although there is no specific correct answer to this question as 
there is no specific guidance for how to report such prolonged audio-only 
visits, one could try reporting either CPT codes 99443 plus 99354, or CPT 
codes 99443 plus 99417 x 3. There is a compelling argument for each, but 
ultimately the actual payment may be at the whim of the insurer.  

Q. I have an ultrasound machine that provides images. Can I use 
76856 for a postvoid residual (PVR) instead of code 51798? Also, we 
normally bill code 76705 for kidney ultrasounds and we use code 
76857 for ultrasound of the bladder. What is the best way to report 
an encounter when both the kidney and bladder are imaged?
A. For appropriate billing and coding, there are 2 important issues to be 
satisfied: medical necessity and documentation supporting the perfor-
mance of the procedure. 

Regarding your first question, obtaining an image is secondary to the 
reason for the service based on patient condition and diagnostic needs. 
Remember that most payers have different rules for screening services than 
they have for services directed toward an existing problem. Medical necessity 
for a bladder scan will need to be clearly supported with chief complaint. The 
documentation will also need to describe the service provided and an inter-
pretation of the image separately documented.  Merely obtaining images does 
not satisfy the requirements to report CPT 76856 if the intent of the proce-
dure was to obtain a PVR.  CPT code 51798 should be reported to obtain a 
PVR whether using imaging or non-imaging modality.   

For several questionable cases we have reviewed, the need for a PVR is 
supported by the chief complaint and the procedure note has included a full 
bladder scan image including pre- and post- void imaging and a full and 
separate report interpretation. In these cases, based on diagnosis restric-
tions and the chief complaint, we have recommended reporting code 51798. 

The second question has been answered previously by the American 
Urological Association (AUA): 

“You cannot bill for both a 76705 Ultrasound abdominal, real time with 

image documentation; limited (eg, single organ, quadrant, follow-up) and 
a 76857 Ultrasound, pelvic (nonobstetric), real time with image documen-
tation, limited or follow-up (eg, for follicles) when each of these organs is 
evaluated. CPT code 76770 Ultrasound, retroperitoneal (eg, renal, aorta, 
nodes), real time with image documentation, complete should be billed if 
the clinical history suggests urinary tract pathology, and evaluation of both 
kidneys & bladder.”1

We agree with the AUA for coding in this regard as it follows CPT 
nomenclature and coding guidance.

We have heard there are some payers that will not allow for billing of 
code 76770 for this service and have requested the codes for kidney and 
bladder ultrasound to be reported separately when supported. If you have 
a payer requesting billing of services that do not agree with CPT nomen-
clature requirements, we strongly recommend that you obtain these 
instructions in writing. •
REFERENCE
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A ntibiotic prescriptions per capita vary widely across 
the US, and the misuse of antibiotics has undoubtedly 
contributed to the growing problem of resistance. We 

know that sepsis after prostate biopsy is more common in patients 
with a history of previous antibiotic use and is frequently due to 
resistant organisms. In this the second in a series of articles based 
on Medicare Part D prescription data, I will describe the Part D 
antibiotic prescribing habits/norms/benchmarks of urologists.

The Centers for Medicare & Medicaid Services recently 
updated its information on prescription claims for Medicare 
beneficiaries enrolled in Part D (Prescription Drug Coverage) 
aggregated by provider and drug to include 2019 data.1 (About 
two-thirds of Medicare beneficiaries are enrolled in Part D drug 
plans.) A related data set includes summary information on opioid 
and antibiotic prescribing rates. These data sets suppress informa-
tion on providers or drugs with 10 or fewer claims because of the 
small chance of identifying a patient, but contain enough informa-
tion to serve as good benchmarks in my opinion.

A total of 1.5 billion Part D claims involving 1.24 million 
Medicare providers were submitted in 2019, including 
60 million antibiotic claims. The antibiotic prescribing rate can 
be defined as the number of antibiotic claims/all Part D claims 
(expressed as %), and averages 4.0% for all specialties. The overall 
antibiotic prescribing rate for urology in Part D was 18%. A total 
of 117 unique antibiotic drugs were prescribed in 2019; the top 
20 drugs prescribed among all providers are listed in Table 1.

In 2019, 8815 urologists prescribed 2.5 million prescriptions 
(5.4%) of 46 types of antibiotics, the highest ranked non–primary 
care specialty (Table 2). The most common drugs prescribed by 
urologists in 2019 to Part D beneficiaries were ciprofloxacin hcl, 
sulfamethoxazole/trimethoprim, cephalexin, and nitrofurantoin 
(Table 3). Unlike for opioids—of which urologists tend to have 
1 or 2 favorite drugs—most urologists prescribed 3 to 7 different 
antibiotics in 2019. 

How do your habits compare to those of other urolo-
gists? To view your data, go to https://bit.ly/3tS5L86, search 
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TA B L E  1 .  ANTIBIOTIC PRESCRIBING IN THE PART D PROGRAM, 2019: TOP 20 DRUGS

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

Azithromycin 184,026 4 5,312,054 6,921,541 14.30% $58,545,125 $8.46

Amoxicillin 184,842 1 4,763,927 6,396,273 13.30% $26,589,867 $4.16

Cephalexin 168,146 3 3,729,673 5,139,029 10.60% $36,889,218 $7.18

Ciprofloxacin hcl 126,981 2 2,954,469 3,901,051 8.10% $29,314,787 $7.51

Doxycycline hyclate 118,484 7 2,497,510 3,833,962 7.90% $103,818,917 $27.08

Amoxicillin/potassium clav 143,100 4 3,108,591 3,814,067 7.90% $47,050,371 $12.34

Sulfamethoxazole/trimethoprim 126,888 4 2,280,630 3,727,078 7.70% $20,625,544 $5.53

Levofloxacin 75,718 2 1,576,794 2,099,111 4.30% $19,434,067 $9.26

Nitrofurantoin monohyd/m-cryst 76,970 2 1,311,233 1,938,103 4.00% $46,953,085 $24.23

Clindamycin hcl 55,306 2 806,754 1,189,794 2.50% $10,598,690 $8.91

Cefdinir 38,000 1 959,170 1,139,622 2.40% $26,311,377 $23.09

Ofloxacin 14,689 1 759,173 1,095,874 2.30% $21,058,815 $19.22

Metronidazole 42,321 2 553,371 975,718 2.00% $50,403,203 $51.66

Doxycycline monohydrate 33,265 4 635,657 959,301 2.00% $17,085,373 $17.81

Cefuroxime axetil 27,729 2 685,830 865,095 1.80% $22,267,855 $25.74

Erythromycin base 16,436 3 413,217 731,121 1.50% $15,365,804 $21.02

Nitrofurantoin macrocrystal 15,225 2 105,524 513,509 1.10% $16,340,697 $31.82

Penicillin V potassium 12,623 1 275,044 378,544 0.80% $2,859,200 $7.55

Minocycline hcl 9476 5 84,210 313,478 0.60% $8,252,145 $26.32

Clindamycin phosphate 11,009 2 112,434 300,208 0.60% $28,991,175 $96.57

Adapted from CMS data by Robert Dowling, MD
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for your national provider identifier or name, 
and scroll to the column marked [Antbtc_Tot_
Clms]. Compare your number of antibiotic 
claims to the benchmarks in Table 4. For exam-
ple, if you are associated with 500 antibiotic 
claims, you prescribed more antibiotics than 85% 
of your urology peers in this data set. Keep in 
mind, although Medicare beneficiaries typically 
comprise a significant fraction of a urology prac-
tice, your prescribing habits reflected here may 
not be generalizable to all patients.

How do antibiotics contribute to the cost of 
prescription medicines in the Part D program? 
Antibiotics are relatively inexpensive drugs, which 
may contribute to the potential for overuse. The 
total cost for antibiotic claims in 2019 was 
$1.5 billion, a small fraction of total Part D spend-
ing. Urology antibiotic claims totaled only 
$32 million. There is some variation in cost 
among the class (nitrofurantoin and doxycycline 
are the most expensive), all of which are readily 
available as generic drugs (Table 3).

Urologists prescribe antibiotics to Part D bene-
ficiaries in higher quantities and rates than most 
other specialists, including surgical specialists; it 
is the nature of the specialty. It is well established 
that antibiotic overuse and misuse (for example, 
inappropriate duration) contribute to commu-
nity resistance, and urologists are positioned to 
be important stewards of antibiotic prescribing. 
Key opportunities in urology include limiting 

antibiotic prophylaxis to 24 hours. Medicare Part 
D data on each individual prescriber are readily 
available to urologists, patients, and the public and 
can be used to compare your prescribing habits 
against national and specialty benchmarks. •
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TA B L E  2 .  ANTIBIOTIC PRESCRIBING BY SPECIALTY, 2019 PART D

Specialty Providers Drugs  
(generic) Patients 30-day fills Specialty 

share fills Cost/fill

Family practice 68,234 87 6,938,170 9,642,559 20.00% $20.26

Internal medicine 62,139 93 6,110,858 8,863,905 18.40% $28.92

Nurse practitioner 69,804 82 4,746,546 6,098,298 12.60% $29.67

Dentist 99,004 36 3,462,714 4,707,978 9.80% $5.04

Physician assistant 45,235 70 2,928,677 3,689,032 7.60% $26.98

Urology 8815 46 1,517,065 2,592,162 5.40% $12.50

Ophthalmology 12,638 33 1,123,737 1,810,038 3.80% $15.54

Dermatology 10,711 37 797,554 1,544,489 3.20% $38.63

Emergency medicine 28,072 52 1,351,937 1,429,800 3.00% $14.85

Pulmonary disease 6745 66 422,633 938,481 1.90% $35.49

Infectious disease 4408 80 180,893 833,226 1.70% $198.38

General practice 5168 66 609,907 802,471 1.70% $17.73

Otolaryngology 6821 42 439,231 581,729 1.20% $20.92

Oral surgery (dentist only) 4925 22 443,264 539,774 1.10% $5.50

Podiatry 9240 43 335,333 510,433 1.10% $83.32

Orthopedic surgery 8091 46 299,463 479,775 1.00% $8.90

Adapted from CMS data by Robert Dowling, MD

TA B L E  3 .  TOP ANTIBIOTICS PRESCRIBED BY UROLOGY, 2019

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

Ciprofloxacin Hcl 7502 1 454,875 590,011 22.80% $6.00

Sulfamethoxazole/trimethoprim 7458 1 304,724 472,338 18.20% $4.91

Cephalexin 5359 1 199,817 423,770 16.30% $5.91

Nitrofurantoin monohyd/m-cryst 5864 1 174,345 299,780 11.60% $27.53

Nitrofurantoin macrocrystal 3354 2 48,846 216,743 8.40% $31.86

Trimethoprim 1844 1 22,902 144,344 5.60% $9.49

Levofloxacin 3127 1 103,133 127,102 4.90% $6.37

Amoxicillin/potassium clav 2373 1 53,830 78,605 3.00% $12.35

Cefuroxime axetil 1132 1 46,815 64,009 2.50% $21.17

Doxycycline hyclate 1295 2 26,328 43,955 1.70% $26.82

Cefdinir 856 1 27,682 37,363 1.40% $19.07

Amoxicillin 1133 1 17,472 31,086 1.20% $4.16

Adapted from CMS data by Robert Dowling, MD

TA B L E  4 .  PERCENTILE RANK OF UROLOGY 
ANTIBIOTIC CLAIMS, 2019 PART D

Percentile No. of antibiotic claims

10% 33

20% 69

30% 109

40% 148

50% 194

60% 246

70% 310

80% 401

90% 553

95% 714

99% 1169

Adapted from CMS data by Robert Dowling, MD
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M any physicians wonder if they should be making pretax 
or Roth contributions to their retirement plans. Both 
have potential advantages but often require looking 

into a crystal ball and envisioning your financial circumstances at 
the time you retire. Will you still be earning a significant income 
in retirement from business interests or investments or will your 
income be minimal aside from Social Security and retirement 
plan distributions? Choosing between Roth or pretax contribu-
tions can be overwhelming. There are some key differences you 
will want to consider when making your decision. 

Let’s start by understanding the basic concepts of pretax and 
Roth accounts. To compare, let’s break each account type down 
into 3 phases: the contribution phase, the growth phase, and the 
distribution phase.

TRADITIONAL (PRETAX)
Contribution phase. Money is deposited into the account pretax. 
For employer-provided plans such as 401(k)s and 403(b)s, this 
means the money is contributed to the account before any federal 
or state taxes are withheld. If it is a traditional individual retire-
ment account (IRA), you contribute posttax money but then take a 
deduction when you file your tax return, which makes the contri-
bution pretax. (Note: The ability to take a tax deduction from 
contributing to a traditional IRAs is phased out at certain income 
levels if you are a participant in an employer-sponsored retirement 
plan.) Pretax contributions reduce the taxable income that gets 
reported to the Internal Revenue Service (IRS). 

Growth phase. Money is invested and grows tax deferred. 
This means you can buy and sell and accumulate investment 
gains without owing tax on those gains. 

Distribution phase. When you take a distribution from 
the pretax retirement account, you must include the full 
distribution in your reportable income and pay tax on it.

Overview. A deduction to claim on your tax return, invest-
ments grow tax deferred, and distributions are taxed at your 
ordinary income tax rate.  

ROTH, OR POSTTAX
Contribution phase. No tax benefit is received the year the 

money is contributed. You are depositing money that has 
already had federal and state taxes withheld or paid on it. 
(Note: The ability to contribute to a Roth IRA is phased out 
at certain income levels regardless of your participation in an 
employer-sponsored retirement plan.) 

Growth phase. As in the pretax account, the money is 
invested. However, instead of growing tax deferred, invest-
ments in Roth accounts grow tax free. You can buy and sell and 
accumulate investment gains without owing tax on those gains.

Distribution phase. Since you paid the tax on the front 
end, distributions from Roth accounts are tax free. You do 
not have to include them in your reportable ordinary income 
or pay tax on them, including the investment gain. 

Overview. No tax benefits the year the contributions are 
made, tax-free investment growth, and tax-free distributions.

So which type of contribution may be best for you? If you know 
or suspect you will be in a lower tax bracket in retirement than you 
are now, contributing to a pretax account may make sense. You 
will report less income now while in a higher tax bracket and then 
take taxable distributions at a lower tax rate when you’re retired. 

Alternatively, if you know or suspect you may still be in a high 
tax bracket during retirement, contributing to a Roth account 
may make sense. If there is no clear tax savings benefit by contrib-
uting pretax, then tax-free distributions from a Roth account 
may produce a greater tax benefit. If you are earning a signifi-
cant amount in retirement, tax-free distributions from your Roth 
account may help you stay in a lower tax bracket because they are 
not counted as part of your income. 

Finally, there can often be a benefit to having both types of 
accounts. Maybe there will be a year when you have a significant 
amount of income and are in a higher tax bracket. You would not 
want to take a distribution from a pretax account and pay tax at a 
higher rate. That would be a year to take a tax-free distribution 
from your Roth account. In another year, you may have very little 
income and could be in a lower tax bracket. That would be a year 
to take a distribution from the pretax account and pay the tax.

To determine which types of accounts are best for your indi-
vidual circumstances, we recommend that you speak with your 
financial professional or certified public accountant. •

What to consider when weighing 
pretax, Roth IRAs

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.

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.



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
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† No instances of new, sustained erectile or ejaculatory dysfunction in the L.I.F.T. pivotal study
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*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 
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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.
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RICHARD PAYERCHIN 
Payerchin is an assistant editor for Medical 
Economics®.

Hospitals and health systems had a chal-
lenging month during April, with 
decreases in patient volumes and reve-

nues, and expenses lessening only slightly, 
according to analytical firm Kaufman Hall.1

The figures show health care operating margins 
are “still very far from sustainable levels,” said the 
National Hospital Flash Report: May 2022, published 
May 31 by the Chicago, Illinois-based consulting 
firm to analyze the previous month.

The median Kaufman Hall year-to-date operat-
ing margin index was -3.09% through April, which 
also marked the fourth straight month of nega-
tive actual operating margins this year. The median 
change in operating margin was down 38.1% from 
March, and down 76% from April 2021.

Meanwhile, patient volumes and days declined 
in April. Patient days were down by 5.7% 
compared to March and 1.8% compared to April 
2021. Adjusted patient days dropped 6.5% from 
March to April but were up 1.8% compared to 
April 2021. Adjusted discharges decreased 3.3% 
from March and decreased 0.3% compared to 
April 2021.

Lower patient volume resulted in poor revenue 
performance in April, the analysis shows. Gross 
operating, inpatient, and outpatient revenues all 
dropped about 7% from March levels, but, all are 
up year-to-date compared with the same period 
in 2021, with gains of 6.6%, 5.3%, and 8.5%, 
respectively, a news release said.2

“Volumes remained low this past month, as 
a growing number of infected patients likely 
remained home to sequester themselves with the 
virus,” the report said. “Other patients might 
have delayed care due to perceived danger over 

rising cases. Relative to last year, patients in April 
stayed in the hospital for longer periods, while 
discharges diminished, signaling a trend toward 
fewer, sicker patients who require more expen-
sive care and are staying longer.”

Expenses dropped 4.3% from March but 
remain high compared to 2020 and above 
pre-pandemic levels. As in other areas of the 
economy, labor shortages and supply chain chal-
lenges contributed to expense levels. Expenses 
grew 8.3% since April 2021 and 9.6% year-to-
date compared with the same period in 2021, 
according to the analysis.

REFERENCES
1. Swanson E. National hospital flash report: May 2022. 
May 31, 2022. Accessed May 31, 2022. https://bit.
ly/3zhFm6O
2. Hospital volumes and revenues plummet in April, 
reversing previous modest gains. News release. 
Kaufman Hall. May 31, 2022. Accessed May 31, 2022. 
https://bit.ly/3NUo43w

Hospital expenses drop slightly, patient 
volumes decline for “challenging” April

Deep Dive: 
Filling gaps in patient care
Shirley Lee, MPH, CRNP-FNP, discusses gaps in care and how not 
closing them can be harmful to patients. Lee is director of a patient 
navigation program and a nurse practitioner for the Greater Los 
Angeles Division of Genesis Healthcare Partners and Vice President 
of Clinical Strategy for Preveta.

To watch the video, scan the QR code  
or visit https://bit.ly/3axtsLD
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success.
Make us the key to
your
Contact me today to place your ad.

Joanna Shippoli | (440) 891-2615

jshippoli@mjhlifesciences.com

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 is a progressive medical center with 
nine state-of-the-art OR’s and Ambulatory Surgery Center. This position offers the unique 
opportunity to work in a community setting while having an active affiliation with Vermont’s 
only Academic Medical Center; the only ACS verified Level 1 trauma center 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 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.

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

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

CLINICAL PRACTICE PHYSICIAN
DIVISON OF UROLOGY

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



Build the team you need

Contact me today to place your ad.
Joanna Shippoli | (440) 891-2615
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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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UROLOGIST  
FULL-TIME OPPORTUNITY WITH ABINGTON-JEFFERSON HEALTH

Abington - Jefferson Health seeks a General Urologist to join our established Urology 
practice covering two hospitals in the northern suburbs of Philadelphia. 

Buxmont Urology group, part of Abington-Jefferson Health, provides patients with 
the highest quality of care with compassion, confidentiality and respect. Our physi-
cians and staff are dedicated to providing patients with superior service in advanced 
urological care. 

Responsibilities will include:
• General urologic patient care in the hospital
• Outpatient and consultation settings
• Limited call
• Robot available but experience in robotics not required.

Qualified candidates will be MD/DO and Board Certified and licensed to practice 
medicine in the state of Pennsylvania.  Jefferson offers a competitive salary and 
comprehensive benefits package, including generous paid time off for Physicians.  
Interested candidates may send CV to Wendy.Gable@jefferson.edu. 

Jefferson values diversity and encourages applications from individuals of diverse 
backgrounds, including but not limited to women, members of minority groups, 
LGBTQ individuals, individuals with disabilities, and veterans.

PENNSYLVANIA
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Malpractice Consult

The role of mediation in medical 
malpractice litigation
Process is one of the most common ways of resolving negligence cases

It is commonly known that most medical negligence cases 
are resolved through a mutually agreed settlement rather 
than through a jury verdict at trial. What may be less 

well known are the mechanics of how negotiated resolutions 
are reached. One of most common methods of resolving a 
medical negligence case is through a mediation. Mediation 
is a process in which the parties to a lawsuit meet with a 
mutually selected, or court-appointed, neutral person who 
assists the parties with negotiating the settlement of the 
case. In this column, I will explain the role of mediation in 
medical malpractice litigation. I will also explain why medi-
ation is particularly useful in the context of this type 
of dispute.

In recent decades, as litigation costs continue to rise at 
ever-increasing rates, parties have sought less expensive 
alternatives to traditional litigation. One of the most popular 
alternative dispute resolution methods is the use of mediation. 
The cost and time involved in conducting a mediation is far 
less than that of a traditional trial. Many states have enacted 
laws to support the use of the mediation process. In general, 
these laws recognize mediators as a distinct type of legal 
service provider and ensure statements made during a media-
tion are privileged and cannot be used at trial if the mediation 
is unsuccessful. Moreover, many courts throughout the coun-
try at the state and federal level now require parties participate 
in a good-faith effort to mediate their dispute before the case 
can proceed to a trial.

Although each mediation is different, and different medi-
ators employ their own methods of bringing the parties to 
a mutually agreeable resolution, the typical structure of a 
mediation is that both parties will begin in a joint confer-
ence with the mediator. The mediator will then explain the 
purpose of the mediation to the parties and set the ground 
rules for how the mediation will proceed. These rules gener-
ally involve acting in good faith and attempting to consider 
the arguments and position of the opposing side. Sometimes 
the mediator will allow each side to make a brief statement 
during this general session, outlining what that party sees as 
the strengths of its case or the weaknesses in the opposing 
party’s position.

After this joint session, the mediation typically breaks 
into private caucuses where each party speaks to the medi-
ator separately. At this point, the mediator is in the role of 

conducting “shuttle diplomacy” in which messages are relayed 
between the different parties. The benefit of this approach is 
that the mediator can gauge what type of messaging will be 
most effective to bring the parties together. After multiple 
rounds of settlement offers, the mediator can typically deter-
mine whether a resolution is likely and what amount will be 
needed to settle the case or what additional messages must be 
conveyed to bring the case to a resolution.

The other benefit of a mediation in the medical malprac-
tice context is that the parties are given an opportunity to 
communicate directly in a way not typically allowed during 
the litigation process. Once a lawsuit is filed, the attorneys 
representing the patient/plaintiff and the health care provider/
defendant will make it clear to their clients that they should 
not communicate with anyone else about the case. It is gener-
ally advisable for parties to allow all their communications to 
flow through their attorney, as a misstatement could be used 
during trial to swing the case. However, in the context of a 
mediation, parties can communicate directly in a way that is 
not otherwise possible. 

In a recent case involving an unusual injury to a patient 
from an unforeseen circumstance, the family of the patient 
and the care provider were staunchly dug into their positions 
on the case. However, the patient’s family ultimately decided 
to settle the case after learning that the way their loved one 
had suffered an injury had led the defendant health care entity 
to retrain its staff and modify internal policies. To this family, 
the monetary amount of the settlement was less important 
than closure made possible by learning that steps were taken 
to prevent a similar accident in the future. This type of 
nonmonetary consideration is something that is not otherwise 
obtainable through a lawsuit and is a defining positive of the 
use of mediation. 

When a case proceeds through a trial, it is ultimately a judge 
and jury who determine the outcome of a case. In a mediation, 
the parties are given the opportunity to exercise control over 
how their case is decided. However, much like a trial, media-
tion presents an opportunity for parties to present their side of 
the dispute and be heard by a neutral party. Although media-
tion is not a panacea that can cure every aliment of the current 
medical malpractice litigation landscape, it is a useful tool for 
resolving difficult cases that would otherwise be left to a jury 
to decide. •

KENTON H. 
STEELE, ESQ

Steele is an attorney in 
the Columbus, Ohio, 

office of Reminger Co, 
LPA. He specializes in 

malpractice defense 
and insurance litigation. 

Please contact him at 
KSteele@reminger.com 

with any feedback or 
comments on  

this column.
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FOR THE TREATMENT OF  
ADVANCED PROSTATE CANCER IN ADULTS

SIMPLE IS RIGHT AT HAND
CAMCEVITM IS THE FIRST SUB-Q LEUPROLIDE 
THAT COMES PREFILLED WITH NO MIXING1

Learn more at CAMCEVIHCP.COMUNIQUE J CODE J1952

IMPORTANT SAFETY INFORMATION
Do not use CAMCEVI™ in patients with hypersensitivity to GnRH, 
GnRH agonist analogs, or any of the components of CAMCEVI as 
anaphylactic reactions to these drugs have been reported in the 
medical literature.
CAMCEVI, like other GnRH agonists, causes a transient increase 
in serum levels of testosterone during the first week of treatment 
which can cause transient worsening of symptoms. As with 
other GnRH agonists, cases of ureteral obstruction, spinal cord 
compression, have been observed, which may contribute to 
paralysis with or without fatal complications.
Patients with metastatic vertebral lesions and/or with urinary 
tract obstruction should be closely observed during the first few 
weeks of therapy.
Hyperglycemia and an increased risk of developing diabetes have 
been reported in men receiving GnRH agonists. Blood glucose 
levels should be monitored and managed according to current 
clinical practice.
Increased risk of myocardial infarction, sudden cardiac death, and 
stroke has been reported in association with the use of GnRH 
agonists. The risk appears low based on the reported odds ratios 
and should be evaluated carefully along with cardiovascular risk 
factors when determining a treatment for patients with prostate 
cancer. Patients should be monitored for cardiovascular disease 
and according to current clinical practice.

Androgen deprivation therapy may prolong the QT interval. 
Consider periodic monitoring of electrocardiograms and 
electrolytes.
Convulsions have been reported in patients receiving GnRH 
agonists, like CAMCEVI. Patients experiencing convulsions should 
be managed according to the current clinical practice.
Monitor serum levels of testosterone following injection of 
CAMCEVI.
Based on findings in animal studies and mechanism of action, 
CAMCEVI may cause fetal harm when administered to pregnant 
women.
The most common (≥10%) adverse reactions during a median 
follow-up of 336 days were hot flush, hypertension, injection site 
reactions, upper respiratory tract infections, musculoskeletal pain, 
fatigue, and pain in extremity.

INDICATION
CAMCEVI is indicated for the treatment of adult patients 
with advanced prostate cancer.
Please see Brief Summary of Information on 
adjacent page.



CAMCEVI™ (leuprolide) injectable emulsion, for subcutaneous use
Initial U.S. Approval: 2021

BRIEF SUMMARY OF PRESCRIBING INFORMATION
The following is a brief summary. Please see the package insert for full Prescribing Information.

INDICATIONS AND USAGE 
CAMCEVI is indicated for the treatment of adult patients with advanced prostate cancer. 

RECOMMENDED DOSAGE
CAMCEVI must be administered by a healthcare provider.
The recommended dose of CAMCEVI is 42 mg administered subcutaneously once every 6 months.

CONTRAINDICATIONS 
CAMCEVI is contraindicated in patients known to be hypersensitive to GnRH, GnRH agonist analogs, or 
any of the excipients in CAMCEVI. Anaphylactic reactions to GnRH agonist analogs have been reported 
in the medical literature. 

WARNINGS AND PRECAUTIONS 
Tumor Flare 
CAMCEVI, like other GnRH agonists, causes a transient increase in serum levels of testosterone during 
the first week of treatment, declining thereafter to baseline levels or below by the end of the second 
week of treatment. Transient worsening of symptoms, or the occurrence of additional signs and 
symptoms of prostate cancer, may develop during the first few weeks of CAMCEVI treatment. Patients 
treated with CAMCEVI may experience a temporary increase in bone pain, which can be managed 
symptomatically.
As with other GnRH agonists, cases of ureteral obstruction and spinal cord compression have been 
observed, which may contribute to paralysis with or without fatal complications. 
Patients with metastatic vertebral lesions and/or with urinary tract obstruction should be closely 
observed during the first few weeks of therapy. 

Hyperglycemia and Diabetes 
Hyperglycemia and an increased risk of developing diabetes have been reported in men receiving GnRH 
agonists. Hyperglycemia may represent the development of diabetes mellitus or worsening of glycemic 
control in patients with diabetes. Monitor blood glucose and/or glycosylated hemoglobin (HbA1c) 
periodically in patients receiving a GnRH agonist and manage with current practice for treatment of 
hyperglycemia or diabetes. 

Cardiovascular Diseases 
Increased risk of developing myocardial infarction, sudden cardiac death, and stroke has been reported 
in association with use of GnRH agonists in men. The risk appears low based on the reported odds 
ratios, and should be evaluated carefully along with cardiovascular risk factors when determining a 
treatment for patients with prostate cancer. Patients receiving a GnRH agonist should be monitored for 
symptoms and signs suggestive of development of cardiovascular disease and be managed according to 
current clinical practice. 

QT/QTc Prolongation 
Androgen deprivation therapy may prolong the QT/QTc interval. Providers should consider whether the 
benefits of androgen deprivation therapy outweigh the potential risks in patients with congenital long 
QT syndrome, congestive heart failure, frequent electrolyte abnormalities, and in patients taking drugs 
known to prolong the QT interval. Electrolyte abnormalities should be corrected. Consider periodic 
monitoring of electrocardiograms and electrolytes. 

Convulsions 
Convulsions have been reported in patients receiving GnRH agonists, like CAMCEVI. Manage patients 
receiving a GnRH agonist who experience convulsions according to current clinical practice. 

Laboratory Tests 
Monitor serum levels of testosterone following injection of CAMCEVI. In the majority of patients treated 
with CAMCEVI, testosterone levels increased above baseline during the first week, and then declined 
thereafter to castration levels (<50 ng/dL) within 4 weeks.

Embryo-Fetal Toxicity 
Based on findings in animal studies and mechanism of action, CAMCEVI can cause fetal harm when 
administered to a pregnant woman. In animal developmental and reproductive toxicology studies, 
administration of a monthly formulation of leuprolide on day 6 of pregnancy (sustained exposure was 
expected throughout the period of organogenesis) caused adverse embryo-fetal toxicity in animals 
at doses less than the human dose based on body surface area using an estimated daily dose. Advise 
pregnant patients and females of reproductive potential of the potential risk to the fetus.

ADVERSE REACTIONS 
Clinical Trial Experience 
Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed 
in the clinical trials of a drug cannot be directly compared to rates in the clinical trials of another 
drug and may not reflect the rates observed in practice. In an open-label, non-comparative clinical 
trial (FP01C-13-001), patients with advanced prostate cancer received CAMCEVI administered 
subcutaneously at a dose of 42 mg on Day 0 and Day 168. Of 137 patients enrolled, 93% received both 
doses of CAMCEVI.
Serious adverse reactions occurred in 15% of patients who received CAMCEVI, including 1% of patients 
who experienced subdural hematoma. Fatal adverse reactions occurred in 2% of patients, including 
cerebrovascular accident (0.7%) and pulmonary embolism (0.7%). 
The most common adverse reactions (>10%) occurring during a median follow-up duration of 
336 days were hot flush, hypertension, injection site reactions, upper respiratory tract infections, 
musculoskeletal pain, fatigue, and pain in extremity. 
Table 1 summarizes the adverse reactions in FP01C-13-001. 

Table 1. Adverse Reactions Occurring in ≥5% of Patients - FP01C-13-001
Adverse Reaction   N=137

Vascular disorders Musculoskeletal and connective tissue disorders 

Hot flusha Musculoskeletal painf 
Hypertensionb Pain in extremity 
General disorders and administration site conditions Arthralgia 
Injection site reactionsc Renal and urinary disorders 
Fatigued Micturition urgencyg

Infections and infestations Nocturia 
Upper respiratory tract infectione Nervous system disorders 

Dizzinessh

 

 
 
 
 
 
 
 
 
 
 
 
 

a Hot flush and flushing. b Hypertension, essential hypertension, and blood pressure increased. c Injection site pain, injection site 
erythema, injection site hemorrhage, injection site nodule, injection site paraesthesia, injection site pruritus, and injection site 
warmth. d Fatigue and asthenia. e Upper respiratory tract infection, sinusitis, and nasopharyngitis. f Musculoskeletal pain, back pain, 
and bone pain. g Micturition urgency and dysuria. h Dizziness, dizziness postural, vertigo, and vertigo positional.

USE IN SPECIFIC POPULATIONS 
Pregnancy 
Risk Summary
Based on findings in animal studies and mechanism of action, CAMCEVI can cause fetal harm when 
administered to a pregnant woman. There are no available data in pregnant women to inform the 
drug-associated risk. In animal developmental and reproductive toxicology studies, administration of a 
monthly formulation of leuprolide on day 6 of pregnancy (sustained exposure was expected throughout 
the period of organogenesis) caused adverse embryo-fetal toxicity in animals at doses less than the 
human dose based on body surface area using an estimated daily dose. Advise pregnant patients and 
females of reproductive potential of the potential risk to the fetus. 

Data 
Animal Data 
Major fetal malformations were observed in developmental and reproductive toxicology studies in 
rabbits after a single administration of a monthly formulation of leuprolide administered on day 6 of 
pregnancy at test dosages of 0.00024, 0.0024, and 0.024 mg/kg (approximately 1/1500 to 1/15 
the human dose based on body surface area using an estimated daily dose in animals and humans). 
Since a depot formulation was utilized in the study, a sustained exposure to leuprolide was expected 
throughout the period of organogenesis and to the end of gestation. Similar studies in rats did not 
demonstrate an increase in fetal malformations, however, there was increased fetal mortality and 
decreased fetal weights with the two higher doses of the monthly formulation of leuprolide in rabbits 
and with the highest dose in rats.  

Lactation 
Risk Summary
The safety and efficacy of CAMCEVI have not been established in females. There is no information 
regarding the presence of leuprolide in human milk, the effects on the breastfed child, or the effects 
on milk production. Because many drugs are excreted in human milk and because of the potential for 
serious adverse reactions in a breastfed child, a decision should be made to discontinue breastfeeding 
or discontinue the drug, taking into account the importance of the drug to the mother. 

Females and Males of Reproductive Potential 
Infertility
Males 
Based on findings in animals and mechanism of action, CAMCEVI may impair fertility in males of 
reproductive potential.

Pediatric Use 
The safety and efficacy of CAMCEVI in pediatric patients have not been established. 

Geriatric Use 
Of the 137 patients who received CAMCEVI in the FP01C-13-001 study, 74% were 65 years of age or 
older, while 37% were 75 years of age or older. No overall differences in safety or effectiveness were 
observed between these patients and younger patients.  

NONCLINICAL TOXICOLOGY 
Carcinogenesis, Mutagenesis, Impairment of Fertility
Two-year carcinogenicity studies were conducted with leuprolide in rats and mice. In rats, a dose-
related increase of benign pituitary hyperplasia and benign pituitary adenomas was noted at 24 months 
when the drug was administered subcutaneously at high daily doses (0.6 to 4 mg/kg). There was a 
significant but not dose-related increase of pancreatic islet-cell adenomas in females and of testicular 
interstitial cell adenomas in males (highest incidence in the low dose group). In mice, no pituitary 
abnormalities were observed at a dose as high as 60 mg/kg for 2 years. Patients have been treated with 
leuprolide for up to 3 years with doses as high as 10 mg/day and for 2 years with doses as high as 20 
mg/day without demonstrable pituitary abnormalities. 
Mutagenicity studies have been performed with leuprolide using bacterial and mammalian systems. 
These studies provided no evidence of mutagenic potential. 
Leuprolide may reduce male and female fertility. Administration of leuprolide to male and female rats at 
doses of 0.024, 0.24, and 2.4 mg/kg as monthly depot formulation for up to 3 months (approximately 
as low as 1/30 of the human dose based on body surface area using an estimated daily dose in animals 
and humans) caused atrophy of the reproductive organs, and suppression of reproductive function. 
These changes were reversible upon cessation of treatment. 
Revised: May 2021
Rx Only
CAMCEVI, Accord BioPharma, and associated logos are trademarks of Accord BioPharma.
All other trademarks are property of respective owners.
©2022 Accord BioPharma. All rights reserved. PA-CAM-1004 – 3/22-Q


	UT0622_CVTP_AACU False cover
	UT0622_000_Cover
	UT0622_CV2_UT SAP_HOUSE AD
	UT0622_003-005_EAB:TOC:Pub Note
	UT0622_006_Uropipeline
	UT0622_007_From the Co-editor
	UT0622_008-011_Myovant-Orgovyx
	UT0622_012-013_50th Anniversary
	UT0622_014-016_Cover Story-Telemedicine
	UT0622_017_Merck Unbranded
	UT0622_018-019_Endoluxe Article
	UT0622_020_KCa Clinical Updates
	UT0622_021-022_Case based Peer Perspective
	UT0622_023_Exosome FP AD
	UT0622_024-025_Case based roundtable recap
	UT0622_026-028_Bayer-Nubeqa
	UT0622_029-032_UCC Q&A
	UT0622_033_Exact Sciences
	UT0622_034-035_Diversity in Urology
	UT0622_036-037_Coding
	UT0622_038-039_Practice Matters
	UT0622_040-043_Merck-Lynparza
	UT0622_044_Money Matters
	UT0622_045_Teleflex
	UT0622_046_MedEc:MWN
	UT0622_047_ZocDoc_HOUSE AD
	UT0622_048-049_Classifieds
	UT0622_050_Malpractice
	UT0622_CV3-CV4_Accord Bio-Camcevi

