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Our 50th Anniversary Innovation 
Celebration continues in this 
issue, leading off with a terri� c 
column from co–editor in Chief 

Gopal H. Badlani, MD, in which he re� ects 
on 50 years of advances in benign urol-
ogy. “Innovation has changed the landscape 
of how we practice urology today,” Badlani 
writes.

We highlight another of these innova-
tions in this month’s issue with a look at how 
advancements in testosterone therapy have 
changed treatment modalities across urol-
ogy, providing patients with more ef� cacious, 
individualized care. For this installment, Amy 
M. Pearlman, MD, of the University of Iowa 
in Iowa City, interviews Mohit Khera, MD, 
MBA, MPH, of Baylor College of Medicine in 
Houston, Texas.

Even as we re� ect on the past 50 years of 
urology, we’re still making sure to look to the 
present and future. One way we’re doing this 
is with the launching of our new Diversity in 
Urology section, beginning with this issue 
with an interview with Curtis A. Pettaway, 
MD, who in December became the � rst Black 
urologist to receive the Society of Urologic 
Oncology’s Huggins Medal. Each issue will 
feature interviews and other pieces that focus 
on diversity, equity, and inclusion within urol-
ogy. (If you would like to contribute to this 
section, please contact us at UTeditors@
mjhlifesciences.com.)

Our cover feature this month takes a look 
at the challenges faced by women urologists 
working in sexual medicine. “Sometimes we 
are faced with this situation where patients 
may think, ‘Gosh, I’m seeing a female physi-
cian for this particular issue. Are they going 
to understand what it is that I’m really going 
through?’” says urologist Akanksha Mehta, 
MD, MS, of Emory University School of 
Medicine, Atlanta, Georgia.

Look for our usual assortment of clini-
cal coverage in this month’s issue. In Journal 
Article of the Month, Badar M. Mian, MD, 

turns his focus to a study examining changes 
in prostate-speci� c antigen screening follow-
ing changing recommendations from the US 
Preventive Services Task Force.

In bladder cancer, we cover a study evaluating 
organ-sparing robot-assisted radical cystectomy 
with intracorporeal urinary diversion. In kidney 
cancer, look for a report on a recent retrospec-
tive analysis of the phase 3 CheckMate 214 
trial (NCT02231749) comparing combination 
nivolumab (Opdivo) and ipilimumab (Yervoy) vs 
sunitinib (Sutent). Aside from our normal clini-
cal coverage, be sure to take a look at our recaps 
of the 2021 Sexual Medicine Society of North 
America Fall Scienti� c Meeting as well as the 
2021 SUO Annual Meeting. 

In this month’s Business of Urology 
columns, Jonathan Rubenstein, MD, and 
Mark Painter lead off with Coding and 
Reimbursement, in which they give an over-
view of changes to the Medicare physician 
fee schedule brought about by the Protecting 
Medicare and American Farmers From 
Sequester Cuts Act. These include an increase 
in the conversion factor and a delay of seques-
tration. In Practice Matters, Robert A. 
Dowling, MD, re� ects on several of his recent 
columns to form resolutions for this year. 
In Money Matters, Jeff Witz, CFP, reviews 
Internal Revenue Service tax changes for 2022.

We close the issue with Malpractice 
Consult, in which columnist Kenton H. 
Steele, Esq, writes about the importance of 
timely completion of charting. “Even when 
a failure to timely and thoroughly document 
a patient encounter does not directly affect 
subsequent care, it can still lead to a time-con-
suming and costly lawsuit,” Steele cautions. 
Thanks for reading.•
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UroPipeline     UPDATES ON DRUGS, DEVICES, AND TESTS  BY JASON M. BRODERICK

The first patient has been dosed in a phase 1/2 trial assessing the combination of 
the investigational NTD androgen receptor inhibitor EPI-7386 and enzalutamide 
(Xtandi) in patients with metastatic castration-resistant prostate cancer (mCRPC).1

The phase 1 portion of the study (NCT05075577) is a single-arm dose-esca-
lation study of EPI-7386 combined with a fixed dose of enzalutamide. The study 
is enrolling patients who have not received second-generation antiandrogen 
therapies (eg, enzalutamide, abiraterone acetate [Zytiga], apalutamide [Erleada], 
and darolutamide [Nubeqa]), and it has a target enrollment of up to 30 patients. 
The goal of phase 1 is to examine the safety and tolerability of the combination 
and determine the recommended phase 2 dose for the regimen.

Phase 2 of the trial will be an open-label, 2-arm design in which patients are 
randomized in a 2:1 ratio to either EPI-7386 plus enzalutamide or enzalutamide 
alone. The enrollment goal for phase 2 is 120 patients, with 80 patients rand-
omized to the combination and 40 patients randomized to the control arm of 
single-agent enzalutamide.

The small molecule inhibitor EPI-7386 previously demonstrated preclinical 
activity in models of antiandrogen-sensitive and -resistant prostate cancer. 
In September 2020, it was announced that the FDA had granted a fast track 
designation to EPI-7386 for the treatment of patients with mCRPC resistant to 
standard-of-care treatments.2

REFERENCES
1. ESSA Pharma announces first patient dosed in a phase 1/2 clinical trial of EPI-7386 in 
combination with enzalutamide in patients with metastatic castration-resistant prostate 
cancer. News release. ESSA Pharma. January 19, 2022, Accessed January 19, 2022. 
https://prn.to/3AefzL4
2. ESSA Pharma announces fast track designation granted by the FDA to EPI-7386 for the 
treatment of metastatic castration-resistant prostate cancer. News release. Essa Pharma. 
September 14, 2020. Accessed September 16, 2020. https://bit.ly/3iCGsyL

 Combination of novel NTD inhibitor plus enzalutamide is explored in metastatic castration-resistant prostate cancer

Enrollment is complete for phase 3 trial of cabozantinib plus atezolizumab in renal cell carcinoma

Patient enrollment is complete for the phase 3 CONTACT-03 trial exploring 
the combination of the multikinase inhibitor cabozantinib (Cabometyx) with 
the PD-L1 inhibitor atezolizumab (Tecentriq) in patients with advanced renal 
cell carcinoma (RCC) and prior exposure to an immune-checkpoint inhibitor.1

CONTACT-03 accrued patients with inoperable, locally advanced or met-
astatic RCC with disease progression after receiving an immune checkpoint 
inhibitor as the immediate prior therapy.

The open-label, global trial (NCT04338269) will randomize 523 patients 
in a 1:1 ratio to cabozantinib alone or in combination with atezolizumab. The 
enrollment goal of the study is 500 patients. The coprimary study end points 
are overall survival and progression-free survival, with secondary end points 
including objective response rate and duration of response.

In the genitourinary cancer treatment paradigm, cabozantinib is current-

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

According to Exelixis, the design of the CONTACT-03 study was informed by 
the ongoing phase 1b COSMIC-021 trial (NCT03170960), which is exploring 
cabozantinib plus atezolizumab across a variety of solid tumors.

REFERENCE
1. Exelixis announces enrollment completion in phase 3 CONTACT-03 pivotal trial of 
cabozantinib in combination with an immune checkpoint inhibitor in previously treated 
metastatic renal cell carcinoma. News release. Exelixis.  January 5, 2022. Accessed Janu-
ary 5, 2022. https://bit.ly/3qOT0s9

A phase 2 study launching this year is exploring the combination of the VEGFR 
tyrosine kinase inhibitor (TKI) tivozanib (Fotivda) and the investigational HIF2α 
inhibitor NKT2152 in patients with relapsed/refractory clear cell renal cell 
carcinoma (RCC).1

“Preclinical and early clinical data have demonstrated enhanced antitumor 
activity by the combination of HIF2α and VEGFR inhibition,” Zhenhai Gao, 
PhD, cofounder, president, and CEO of NiKang Therapeutics, the developer 
of NKT2152, said in a news release.

HIF2α inhibitors are a burgeoning targeted therapy class in RCC, high-
lighted by the 2021 FDA approval of the HIF2α inhibitor belzutifan (Welireg) 
for patients with von Hippel-Lindau (VHL) disease–associated RCC.2 The 
approval was supported by data from a phase 2 study (NCT03401788), in 
which belzutifan induced an objective response rate of 49% (n = 30) among 
61 patients with VHL-associated RCC.

Tivozanib was approved by the FDA in 2021 for the treatment of adult 
patients with relapsed or refractory advanced RCC who have received 2 or 
more prior systemic therapies.3 The approval was based on data from the 
phase 3 TIVO-3 trial (NCT02627963). Study results presented during the 2020 
American Society of Clinical Oncology Virtual Scientific Program4 showed that  
tivozanib demonstrated a significant improvement in progression-free survival 
(PFS) compared with sorafenib (Nexavar), with similar overall survival (OS), in 
patients with highly relapsed/refractory metastatic RCC.

Results showed that the final HR for OS was 0.97 (P = .78). Moreover, an updat-

ed analysis of the data found that, with a median follow-up of 38 months for tivo-
zanib and 40 months for sorafenib, the median OS was 16.4 months for tivozanib 
and 19.2 months for sorafenib. A subset analysis showed the greatest benefit was 
derived by the cohort of patients who previously received a checkpoint inhibitor 
and VEGF inhibitor, with an HR of 0.55, or 2 VEGF TKIs, with an HR of 0.57. Prior 
findings showed an increased median PFS for tivozanib when compared with 
sorafenib at 5.6 months versus 3.9 months, respectively (HR, 0.73; P = .016).

REFERENCES
1.NiKang Therapeutics and AVEO Oncology announce a clinical trial collaboration and 
supply agreement to evaluate the combination of NKT2152, a HIF2α inhibitor, and 
FOTIVDA (tivozanib) for the treatment of advanced clear cell renal cell carcinoma. News 
release. January 5, 2022. Accessed January 7, 2022. https://bwnews.pr/3zIAgP9
2. FDA approves belzutifan for cancers associated with von Hippel-Lindau disease. 
FDA. August 13, 2021. Accessed August 13, 2021. https://bit.ly/3fY5JEw
3. AVEO Oncology announces U.S. FDA approval of FOTIVDA (tivozanib) for the treat-
ment of adult patients with relapsed or refractory advanced renal cell carcinoma. News 
release. AVEO Oncology. March 10, 2021. Accessed March 10, 2021. https://bwnews.
pr/3vbdRY4
4. Pal SK, Escudier B, Atkins MB, et al. TIVO-3: final OS analysis of a phase III, 
randomized, controlled, multicenter, open-label study to compare tivozanib to 
sorafenib in subjects with metastatic renal cell carcinoma (RCC). Presented at: 2020 
American Society of Clinical Oncology Virtual Scientific Program; virtual; May 27, 2020. 
Abstract 5062.

Study launching will examine tivozanib plus novel HIF2α inhibitor in kidney cancer
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INDICATION
NUBEQA® (darolutamide) is an androgen receptor inhibitor indicated for the treatment of patients with non-metastatic castration-resistant prostate cancer.

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

POSTPONED CYTOTOXIC CHEMOTHERAPY—
MORE TIME WITHOUT CHEMO1,3

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

MEN LIVED 2X LONGER 
WITHOUT CANCER SPREADING1,2

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

REDUCED RISK OF DEATH
BY NEARLY A THIRD1,3

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

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.
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Innovation has changed the landscape of how we practice 
urology today. In every aspect of urological care, mini-
mally invasive approaches with the use of devices prevail. 

Patients have bene� ted from the decline in morbidity and 
need for hospitalization, although one could argue care has 
become much more expensive. 

STONES
In 1955, Willard Goodwin, MD, while trying to perform a 
renal arteriogram, placed a needle into the collecting system 
of a hydronephrotic kidney and performed the � rst antegrade 
nephrostogram. He left a tube to drain the kidney, thereby 
placing the � rst nephrostomy tube.

But perhaps the greatest contribution to the � eld of 
benign urology was the birth of endourology at the Veterans 
Administration Hospital in Minneapolis, Minnesota, in the 
late 1970s under the direction of Arthur D. Smith, MD. 
Endourology transformed the approach to the upper tract 
from maximally invasive to minimally invasive.

In 1978, Smith would describe the � rst antegrade stent 
placement when he introduced a Gibbons stent through a 
percutaneous nephrostomy in a patient with a reimplanted 
ureter. Smith would coin the term endourology to describe 
closed, controlled manipulation of the genitourinary tract. 
His collaboration with a team of urologists, interventional 
radiologists, and medical inventors from device companies 
such as Cook and Boston Scienti� c, would lead to numerous 
innovations that would further advance percutaneous nephro-
lithotomy (PCNL).

In the 1980s, the process of renal access and tract dilation 
was improved, and the use of a rigid cystoscope was replaced 
by offset nephroscopes with a large, straight working chan-
nel. Radiographic innovations, including improvements in 
� uoroscopy, would further aid in renal access. The devel-
opment of various lithotripsy devices and the introduction 
of the holmium laser improved the ef� ciency of stone frag-
mentation and clearance.1 The increased clinical experience 
and utilization of PCNL would lead to the characteriza-
tion of stone-free rates and complications for the procedure. 
Parallel to this effort was the development of the ureteroscope. 
Enrique Pérez-Castro Ellendt, MD; Edward S. Lyon, MD; 
and Demetrius H. Bagley, MD, blazed the trail.2

Flexible ureteroscopy, initiated in Japan with Yoshio Aso, 
MD, is currently a standard. Christian G. Chaussy, MD, 
working with Dornier in Germany, led the evolution of the 
stone lithotripsy with extracorporeal shock wave lithotripsy, 

also in the 1970s.3 The birth of the Endourological Society 
in 1984 allowed the expansion of these techniques worldwide 
and provided a home for the innovators, companies, and the 
biomedical engineers to come together.

BENIGN PROSTATIC HYPERPLASIA (BPH)
Open prostate surgery evolved to monopolar transurethral 
resection of the prostate in the early part of the 20th century. 
Although Marco Caine, MD, in Israel, introduced the use of 
α-blockers, it was not until the 1990s when landmark trials on 
α-blockers4 and � nasteride (Proscar)5 changed the paradigm of 
medical management for benign prostate enlargement.

Development of multiple lasers, bipolar energy, and mini-
mally invasive devices for heat therapy to implanted devices 
reduced morbidity. Today, based on the American Urological 
Association guideline for male lower urinary tract symptoms 
due to BPH,6 there are more than 34 options. Treatment can 
be tailored to the patient’s desire to preserve ejaculation or 
avoid a catheter at the expense of less improvement in � ow, 
and longevity of the procedure effects when compared with 
ablative therapies. The spectrum beyond medications include 
a simple removable device such as iTIND, to the automated 
Aquablation, and the robotic simple prostatectomy. 

INCONTINENCE
In the past, care of women with incontinence was largely the 
domain of the gynecologist, although open surgical correction 
was still a procedure I learned in urological training. In 1973, 
Thomas A. Stamey, MD, modi� ed the Pereyra procedure, 
adding endoscopic control to put it � rmly in the hands of the 
urologist.7 A plethora of suspension procedures followed with 
Shlomo Raz, MD, leading the charge. The concept of blad-
der neck suspension was turned upside down by Ulf Ulmsten, 
MD, and Peter Petros, MD, with the introduction of the 
midurethral tension-free tape. It is now the gold standard for 
the management of stress urinary incontinence. It made the 
traditional fascial sling almost obsolete until its return with 
the use of mesh and its subsequent controversy. The concept 
of bulking the urethra saw a meteoric rise in the 1980s but, 
despite a promise of many new materials, its use has fallen by 
the wayside.

Laparoscopy, used largely by gynecologists, saw a dramatic 
rise in urology for organ extirpation for cancer. The robot also 
has more or less replaced the use of the laparoscope in urology 
for reconstructive procedures.

The � eld that has remained exciting and promising, but yet 
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a step too far, is tissue engineering. The Lancet 
article describing the implanted bladder excited 
the world.8 Alas, after 20-plus years of contin-
ued effort, the bladder and the urinary conduit 
have not reached a clinical use. Similarly, the use 
of adult muscle-derived cells for incontinence 
remains an area of research despite more than 
3 decades of effort.9 The field of chemokine ther-
apy holds a promise to replace cell therapy.10

The use of implantable devices for erec-
tile dysfunction and urinary sphincter from F. 
Bradley Scott, MD; Gerald W. Timm, MD; 
and William E. Bradley, MD, made many men 
happy. In the past 2 decades, the neuromodula-
tion device pioneered by Richard A. Schmidt, 
MD, and Emil A. Tanagho, MD, has helped 
many women and men with refractory bladder 
overactivity. The use of onabotulinumtoxinA 
(Botox) in the clinic has made bladder augmenta-
tion a historical procedure.

Anatomy and diseases have not changed 
yet, except for open surgery in the abdomen, 
what I learned as a resident in the 1970s has 
been replaced by the evolving innovation. The 
devices, telemedicine and remote care, and 

outpatient surgery risk us losing the human 
connection we had with the patient, as time 
spent with them is at a premium today. 

“Too often, we underestimate the power of a 
touch, a smile, a kind word, a listening ear, an 
honest compliment, or the smallest act of caring, 
all of which have the potential to turn a life 
around.”—Leo Buscaglia. •
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HAVE FEEDBACK? 

BY JASON M. BRODERICK

recently published patient-perception data point to significantly more patients with overactive bladder (Oab) deriving meaningful benefit 
from treatment with vibegron (Gemtesa) vs placebo.1,2

Vibegron was approved by the FDa in December of 2020 based on data from the phase 3 eMPOWur trial (NCT03492281). In the primary study anal-
ysis, at 12 weeks, vibegron showed a mean change from baseline in the average daily number of micturitions of –1.8 compared with –1.3 for placebo 
and –1.6 for tolterodine (P < .001).3 The mean change from baseline in urge urinary incontinence (uuI) episodes was –2.0, –1.4, and –1.8, respectively.

For the current study, the investigators utilized what they described as “an anchor-based approach using Patient Global Impression of Change 
(PGI-C) applied to phase 2 data allowed predefining phase 3 responder definitions.” This anchor-based approach was used to assess the 
meaningfulness of reduction in micturitions, urgency episodes, and uuI episodes. The investigators also conducted qualitative patient inter-
views in order to identify responder-based end points reflecting clinically meaningful improvement. based on PGI-C results applied to phase 
2 and phase 3 data along with the patient interviews, the investigators were able to establish responder-based definitions of clinically mean-
ingful improvement in reducing micturitions, urgency episodes, and uuI episodes.

according to a news release regarding the findings, the investigators found “that significantly more patients receiving vibegron vs placebo 
achieved meaningful responder definitions: 15% or greater reduction in micturitions (56.3% vs 44.6%, respectively) (post hoc), 50% or greater 
reduction in urgency episodes (39.5% vs 32.8%), 75% or greater reduction in uuI episodes (49.3% vs 32.8%), and 90% or greater reduction in 
uuI episodes (35.2% vs. 23.5%) (post hoc) at week 12 (P < .05 each).”
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Patient-perception data indicate meaningful benefit for vibegron in patients with OAB
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A majority of women with urothelial cancer who received pelvic 
organ–preserving robot-assisted radical cystectomy (RARC) 
with intracorporeal urinary diversion were able to return to 

sexual activity post surgery without compromising oncological outcomes, 
according to results of a retrospective study presented at the 2021 Society 
of Urologic Oncology Annual Meeting.1

The multicenter retrospective analysis included sexually active patients 
undergoing pelvic organ–preserving RARC, said Etienne Lavallee, MD, 
one of the study’s authors and a urology fellow at the Icahn School of 
Medicine at Mount Sinai in New York, New York, during a virtual presen-
tation. Participants had to have pT2 or less, N0, M0 urothelial cancer as 
determined by examination, imaging, and pathological staging. All patients 
had unifocal tumors away from the bladder base. Patients were excluded 
from the analysis if they had multifocal, trigonal, or locally advanced disease 
(> cT2) with potential internal genital organ involvement.

Sexual and urinary function after surgery were the primary study end 
points. To evaluate these, patients completed a sexual function question-
naire and the investigators used patient records from follow-up visits to 
assess urinary function. Secondary end points included perioperative and 
oncological outcomes.

The study included 23 patients who underwent pelvic organ–preserving 
RARC. The surgeries were performed at 2 academic institutions between 
2008 and 2020. Twenty (87%) patients underwent intracorporeal neobladder 
reconstruction and 3 (13%) patients received ileal conduit urinary diversion.

Seven patients had prior BCG and 13 had neoadjuvant chemotherapy. The 
average operating time was 300 minutes (range, 250-390) and the average 
hospital stay was 6 days (range, 3-16). Eight patients had grade 1/2 surgical 
complications. There were no grade 3 to 5 surgical complications.

At a median follow-up of 20 months (range, 7-151), approximately 
two-thirds (65%; n = 15) of the patients completed the postoperative sexual 
function questionnaire. Of these patients, 87% (n = 13) resumed sexual activ-
ity within a median of 6 months following surgery. Of these 13 patients, 8% 
(n = 1), 54% (n = 7), and 38% (n = 5) reported having low, moderate, and high 
levels of sexual activity, respectively. Orgasm during sexual activity was able 
to be achieved by all the sexually active patients. •
REFERENCE
1. Lavallee E, Dovey Z, Pathak P, et al. Female pelvic organ preserving robot-assisted 
radical cystectomy; functional outcomes of a modern robotic technique. 2021 Society 
of Urologic Oncology Annual Meeting. December 1-3, 2021; Orlando, FL. Abstract 52.
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The immunotherapy combination of 
nivolumab (Opdivo) and ipilimumab 
(Yervoy) was associated with an increase 

in treatment-free survival (TFS) vs sunitinib 
(Sutent) in patients with advanced renal cell 
carcinoma (RCC), according to a retrospec-
tive analysis of the phase 3 CheckMate 214 trial 
(NCT02231749) that was published in Clinical 
Cancer Research.1,2

At 42 months’ follow-up, the analysis showed a 
nearly 3-fold improvement in mean TFS among 
favorable-risk patients receiving nivolumab/
ipilimumab: 11.0 months vs 3.7 months with 
sunitinib. The mean TFS in intermediate/poor-
risk patients was also improved at 6.9 months vs 
3.1 months, respectively.

“One of the great challenges in conduct-
ing clinical trials is that some of the end points 
we’ve been using to measure the ef� cacy and 
value of a treatment are not optimal, especially 
when evaluating immuno-oncology–based ther-
apy regimens,” the study’s lead author, Meredith 
Regan, ScD, explained in a news release. 

Regan, an associate professor at Harvard 
Medical School and Dana-Farber Cancer 
Institute in Boston, Massachusetts, added, “As 
we continue to develop new treatments, we 
have an opportunity to think about new meth-
ods to better balance the ef� cacy and toxicity to 
the patients. To do that, we needed a new end 
point to quantify those 2 aspects together—to 
continue to improve survival for patients while 
also focusing on how they are spending their 
time. That’s how TFS came to be.”

In the retrospective study, investigators analyzed 
data of 550 patients who received the check-
point inhibitor combination and 546 patients who 
received sunitinib. All patients had not undergone 
any treatment for advanced renal cell carci-
noma prior to the CheckMate 214 trial and were 

randomized 1:1 to receive either treatment.
If patients were randomized to immuno-

therapy, they received 3 mg/kg of nivolumab 
and 1 mg/kg of ipilimumab intravenously 
every 3 weeks for 4 doses followed by 3 mg/
kg of nivolumab every 2 weeks. If patients were 
randomized to targeted therapy, they received
50 mg of sunitinib orally once daily for 4 weeks 
of every 6-week cycle. Treatment continued 
until progressive disease or unacceptable toxicity.

Findings indicated that 52% of intermedi-
ate/poor-risk patients who received nivolumab 
plus ipilimumab were alive at 42 months, vs 39% 
who received sunitinib. Of these patients, 18% 
and 5% survived treatment-free, respectively. 
Seventy percent of favorable-risk patients who 
received nivolumab plus ipilimumab were alive 
at 42 months, vs 73% who received sunitinib. 
Of these patients, 20% and 9% survived treat-
ment-free, respectively.

Regan et al noted in the analysis that “mean 
TFS with grade [3 or greater] treatment-related 
adverse events [TRAEs] was a small proportion 
of time for both treatments.” Speci� cally, the 
mean TFS with TRAEs of 3 or greater was 0.6 
months after checkpoint combination treatment 
versus 0.3 months after targeted therapy for 
patients with intermediate/poor-risk advanced 
RCC. It was 0.9 months and 0.3 months for 
favorable-risk patients, respectively.

“This analysis is very patient-centered, and 
the implications of this work are that we have a 
new way to assess the value of new treatments 
to patients when we do clinical trials,” Regan 
said. “We knew from the previous CheckMate 
214 analysis that nivolumab plus ipilimumab 
improved survival compared with sunitinib; now 
we are able to compare the way patients spent 
that overall survival time on these 2 different 
treatment approaches, and I think having this 
information is an important complement to the 
original trial results.” •
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Nivolumab plus ipilimumab may boost 
treatment-free survival in advanced RCC
Nearly 3-fold improvement in mean TFS is observed at 42-month follow-up

“We knew from the previous 
CheckMate 214 analysis that 
nivolumab plus ipilimumab 
improved survival compared 
with sunitinib; now we are 
able to compare the way 
patients spent that overall 
survival time on these
2 different treatment 
approaches, and I think 
having this information is 
an important complement 
to the original trial 
results.”
MEREDITH REGAN, SCD
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Urinary urgency was associated with an 
increased risk of falling in older adults 
with overactive bladder (OAB), accord-

ing to a study by Canadian investigators.1,2

“Falls are the leading cause of accidental 
death in seniors, and many people don’t know 
that having bladder control problems makes 
you about twice as likely to fall over,” William 
Gibson, MBChB, MRCP, PhD, lead author 
of the study and assistant professor of geriat-
ric medicine at the University of Alberta in 
Canada, said in a news release. “There’s not 
previously been a lot of evidence that treating…
incontinence reduces risk of falling. So this is a 
jumping-off point, because now we’ve demon-
strated that the sensation of urgency is a source 
of distraction.”

The study included 27 patients from Alberta 
who had received a clinical diagnosis of OAB. 
There were 22 women and 5 men, and the mean 
age at baseline was 75 years (range, 65-87). For 
the study, investigators assessed the patients 
using 3-dimensional instrumented gait anal-
ysis under 3 conditions: when the patient had 
an empty bladder (normal conditions), as the 
patient was simultaneously doing a basic cogni-
tive test (n-back test), and when the patient 
experienced urgency. The investigators then 
compared temporal-spatial gait and kinematic 
gait data for each condition.

The results showed that there was a decrease 
in gait velocity from 1.1ms-1 with an empty blad-
der to 1.0ms-1 when experiencing urgency and 
0.9ms-1 when being distracted (P = .008 and
P < .001, respectively). There was also a decrease 
in stride length in the 3 conditions from 1.2m 
to 1.1m and 1.0m, respectively (P < .001 for both 
decreases). The investigators also noted that 
detrusor overactivity had no effect on the 
results (P = .77).

“This is pretty good evidence that people 
with incontinence are being distracted by their 
bladders, which means that they’re less able to 
concentrate on walking,” Gibson said. “Being 
balanced and walking require some cognitive 
inputs, and for young, healthy people, they don’t 
have to think about walking. But when you’re 
older, with changes to the brain, it requires 
more cognitive input to maintain balance. If 

you’ve then got a distracting 
factor of your bladder, it makes 
you more likely to fall.”

Going forward, Gibson 
hopes his research leads to 
a greater awareness among 
health care professionals and 
patients about the association 

between incontinence and balance.
“This is the � rst time the link between bladder 

urgency and falling risk has been demonstrated, 
and it’s nice to be challenging the precon-
ceived notion that the reason people are falling 
is because they’re running for the toilet,” Gibson 
said. “I think we’ve really put that one to bed and 
shown that it’s much more complicated than that. 
It opens up a big � eld of potential research, which 
we’ll be doing more of moving forward.” •
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Bladder urgency is linked to increased 
risk of falling in older adults  
Research identifi es urgency as “a source of distraction,” investigator says

GIBSON

BY BENJAMIN P. SAYLOR

Investigators from the University of Houston, 
Texas, report varying risk of overactive blad-
der (OAB) in patients taking cholinesterase 
inhibitors (ChEIs) for dementia and Alzheimer 
disease; in particular, OAB risk was increased 
in patients taking donepezil vs rivastigmine.1,2

The new user retrospective cohort study was 
conducted using Medicare claims data involv-
ing Parts A, B, and D claims data set from 2013 
to 2015. The investigators evaluated a total of 
524,975 adults 65 years and older with 
dementia who were using donepezil, galan-
tamine, or rivastigmine. 

The study’s primary outcome of interest was 
OAB diagnosis or prescription of antimus-
carinics or mirabegron within 6 months of initi-
ating treatment with a ChEI.

The investigators reported that 5.07% of the 
cohort received a diagnosis of OAB/antimus-
carinic or mirabegron prescription within 6 
months of receiving a prescription for a ChEI.

“The Cox regression model with [propensity 
scores] as covariate approach found that 
donepezil use increased the risk of OAB com-
pared to rivastigmine (adjusted HR, 1.13; 95% 
CI, 1.08-1.28; P < .00001),” the authors wrote.
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OAB risk varies in patients taking 
cholinesterase inhibitors
for dementia
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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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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.
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ORGOVYXTM and its associated logo are trademarks of Myovant Sciences GmbH. 
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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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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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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.
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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

Issued: December 2020
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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.
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Prostate-speci� c antigen (PSA)-based screening and 
detection of prostate cancer has remained an active 
area of research and debate since its widespread utiliza-

tion began more than 3 decades ago. The imbalance between 
bene� ts and harms (overdetection and overtreatment) asso-
ciated with PSA-based cancer detection, as gleaned from the 
early results of 2 large trials, resulted in the US Preventive 
Services Task Force (USPSTF) giving a grade D recom-
mendation in its guideline—ie, recommending against 
PSA-based screening—in 2012. A reassessment of the bene� ts 
of PSA-based screening in 2017, supported by long-term data 
from clinical trials, resulted in an upgrade of the USPSTF 
recommendations to grade C. The guidance was applica-
ble only to men aged 55 to 69 years, with an individualized 
decision to undergo periodic PSA-based screening after a 
discussion of the potential bene� ts and harms. The USPSTF 
guidance did not address screening in men younger than
55 years and recommended against PSA-based screening for 
men 70 years and older.  

A study by Leapman et al sought to evaluate the association 
between the current USPSTF grade C recommendation and 
national rates of PSA testing.1 The authors queried the adminis-
trative claims database Blue Cross Blue Shield Axis. Their goal 
was to identify patterns of testing in the age group
(55-69 years) speci� cally addressed by the USPSTF guideline as 
well as among those men who are outside the recommended age 
range (40-54 years and 70-89 years). 

From January 1, 2013, to December 31, 2019, PSA testing 
trends were studied in male bene� ciaries aged 40 to 89 years. 
The overall median number of eligible bene� ciaries for each 
bimonthly period was 8,087,565, more than 50% of whom were 
aged 40 to 54 years. The median number of eligible bene� -
ciaries in the group aged 55 to 69 years was 3,372,772, and the 
median number of men in the group 70 to 89 years was 148,195.

For the entire cohort of patients aged 40 to 89 years, the 
mean rate of PSA testing increased from 32.5 per 100 person-
years in 2016 to 36.5 per 100 person-years in 2019 (P < .001), 
an absolute and relative increase of 4.0% and 12.5%, respec-
tively. For the groups speci� ed in the USPSTF statement, 
men aged 55 to 69 years, the mean rate of PSA testing 
increased from 49.8 per 100 person-years in 2016 to 55.8 per 
100 person-years in 2019 (P < .001), corresponding to an abso-
lute and relative increase of 6.0% and 12.1%, respectively. 
Among the group of men aged 40 to 54 years, the mean rates 
of testing increased from 20.6 per 100 person-years in 2016 to 
22.7 per 100 person-years in 2019 (P = .001), an absolute and 

relative increase of 2.1% and 10.1%, respectively. 
For the group of men aged 70 to 89 years, rates of PSA test-

ing increased from 38.0 per 100 person-years in 2016 to 44.2 per 
100 person-years in 2019 (P < .001), representing an absolute and 
relative increase of 6.2% and 16.2%, respectively. The largest 
absolute increase in PSA testing was noted in the group aged
70 to 74 years (8.2%; P < .001), and relative increases in PSA test-
ing were observed in all subsets of patients 70 years or older.

The data presented by the authors clearly demonstrate that 
changes in the USPSTF’s prostate cancer screening guideline 
from a grade D to grade C recommendation (for men aged
55-69 years) was associated with an increase in PSA testing in 
all age groups. Despite maintaining a grade D recommenda-
tion (do not screen) in men 70 years or higher, this age group 
demonstrated the largest (up to 16.2% relative) increase in PSA 
testing. Although no speci� c recommendations were made 
for younger men between ages 40 and 54 years, a signi� cant 
increase in PSA testing was also noted in this group. 

A nuanced approach to PSA-based screening requires 
assessment of life expectancy and a discussion of risks and 
bene� ts of screening prior to PSA testing. It is a lot easier to 
include statements in guidelines regarding proper counsel-
ing, and shared decision-making, than it is practical in real 
life. Who should be responsible for the added requirement of 
thorough counseling? Should it be the urologists, who tend to 
favor PSA screening, or the primary care providers, who order 
the vast majority of screening PSA tests? Regardless, it is safe 
to state that PSA tests are obtained by both primary provid-
ers and urologists without speci� c or suf� cient counseling to 
satisfy the intent of the guidelines.

Several advances have been made since the 2012 USPSTF 
grade D recommendation. Risk calculators, additional biomark-
ers, genomic tests, multiparametric MRI with targeted biopsy, 
and increasing adoption of active surveillance have transformed 
the landscape of prostate cancer detection and treatment. What 
was once thought of as a linear inevitability of PSA test result-
ing in biopsy, overdetection, overtreatment, and complications 
has been curbed to some extent over the past decade. We have 
the ability to apply the brakes at any of these steps along the 
PSA screening paradigm to mitigate the harms associated with 
increased PSA testing. •
REFERENCE
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Among patients with prostate cancer 
who underwent radiation therapy (RT), 
Black men demonstrated higher success 

rates compared with White men, according to 
results from a meta-analysis performed at the 
University of California, Los Angeles, Jonsson 
Comprehensive Cancer Center.1,2

“Although previous studies have shown that 
death due to prostate cancer was similar for 
Black men and White men—provided there 
is equal access to care and standardized treat-
ments—death from prostate cancer often is the 
culmination of many years of multiple salvage 
therapies, and prostate cancer mortality does 
not intrinsically capture initial responsiveness to 
primary therapy,” said study author Martin Ma, 
MD, PhD, radiation oncology resident at the 
University of California, Los Angeles, in a news 

release. 
“Here we studied early 

metrics of response to treat-
ment, including biochemical 
recurrence (prostate-spe-
ci� c antigen rise above a 
threshold) or development 
of distant metastasis in men 

with localized prostate cancer, which is also the 
predominant disease state patients present with. 
This information will help us identify potential 
drivers and mitigators of disparities in prostate 
cancer care,” Ma said.

In this study, data were collected from
7 randomized clinical trials run by the NRG 
Oncology/Radiation Therapy Oncology Group 
between January 1, 1990, and December 31, 
2010. These trials assessed patients who under-
went de� nitive RT with or without short- or 
long-term androgen deprivation therapy. The 
data of patients who identi� ed themselves as 
Black or White were extracted. Patients with 

node-positive disease were excluded from the 
assessment.

Of the 8814 enrolled patients, 18.5% (n = 1630) 
were Black and 81.5% (n = 7184) were White. 
The mean age of this population was 69.1 years, 
and for surviving patients, the median follow-up 
was 10.6 years (IQR, 8.0-17.8).

The primary end points were biochemical 
recurrence (BCR), distant metastases (DM), and 
prostate cancer–speci� c mortality (PCSM).

Unadjusted Fine-Gray competing risk models 
were used by investigators to estimate the cumu-
lative incidences of end points, with death as the 
competing risk. In addition, Cox proportional 
hazard models and subdistribution hazard ratios 
(sHRs) were used to evaluate the association 
between race and end points.

Although Black men showed higher high-risk 
disease features at enrollment, results before 
adjustment found that they were less likely to 
experience BCR (sHR, 0.88; 95% CI, 0.58-0.91), 
DM (sHR, 0.72; 95% CI, 0.58-0.91), or PCSM 
(sHR, 0.72; 95% CI, 0.54-0.97). Even after 
adjustment, there was still a signi� cant associa-
tion between Black patients and improved BCR 
(adjusted sHR, 0.79; 95% CI, 0.72-0.88; P < .001), 
DM (adjusted sHR, 0.69; 95% CI, 0.55-0.87;
P = .002), and PCSM (adjusted sHR, 0.68; 95% 
CI, 0.50-0.93; P = .01).

“These results provide high-level evidence 
challenging the common belief that Black men 
who [receive a diagnosis of] prostate cancer will 
necessarily have a worse prognosis than White 
men,” coauthor Amar U. Kishan, MD, said in 
the news release.

“This is especially important because an 
unfounded belief can inadvertently contrib-
ute to ‘cancer injustice,’ leading to the use of 
more aggressive treatments than might be neces-
sary—potentially reducing quality of life—and 
diverting attention away from other important 
factors that can in� uence outcome, includ-
ing access to more comprehensive health care,” 

added Kishan, an associate professor and vice 
chair of clinical and translational research and 
chief of the Genitourinary Oncology Service for 
the Department of Radiation Oncology at the 
David Geffen School of Medicine.

Other � ndings included no signi� cant differ-
ences in time to all-cause 
mortality (HR, 0.99; 95% 
CI, 0.92-1.07) or other-cause 
mortality (sHR, 1.03; 95% CI, 
0.95-1.12; P = .50).

Limitations were possible 
residual confounding from the 
post hoc analysis, self-identi-

� cation of race, and unstandardized post-BCR 
and post-DM salvage therapies. The investiga-
tors also did not have the ability to adjust the 
study based on data for other prognostic vari-
ables because it was unavailable.

In commenting on the overall results of the 
study, the authors concluded, “These results do 
not suggest that there are no biological differ-
ences that might drive differences in prostate 
cancer incidence between racial groups. In fact, 
it is possible that the association with differen-
tial treatment response that is noted might be, at 
least in part, explained by differences in underly-
ing biology.” •
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Sexual Dysfunction     QUESTION & ANSWER

U rology Times® is celebrating its 50th 
anniversary in 2022. To mark the occa-
sion, we are highlighting 50 of the top 

innovations and developments that have trans-
formed the � eld of urology over the past 50 
years. In this installment, Amy M. Pearlman, 
MD, interviews Mohit Khera, MD, MBA, 
MPH, on how advancements in testosterone 
therapy have changed treatment modalities 
across urology, providing patients with more 
ef� cacious and individualized care. Khera is a 
professor of urology, director of the Laboratory 
for Andrology Research, and medical director 
of the Executive Health Program at the McNair 
Medical Institute at Baylor College of Medicine 
in Houston, Texas. Pearlman, a member of the 
Urology Times® Editorial Council, is a clinical 
assistant professor of urology and the director 
of the Men’s Health Program at the Roy J. and 
Lucille A. Carver College of Medicine at the 
University of Iowa in Iowa City.

PEARLMAN: [Although] there are so many 
innovations that have occurred, I think testos-
terone therapy is one of the greatest innovations 
that has not only occurred within urology but 
also, perhaps, within health care. In terms of 
testosterone and innovation, what makes this 
advent of testosterone therapy in men a top 
innovation in urology?

KHERA: When many patients think about 
testosterone, they think about bodybuilding 
and lifting weights, but the reality is that testos-
terone affects almost every facet of our body. 
Testosterone can affect our bones, in terms 
of bone mineral density, [and] it can affect 
cognition, muscle mass, fat deposition, and 
depression. In addition, endogenous testoster-
one can affect fertility and the body’s ability 
to make sperm. We know testosterone is also 
important for erectile function and libido, [and] 
we know it can help patients with anemia [by 
increasing] erythrocytosis in a positive way, so 
there are many bene� ts of testosterone. We also 
know testosterone stimulates stem cell produc-
tion within the bone marrow. Testosterone is 
not just about bodybuilding and erections.
It’s about all facets of men’s health.

PEARLMAN: Let’s talk about how testoster-
one therapy has been part of that innovation 
in urology. One of the biggest ways is how our 
thinking has changed in terms of its safety 
and ef� cacy in special populations, so let’s talk 
about the use of exogenous testosterone in men 
with prostate cancer.

KHERA: I’ll have to put this in the context 
of a story. When I started my residency in 
2000, we were taught testosterone was danger-
ous. In fact, [we were taught] testosterone may 
increase the risk of prostate cancer recurrence, 
particularly in men who had a history of a pros-
tatectomy. Slowly, after several publications, 
we started realizing testosterone may not be 
as dangerous. Later, we started seeing stud-
ies [come] out showing testosterone may have 
a protective role. In other words, some studies 
demonstrated that those men who had normal 

testosterone levels were much 
less likely to have a biochem-
ical recurrence than those 
patients who had low testos-
terone levels. In 2015, the 
most fascinating studies came 
out of [The John Hopkins 
University] by [the group led 

by Sam Denmeade, MD], where they were 
using high doses of testosterone combined 
with [an] antiandrogen to treat men with meta-
static prostate cancer.1 Can you imagine giving 
[testosterone to] men with metastatic pros-
tate cancer to help reduce the [prostate-speci� c 
antigen levels] and decrease metastatic disease? 
In fact, Denmeade’s group recently published a 
study this year, called the TRANSFORMER 
trial [NCT02286921], comparing enzalutamide 
[Xtandi], which is a treatment option in men 
with castrate-resistant prostate cancer, vs high 
doses of testosterone.2 They found similar ef� -
cacy between both treatments. So, again, [there 
are] some paradigm-changing events going on 
with testosterone and prostate cancer.

PEARLMAN: We were told that by adding 
testosterone to these regimens, it’s like adding 
fuel to the � re. So when it comes to testos-
terone and those with prostate cancer, it’s 

turned a 180. [It’s] completely different [and] 
no longer harmful but perhaps protective in 
certain populations.

KHERA: I agree. I would say, intuitively, I believe 
that. However, I want to go back to the American 
Urological Association [AUA] guidelines. The 
2018 AUA guidelines are very clear. The guide-
lines state that men should be noti� ed that 
testosterone therapy does not increase the risk 
of prostate cancer. That is a strong recommen-
dation by the AUA. However, the guidelines go 
on to state that in men with a history of prostate 
cancer [who have undergone] radical prostatec-
tomy [and/or] radiation—the risk-bene� t ratio 
has not yet been de� ned. In other words, we 
don’t know. I will tell you that if you survey urol-
ogists today, many [of them] are treating select 
patients with a history of radical prostatectomy 
and radiation. However, I think it is important to 
note we do not have a randomized, placebo-con-
trolled trial to fully assess the true safety.

PEARLMAN: Let’s talk about testosterone in 
those with heart disease—something similar, 
where our thinking about adding testosterone in 
these patients has completely changed. How has 
that been innovated over the past 50 years?

KHERA: The paradigm has shifted. If you look 
at the literature before 2010, [most] studies 
suggested that giving testosterone to men did 
not increase the risk of a cardiovascular event. 
In fact, many of those studies demonstrated 
that giving testosterone may decrease the risk 
factors associated with a heart attack, such as 
diabetes, obesity, [and] metabolic syndrome. 
However, in 2010 to 2014, there were several 
studies that suggested that testosterone may 
increase cardiovascular risk. There were only 
4 studies, and suf� ce it to say, there are some 
signi� cant limitations with those studies. But 
since those studies, the FDA has requested a 
large 6000-patient, randomized, placebo-con-
trolled trial called the TRAVERSE trial 
[NCT03518034]. This study is expected to end 
in June 2022. The primary end point is [major 
adverse cardiovascular events], and I’m very 
excited [to] see the results of this study.

Innovations in testosterone therapy
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PEARLMAN: Lastly, let’s talk about innova-
tions with testosterone delivery and formulation. 
When you started—you said in the mid-2000s—
what formulations were you using then, and what 
are the options now?

KHERA: The treatment options for testoster-
one have exploded over the past 20 years. When 
I started my practice, there were only 2 gels—we 
gave patients [either] AndroGel or Testim. We 
would also give patients injections and some would 
use the patches. [Testopel came] in 2008 [and Aveed 
came] soon after—long-acting injectables. We 
now have [a] tremendous amount of gels—intrana-
sal gels, under-the-arm solutions, inner thigh gels, 
and shoulder gels. We now have 1 oral testosterone 
medication on the market, and a second one is set 
to come out in March 2022, so patients now have a 
lot of testosterone treatment options.

PEARLMAN: Let’s summarize here. When it 
comes to the past 50 years of innovations in urol-
ogy and health care, testosterone is at the top. 
What I’m hearing from you is that [how we use 
testosterone has] drastically changed, in terms 

of special populations. And 
[although] the research is still 
ongoing and we have a lot more 
to learn, our initial thinking was 
wrong, and that has changed even 
over the past 10 to 15 years. It’s 
an exciting � eld. Then in terms 
of how we deliver testosterone, 

[there are] so many different options here. Is there 
anything else you want to add to that discussion?

KHERA: I completely agree with you, and one 
important thing we should always realize is that 
giving testosterone to men is a natural contracep-
tive. So, it’s unfortunate, but many patients will 
come to our clinic with infertility and someone 
has put them on testosterone. Using testoster-
one can lead to infertility. There are medications 
that raise endogenous natural testosterone, such 
as Clomid, human chorionic gonadotropin, [or] 
Anastrozole. However, we also know lifestyle 
modi� cation can also increase natural testoster-
one levels, [such as] losing weight. In fact, a 10% 
weight loss can increase serum testosterone by 
almost 95 ng/dL. A 15% weight loss can increase 
serum testosterone levels by almost 250 ng/mL.

PEARLMAN: I think the more important point 

is [that] the innovation is understanding testos-
terone is critical and whether it’s giving someone 
exogenous testosterone or educating them in 
a way to help optimize their own testosterone 
production. Perhaps that is the real innovation—
just understanding the importance of hormones 
in men.

KHERA: You’re right, and I believe the way of 
the future is to help men raise their own endog-
enous testosterone in more creative ways. The 
most exciting studies I’ve seen are with stem cells. 
These studies look at taking Leydig stem cells, 
injecting them back into the testicular tissue, and 
having that man, once again, produce his own 
natural testosterone. I don’t think we’re far away, 
and this is a very exciting � eld in testosterone. •
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Although the � eld of sexual medi-
cine continues to bridge the 
gender gap, women in this subspe-

cialty are still encountering challenges 
to gaining the visibility and respect 
they deserve in parallel with their male 
colleagues. This is a phenomenon that 
not only applies to practitioners, but 
also affects the urologic patients who are 
receiving their care. 

Akanksha Mehta, MD, MS, associ-
ate professor of urology and director of 
the urology residency training program 
at Emory University School of Medicine 
in Atlanta, Georgia, presented the 
lecture “Challenges Facing Women in 
Sexual Medicine” during the 2021 Sexual 
Medicine Society of North America 
(SMSNA) Annual Meeting, in which she 
highlighted many of the gender-related 
issues in the � eld.1

“There are very few women in urology, 
and then even fewer in sexual medicine.…
Finding mentors and role models [who] 
already exist in the � eld is a little bit harder 
for the residents seeking to have fellowship 
training in this arena and then to even start 
practice in this arena,” Mehta said.

“Unfortunately, there’s also this prob-
lem with patients being inappropriate 
toward women physicians. I think all of us 
who have trained in this � eld in urology 
in general, but particularly sexual medi-
cine, [know that] misogynistic and sexist 
comments are pretty common,” Mehta said.

“Female urologists have lower salaries,” 
added Mary K. Samplaski, MD, assistant 
professor of urology and director of male 
infertility, andrology, and microsurgery at 
the Institute of Urology at University of 
Southern California, Los Angeles. “[They] 
are more likely to pursue fellowships in 
female pelvic medicine or [pediatrics], 
they are less likely to be represented in 
academic urology journals, and when 
they are represented, it’s more likely to be 
in administrative roles and lesser edito-
rial roles. They’re [also] less likely to be 
promoted to full professor status. And so…
it perpetuates this culture of urology being 
a boy’s club.”

“One of my husband’s family members 
who was a little bit older [and] a physician 

BREAKING GENDER 
BARRIERS IN SEXUAL 

MEDICINE
Five women urologists in sexual 

medicine share their experiences 
in providing care

by Janelle Hart
Assistant Editor, Urology Times®
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was � ummoxed when he learned that I was a 
urologist,” Samplaski continued. “A female urol-
ogist did not happen in his era.”

In addition to the systemic challenges that 
women in sexual medicine face, there are also 
challenges pertaining to bias and perception. 
Male patients often apply their societal biases and 
personal insecurities toward female urologists, 
which affects their willingness to receive care.

“Sometimes we are faced with this situation 
where patients may think, ‘Gosh, I’m seeing a 
female physician for this particular issue. Are 
they going to understand what it is that I’m 
really going through?’” Mehta said.

Other common preconceptions involve 
patients “[thinking of] the female clinician as 
being more [of] a motherly � gure…[in which] 
the expectations for sitting and listening are 
higher, even though we have the same time 
constraints as our male colleagues,” said Ashley 
G. Winter, MD, urologist at Kaiser Permanente, 
Oakland, California. 

In cases of infertility, “there may be this worry 
on behalf of the men that as a female physician 
I’m going to be on the side of the female part-
ner,” Samplaski said.

HOW WOMEN ARE MOVING THE FIELD OF 
SEXUAL MEDICINE FORWARD

Given the wide range of challenges that exist for 
women clinicians in sexual medicine, there is no 
clear solution. 

“Here [we] are with the knowledge base and 
the skill set to do just as much as [our] male coun-
terparts,” said Denise Asafu-Adjei, MD, MPH, 

urologist and medical director of male reproduc-
tive medicine at Loyola University in Chicago, 
Illinois. “But I think it’s a hard line to navigate 
because you do want to respect people’s comfort 
levels, and certainly their belief systems.” 

Today, more female urologists are break-
ing barriers to diversify the � eld and the care 
they provide. It’s important to acknowledge the 
unique set of skills that women providers have 
and use them to an advantage.

“It’s hard to change [a patient’s] conception 
until they go in,” Winter said, “but once they’re 
there, I don’t really think there’s a barrier. And 
I say that because patients will be comfortable 
with something if their clinician is comfortable 
with it.”

Looking at how female urologists have 
sparked innovation in the space, Mehta noted, 
“I think the approach to sexual medicine has 
changed very much as more women have 
entered the � eld. We’ve been more inclusive, for 
example, not focusing just on male sexual func-
tion, but also female sexual function and the 
function of that coupled together. We’ve also 
become more inclusive in terms of who we are 
treating….These types of conversations just 
didn’t come up before.”

“I think women physicians in particular have 
this ability to communicate and connect with 
their patients at a level that is different from 
their male colleagues,” Mehta continued. “This 
has been shown repeatedly in the medical liter-
ature, urology, and elsewhere. [In general] we 
spend more time with our patients, we do a lot 

more counseling and education for our patients 
than our male colleagues do, and we are able 
to build more long-term relationships with our 
patients than our male colleagues do. So recog-
nizing those unique abilities that women bring 
into the � eld of medicine, I think, is key.”

“My hope is that I gain more of a reputation, 
[through] all those patients who said, ‘Oh my 

God, I wouldn’t have wanted to talk to a woman 
about this, but she was awesome,’” said Winter. 
“As that reputation grows, that really serves 
within our community to change that narrative 
of who can be the person caring for these issues.”

Another helpful tool for women physicians is 
education—learning about resources such as the 
SMSNA, Society for Women in Urology, and 
International Society for the Study of Women’s 
Sexual Health, and then educating colleagues 
and patients on appropriate behaviors, laws, and 
other principles that support women in sexual 
medicine and reinforce the most ef� cient care for 
urologic patients.

For some, education includes learning 
about the way that gender is perceived. Amy 
M. Pearlman, MD, clinical assistant profes-
sor of urology and director of the men’s health 
program at University of Iowa Health Care in 
Iowa City, said, “[Men] don’t have it easier. In 
some ways they do—maybe in the workplace 
they have it easier sometimes—but they have the 
same insecurities we have, they have the same 
body con� dence issues that we have, they want to 
succeed in the workplace, and they’re comparing 
themselves to other people, too. They’re anxious, 
they’re stressed, they’re depressed, they’re over-
weight. We are all the same…[Although] gender 
is really important, it’s also very unimportant.”

For others who pursue educating their 
colleagues, that means relaying a clear message: 
“If you are a man [organizing a conference,] if 
you have the choice of selecting speakers and 
panelists, [think about] about more women 
who can help with that.…Those kinds of ally-
ship behaviors are what really moves the needle,” 
Asafu-Adjei said.

Regardless of the individual experiences 
that women practitioners face in sexual medi-
cine, which can be positive or negative and vary 
widely, many agree that they present opportu-
nities for learning and communicating. This 
is especially true given the fact that male prac-
titioners, female practitioners, and patients all 
have the same goal.

“At the end of the day, people just want to see 
someone who listens to them,” Pearlman said. •
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 Is there a relationship between climate 
change and kidney stones? Recent fi nd-
ings suggest so. Gregory E. Tasian, MD, 
MSc, MSCE, and Jason Kaufman coauthored 
a study that investigated the association 
between kidney stone presentations in 
South Carolina under 2 diff erent climate 
change scenarios.1 The results refl ect signifi -
cant and increasing projections over the next 
century. Tasian is an associate professor of 
surgery and epidemiology at the University of 
Pennsylvania Perelman School of Medicine, a 
pediatric urologist at the Children’s Hospital 
of Philadelphia, and director of the Pediatric 
KIDney Stone Care Improvement Network, 
and Kaufman is a medical student at the 
University of Pennsylvania Perelman School 
of Medicine in Philadelphia, Pennsylvania.

Q. Please discuss the background
 for this study.
Tasian: We’ve known for over 30 years that 
there’s been an association between high ambi-
ent temperatures and kidney stones. A study in 
the 1980s described the kidney stone belt in the 
United States extending from the Southeast into 

the Southwest, and that the 
higher prevalence [was] associated 
with higher ambient tempera-
tures. However, we didn’t fully 
understand what that precise rela-
tionship was between heat and 
the risk of presenting with stones. 

Over the past [7 to 8] years, my group has been 
focused on de� ning that precise association and 
relationship, which we’ve done. Then the natu-
ral question became: As the world warms and 
we’re all experiencing more of these extreme daily 
temperatures, what will the impact be on the risk 
of presenting with kidney stones?

Kaufman: The main question we wanted to 
answer was what the impact of future climate 
under different scenarios of climate change 
would have on the incidence of kidney stone 
disease, using South Carolina as a model.

Q. What were the notable fi ndings of this 
study? Were any of them surprising to either 
of you or your coauthors?
Kaufman: The key � ndings of this study 
[were] that we quanti� ed both the incidence of 
kidney stone disease from 2025 through 2089, 
as well as the associated costs of that increased 
disease burden. What’s interesting, especially 
about this study, is that we looked at 2 pathways 
of climate change: one that was more of a “worst 
case scenario” pathway without any changes to 
our current use of greenhouse gases or land, 
and one estimate that was more conservative, 
[taking] into account likely future policies that 
would mitigate anthropogenic greenhouse gases 
and climate change.

Tasian: Stepping back from the speci� c 
results, I think we learned from this study that 
climate change is going to have a direct impact 
on human health. We tend to conceptualize the 
impact of climate change in somewhat abstract 
ways. Sea level rise, which certainly can and 
will be devastating, but it’s somewhat of an 
abstract concept. The loss of polar ice [and] 
extreme weather events [are] certainly things 
that we’re living through right now, and I think 
this study adds to that narrative that the impact 
of climate change is real. 

Q. How does this research build on previ-
ous studies on the relationship between 
kidney stones and climate change?
Kaufman: The group that Tasian has been 
working with for the past couple of years has 
looked at the precise relationship between 
temperature, humidity, and kidney stone risk. 
Previous studies [have shown] that that risk 
differs slightly in different geographic regions of 
the US, which can likely be extrapolated to other 
parts of the world as well. This study builds on 
those previous studies because we used a similar 
methodology of determining the precise rela-
tionship between ambient climate and kidney 
stone disease risk in the region of interest. 

Tasian: One of the initiation points for 
this study was building on the elegant work 
of Peggy Pearle[, MD, PhD], that was done 
in 2008.2 She, Tom Brikowski[, PhD], and 
[Yair Lotan, MD], had published a paper 
in [the Proceedings of the National Academy of 
Sciences] that had a similar objective to proj-

ect the impact of climate 
change on the prevalence of 
kidney stones in the United 
States under different climate 
change scenarios. That really 
brought this question into the 
national spotlight. What we 
did was use those relation-

ships that Kaufman de� ned to provide some 
precision to those projections. So, rather than 
having a hypothesized relationship, we could 
use what that known relationship [between 
daily temperatures and kidney stone presenta-
tions] is.

Q. What is the take-home message?
Tasian: Kidney stones are a rapidly growing 
problem in the United States. The preva-
lence of kidney stones has increased more than 
80% over the past 30 years, and the epidemi-
ology has changed such that it’s beginning at 
a younger age now. That gender gap has all 
but disappeared. When you add to that already 
increasing prevalence, the impact of climate 
change will mean that more individuals, proba-
bly both children and adults, will be living with 
kidney stones, many over the course of their 
lives. So, I think that clinically, this problem 
that we see all the time now will become that 
much more frequent. •
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CURTIS A. PETTAWAY, MD

Huggins Medal recipient re� ects 
on those who came before him
The Society of Urologic Oncology awarded Curtis A. 
Pettaway, MD, the 2021 Huggins Medal for achieve-
ment and contributions in the fi eld of urology. In an 
interview with Urology Times®, he refl ected on what 
innovations and research led up to this point. 

Q. As the fi rst Black recipient of the Society of Urologic 
Oncology’s 2021 Huggins Medal, what does this honor 
mean to you?
A. I took a while to re� ect on it. At � rst you’re shocked 
and humbled that you get this recognition. Looking at the 
broader context, I realized I needed to think a little bit more 
deeply about how I got to where I’m at. Also, from the stand-
point of looking at those who came before me, one of the 
things I wanted to bring out in the Huggins Medal Lecture 
was the fact that R. Frank Jones, MD, was the � rst Black 
board-certi� ed urologist, in 1936.1 This was at a time when 
[Black individuals] were denied training in subspecial-
ties, so this was quite an achievement for him, and kudos 
to the American Urological Association for certifying him. 
And so, when I look at somebody like this who during his 
career trained 80% of the practicing Black urologists, that 
was a tremendous feat. I stand on the shoulders of some-
body like that. I’m here today because of people who went 
before me. It was very touching to be able to bring that out 
and to let others know that because of people who endured 
many unimaginable trials, we as the next generation of Black 
urologists are able to come into the � eld, make discoveries, 
move the � eld forward, and be recognized. I was humbled 
for many different [reasons]. I believe that this is, of course, 
a harbinger of what is to come—those of underserved back-
grounds will be given opportunities and be featured in our 
organizations.

Q. What advice would you give to urologists starting 
out in their careers?
A. In terms of looking at your career, especially in urologic 
oncology, it’s important to listen to your patients and 
develop questions that really are relevant to your areas of 
interest and areas that will advance our knowledge in treat-
ing patients. If you do that, then what you want to do is you 
want to read, you want to become the expert in that area, 
know what is known, know what is not known, [so] you can 
formulate your research questions. The next thing I would 
say is get a mentor, get someone who’s gone before you and 
has made signi� cant advances in the � eld. They’ve overcome 

challenges [and] they probably have been able to achieve 
funding [and] develop all types of resources to answer ques-
tions. They can shorten your learning curve and help you 
overcome some of the challenges that will surely come if 
you’re going to advance in the � eld and answer your speci� c 
questions. I think that formulating questions, reading, 
mentorship, all those things are really important.

Q. What advice would you give to a medical student of 
color who is considering pursuing urology as a specialty?
A. First of all, the area of medicine is huge. And if you’re 
thinking about urology, then I would do get exposure 
as early as possible—hang around the urologists at your 
institution, see what they do, ask yourself whether this is 
interesting to you. Also check out some of the other surgi-
cal subspecialties and medicine subspecialties to make sure 
that you’re more of a “surgical type” versus a “medical 
type.” Once you decide that you like the surgical experience, 
then it’s a good idea to check out some of the other surgical 
subspecialties to make sure you really do want to do urology. 
And then, if you decide, “OK, I really want to do urology,” 
I would talk to the urology staff at your institution and see 
whether they have any interesting research projects that they 
need help with. This will allow you to gain more experience 
and become knowledgeable about a subject. Furthermore, 
if you do a good job, you’ll also have a source for a good 
recommendation by working with that staff member. •
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In this video, Curtis A. Pettaway, MD, discusses the contributions and 
achievements that led him to receive the Society of Urologic 
Oncology’s 2021 Huggins Medal.
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in the fi eld of urology
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2021 Society of Urologic Oncology Annual Meeting Recap   

JASON M. BRODERICK, JAMIE CESANEK, 
LINDSAY FISCHER, AND BENJAMIN P. SAYLOR

T he 2021 Society of Urologic Oncology 
meeting was held December 1 to 3 in 
Orlando, Florida, and Urology Times® 

was onsite providing written and video cover-
age of the proceedings. Here are some highlights 
from the meeting. To access Urology Times®’ full 
coverage of the meeting (including references), 
go to https://www.urologytimes.com/confer-
ence/suo and https://www.urologytimes.com/
conference/suo-prostate-cancer.

URINE CYTOLOGY NGS COMPARABLE 
TO TUMOR BIOPSY IN IDENTIFYING  
UTUC MUTATIONS 
Next-generation sequencing (NGS) via urine 
cytology specimens may represent a valid, 
minimally invasive profiling tool for assess-
ing genomic alterations in upper tract urothelial 
carcinoma (UTUC), study results show.

Specifically, investigators concluded that the 
overall success rate of NGS of urine cytology 
specimens from UTUC was 86% and that the 
derived genomic profiles were similar to those 
obtained via ureteroscopic biopsies and radical 
nephroureterectomies.

“Many times, genomic profiling is from tissue 
from FFPE cell blocks; obtaining tissue requires 
invasive surgical procedures and DNA is often 
moderately degraded,” explained Wesley Yip, 
MD, of Memorial Sloan Kettering Cancer Center 
in New York, New York, in a presentation of the 
findings. “Our group has previously shown that 
urine cytology specimens, at least in the context 
of [patients with] non–muscle-invasive blad-
der cancer treated with BCG, present a potential 
source for genomic analysis. So we asked the ques-
tion, ‘Can genomic profiling upper tract tumors 
be performed through cytology specimens?’”

Investigators compared a total of 14 urine cytol-
ogy specimens from UTUC tumors with paired 
tissue specimens including ureteroscopic biopsies 
and radical nephroureterectomies. The 20 most 
frequently altered genes in the urine cytology 
samples were consistent with the gene alterations 

present in the tissue samples. In both specimen 
groups, TERT (in cytology vs tumor specimen, 
50% vs 67%, respectively), KMT2D (50% vs 
67%), and FGFR3 (42% vs 58%) represented the 
most prevalent genomic mutations.

The tumor specimen findings yielded a total of 
124 gene alterations, with TERT (67%), FGFR3 
(58%), KMT2D (67%), and STAG2 (50%) as 
the most prominent mutations. The average 
tumor mutation burden (TMB) was 12.3 (range, 
2.6-61.4) in this collection of samples. Other prev-
alent mutations included CREBBP (33%); CCND1, 
FLT4, and KMT2C (all 25%); and ELF3, PRKD1, 
MAPKAP1 (all 20%).

Urine cytology specimen findings identi-
fied a total of 66 genomic alterations, and the 
TMB average was 8 (range, 2.6-16.7). The most 
common alterations identified in this collec-
tion included FGFR3 (42%), KMT2D (50%), and 
TERT (50%). Other prevalent alterations included 
STAG2 (33%) and PIk3CA (25%).

RE-TURBT PRIOR TO CYSTECTOMY HAS  
SIMILAR PATHOLOGIC UPSTAGING RATES  
REGARDLESS OF NAC STATUS
Restaging transurethral bladder resection of the 
tumor (re-TURBT) prior to radical cystectomy 
(RC) with or without neoadjuvant chemotherapy 
(NAC) is associated with similar rates of patho-
logic upstaging, investigators report.

For the study, presented by first author Justin 
Mehr, BS, of Baylor College of Medicine Dan 
L Duncan Comprehensive Cancer Center in 
Houston, Texas, the investigators compared stag-
ing accuracy between re-TURBT clinical stage 
and pathologic stage in patients who underwent a 
post-NAC re-TURBT prior to RC vs those who 
underwent a re-TURBT prior to RC but did not 
receive NAC.

The investigators used a prospectively 
maintained, internal review board–approved insti-
tutional database for the study and identified 
129 patients who underwent RC between 2013 
and 2019 with a re-TURBT prior to RC. Of these 
patients, 53 received NAC between their initial and 
re-TURBT and 76 patients did not receive NAC.

Median patient age at RC was 69.5 years. Most 
of the patients (n = 107; 82.9%) were men, and 
121 (93.8%) were White.

The investigators found that the overall upstag-
ing rate from re-TURBT to RC was 34.9%, with 
31.0% upstaged in the NAC group and 37.0% in 
the no-NAC group (P = .584).

Looking at patients who showed absence of 
residual disease (cT0, n = 21), “we found there 
was no difference in the rate of absence of tumor 
on pathologic staging, with 38.5% for the NAC 
group and 37.5% for no-NAC group [P = 1.0],” 
Mehr said.

The investigators also looked at re-TURBT 
with staging less than rT2 as a predictor for 
absence of muscle-invasive bladder cancer on 
pathologic staging. They found there was no 
significant difference between the groups, with 
negative predictive values of 69.0% and 66.7% 
for the NAC and no-NAC groups, respectively 
(P = .083).

Mehr reported that all patients who were node 
positive on initial TURBT were pathologic 
stage T2 or greater following chemotherapy and 
re-TURBT (n = 7), and that among patients who 
were clinical stage T1 at post NAC TURBT, 
62.5% were pT2 or higher.

CURRENT SMOKING, LARGE TUMOR  
SIZE MAY PREDICT EARLY RECURRENCE  
FOR LOW-GRADE UTUC
Although low-grade upper tract urothelial carci-
noma (LG-UTUC)—generally considered 
low-risk—is commonly associated with recurrence 
in the bladder, development of metastatic disease 
and cancer-related mortality are both rare after a 
patient’s disease is managed with radical nephro-
ureterectomy (RNU). Smoking and large tumor 
size are independently associated with early recur-
rence within 6 months of RNU, according to a 
recent study.

The study aimed to describe recurrence 
patterns and identify predictive risk factors for 
recurrence after RNU to inform better surveil-
lance strategies for clinicians after their patients 

Transperineal biopsy, enzalutamide 
plus ADT stand out at SUO 2021
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GUIDED BY ILLUMINATION
68Ga-PSMA-11 (also known as gallium Ga 68 gozetotide) is a widely 
accessible radioisotope for PSMA PET imaging with:
•	 Nationwide	distribution	network	of	generators	and	cyclotrons,	including	those	within	
major	academic	centers	and	community	health	systems2

•	 Capability	for	either	high-volume	production	or	on-site,	on-demand	production2,3

•	 Flexibility	to	image	patients	throughout	the	day,	even	on	short	notice3

Illuccix® for the preparation of 68Ga-PSMA-11 is poised to expand  
the potential of PSMA PET imaging and help guide more informed  
management decisions in prostate cancer.1-4

Consider	Illuccix®	when	evaluating	patients	with	suspected	prostate	cancer	metastasis,	who	are	candidates	for	
initial	definitive	therapy,	or	suspected	recurrence	based	on	elevated	serum	prostate-specific	antigen	(PSA)	level.1

Illuccix® is a trademark of Telix Pharmaceuticals (US) Inc.

© 2021 Telix Pharmaceuticals (US) Inc.  
All rights reserved.

US–2100010  12/2021

References: 1.	Illuccix	(kit	for	the	preparation	of	gallium	Ga	68	gozetotide	injection)	 
prescribing	information.	2.	Massat	MB.	Nuclear	medicine	prepares	for	greater	68Ga	demand.	 
Appl Radiol.	2021;50(2):30-31.	https://appliedradiology.com/articles/nuclear-medicine- 
prepares-for-greater-ga-68-demand.	Accessed	July	13,	2021.	3.	Velikyan	I.	68Ga-based	 
radiopharmaceuticals:	production	and	application	relationship. Molecules. 2015;20(7):12913- 
12943.	4.	ARTMS	and	Telix	Pharmaceuticals	announce	successful	production	of	PSMA-11	 
with	cyclotron	produced	68Ga	from	a	solid	target	[news	release].	Telix	Pharmaceuticals;	January	 
12,	2021.	https://telixpharma.com/news-media/artms-and-telix-pharmaceuticals-announce- 
successful-production-of-68ga-psma-11-with-cyclotron-produced-68ga-from-a-solid-target/.
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INDICATIONS AND USAGE
Illuccix®, after radiolabeling with Ga 68, is a radioactive diagnostic agent indicated for positron 
emission tomography (PET) of prostate-specific membrane antigen (PSMA) positive lesions in 
men with prostate cancer:

 • with suspected metastasis who are candidates for initial definitive therapy

 •  with suspected recurrence based on elevated serum prostate-specific antigen  
(PSA) level

Important Safety Information
CONTRAINDICATIONS
None

Risk for Misdiagnosis: Image interpretation errors can occur with gallium Ga 68 gozetotide 
PET. A negative image does not rule out the presence of prostate cancer and a positive image 
does not confirm the presence of prostate cancer. The performance of gallium Ga 68 
gozetotide for imaging of biochemically recurrent prostate cancer seems to be affected by 
serum PSA levels and by site of disease. The performance of gallium Ga 68 gozetotide for 
imaging of metastatic pelvic lymph nodes prior to initial definitive therapy seems to be affected 
by Gleason score. Gallium Ga 68 gozetotide uptake is not specific for prostate cancer and may 
occur with other types of cancer as well as non-malignant processes such as Paget’s disease, 
fibrous dysplasia, and osteophytosis. Clinical correlation, which may include histopathological 
evaluation of the suspected prostate cancer site, is recommended.

Radiation Risks: Gallium Ga 68 gozetotide contributes to a patient’s overall long-term 
cumulative radiation exposure. Long-term cumulative radiation exposure is associated with an 
increased risk for cancer. Ensure safe handling to minimize radiation exposure to the patient 
and health care workers. Advise patients to hydrate before and after administration and to  
void frequently after administration.

ADVERSE REACTIONS
The most commonly reported adverse reactions were nausea, diarrhea, and dizziness, 
occurring at a rate of < 1%.

DRUG INTERACTIONS
Androgen deprivation therapy (ADT) and other therapies targeting the androgen pathway, 
such as androgen receptor antagonists, can result in changes in uptake of gallium Ga 68 
gozetotide in prostate cancer. The effect of these therapies on performance of  
gallium Ga 68 gozetotide PET has not been established.

OVERDOSAGE
In the event of an overdose of gallium Ga 68 gozetotide, reduce the radiation absorbed dose  
to the patient where possible by increasing the elimination of the drug from the body using 
hydration and frequent bladder voiding. A diuretic might also be considered. If possible, an 
estimate of the radiation effective dose given to the patient should be made.

Adequate Hydration: Instruct patients to drink a sufficient amount of water to ensure 
adequate hydration before their PET study and urge them to drink and urinate as often as 
possible during the first hours following the administration of Gallium Ga 68 Gozetotide 
Injection, in order to reduce radiation exposure.

You are encouraged to report negative side effects of prescription drugs to the FDA. Visit  
MedWatch at www.fda.gov/medwatch or call 1-800-FDA-1088. You may also report adverse  
reactions to Telix by calling 1-844-455-8638 or emailing pharmacovigilance@telixpharma.com.

For important risk and use information about ILLUCCIX® Injection, please see full  
Prescribing Information.

Introducing Illuccix® in your practice
Speak	with	a	live	representative	to	get	all	your	questions	answered	 
and	prep	work	completed	ahead	of	time	so	you	receive	reimbursement	 
upon	delivery	of	your	first	dose	of	Illuccix®.	Schedule	your	one-on-one	
onboarding	appointment	by:
 • Calling	1-(844)	45-TELIX	(1-844-455-8638)
 • Going	to	https://illuccixhcp.com/booking
This	service	is	available	Monday	through	Friday	8:00	AM	to	8:00	PM	ET.

UT0222_028-029_Telix_FP AD.indd   29UT0222_028-029_Telix_FP AD.indd   29 1/27/22   2:50 PM1/27/22   2:50 PM



30 | February 2022 UrologyTimes.com

2021 Society of Urologic Oncology Annual Meeting Recap   

receive RNU for LG-UTUC.
To achieve their findings, investigators 

performed a retrospective electronic medical 
record review of 214 RNUs between February 
2010 and April 2017. They identified 37 patients 
with LG-UTUC and excluded those with high-
grade UTUC, evidence of nodal or distant 
metastatic disease, and pretreatment with 
systemic therapy. Risk factors for early recurrence 
of urothelial malignancy (defined as recurrence 
within 6 months of RNU) were examined, and 
investigators obtained clinical, pathologic, recur-
rence, and survival data.

The mean age at surgery was 71.9 years. Most 
patients were male (74.8%), White (89.2%), and 
current or former smokers (83.8%), and less than 
half (40.5%) had history of urothelial carcinoma of 
the bladder. The median overall survival was 
91.3 months, and 54.1% of patients had experi-
enced recurrence over the course of 43.5 months.

Tumor size and multifocality were both asso-
ciated with early recurrence, and analysis of 
demographics, surgical factors, and tumor charac-
teristics showed that current smoking (odds ratio 
[OR], 10.6; P = .03) and increasing tumor size (OR, 
1.9; P = .03) were independently associated with 
early recurrence.

“Current national and international guide-
lines vary with regard to use of risk stratification 
and their recommendation of timing of blad-
der surveillance after nephroureterectomy, 
citing low level evidence or weak categorization,” 
said Heather L. Huelster, MD, of Vanderbilt 
University Medical Center in Nashville, 
Tennessee, during a presentation of the data.

STUDY IDENTIFIES INDICATORS OF  
TP BIOPSY COMPLICATIONS
Investigators identified prostate size, procedure 
duration, and administration of prophylactic anti-
biotics as factors associated with transperineal 
(TP) biopsy complications.

Specifically, the investigators found that the 
likelihood of complications following TP biopsy 
were higher in patients who had large prostates, 
had longer procedure times, and did not receive 
prophylactic antibiotics. Factors that were not 
significantly associated with the risk of postbiopsy 
complications included age, prostate-specific anti-
gen (PSA) level, comorbidities, biopsy setting, and 
fusion vs systemic biopsy.

Beyond interpreting the significance of these 

various factors, the investigators also determined 
that TP biopsy can be used to lower the risk of 
infectious complications even if antibiotic prophy-
laxis is not used.

The retrospective analysis reviewed medi-
cal records for patients who received TP biopsy 
between February 2018 and September 2020.

The decision on whether to use preoperative 
antibiotics was based on surgeon preference.

Overall, the investigators identified and assessed 
medical records for 372 patients. Of these patients, 
86% (n = 321) received prophylactic antibiotics and 
14% (n = 51) did not receive the treatment.

The average patient age at baseline was 64.99 
years (range, 41-87) and the average body mass 
index was 28.07 (range, 17-42). The average PSA 
level at baseline was 8.59 ng/mL and the aver-
age PSA density was 0.20. The average prostate 
volume was 48.83 g (range, 13-220 g).

Of the biopsies conducted, 298 were 
performed in an office under local anesthesia 
and 67 were performed in an operating room 
under general anesthesia.

Across the study population, 40 patients (10.8%) 
developed complications. Among the 298 patients 
biopsied in-office, 29 (9.7%) had complications, 
and among the 67 patients biopsied in an operat-
ing room, 11 (16.4%) had complications.

Among all biopsied patients, 24 (6.5%) expe-
rienced mild hematuria, 6 (1.6%) had urinary 
retention, and 3 (0.8%) had infectious complica-
tions. Infection complications included 2 (0.5%) 
patients with sepsis/bacteremia requiring intra-
venous antibiotics and 1 (0.3%) patient with a 
urinary tract infection; none of these patients had 
received prophylactic antibiotics.

“Despite minimal use of prophylactic antibiot-
ics, TP biopsy led to lower rates of sepsis (0.5%) 
compared [with transrectal ultrasound] biopsy 
(4%) at our institution,” said lead author Mariela 
R. Martinez, MD, MS, of Maimonides Medical 
Center in Brooklyn, New York.

ENZALUTAMIDE PLUS ADT SHOWS  
EFFICACY IN MEN WITH CSPC WITH BONE,  
SOFT TISSUE METASTASES
The combination of enzalutamide (Xtandi) and 
androgen deprivation therapy (ADT) appears 
to be beneficial in patients with oligometastatic 
and polymetastatic castration-sensitive prostate 
cancer (CSPC), regardless of whether the patient 
has bone, soft tissue, or both types of metastases, 
according to recent research.

The data, derived from the ARCHES trial 
(NCT02677896), were presented by investigator 
Andrew J. Armstrong, MD, MSc, of Duke Cancer 
Center in Durham, North Carolina.

Investigators previously reported that enzalut-
amide plus ADT provided clinical benefit for 
patients with oligometastatic and polymetastatic 
CSPC with bone-only metastases; however, 
that analysis excluded patients with soft tissue 
disease.

In addition, overall survival (OS) data were 
immature at the time of the analysis and could 
not be examined.

The objective of the current analysis was to 
evaluate the effect of enzalutamide plus ADT vs 
placebo plus ADT in patients with mCSPC with 
bone, soft tissue, or both types of metastases, 
categorized as either oligometastatic (1-5 metas-
tases) or polymetastatic (≥ 6 metastases). Patients 
were categorized as oligometastatic or polymet-
astatic based on central review of MRI, CT, or 
radionuclide bone scans at screening.

A total of 1150 patients with mCSPC were 
randomized 1:1 to receive enzalutamide (160 
mg/day) plus ADT or placebo plus ADT. 
Patients were stratified by disease volume and 
prior docetaxel use.

Efficacy outcomes were compared for patients 
on enzalutamide plus ADT vs placebo plus ADT 
within the defined groups and against polymeta-
static disease.

The primary end point was radiographic 
progression-free survival, with secondary end 
points of OS, time to PSA progression, time to 
castration resistance, time to first symptomatic 
skeletal event, time to initiation of new antineo-
plastic therapy, and PSA undetectable rate.

Discussing the results of the study, Armstrong 
said, “The efficacy of enzalutamide is very clearly 
beneficial in all these subgroups, with hazard 
ratios ranging from 0.26 to 0.46, with no hetero-
geneity between these effect sizes.”

Armstrong added, “For the extended overall 
survival results, the hazard ratios are nearly iden-
tical at [approximately] 0.62, with efficacy even 
being seen in patients with 1 to 2 bone metastases 
or soft tissue metastases.”

Armstrong also reported improvements in 
time to PSA progression, time to castration 
resistance, time to first symptomatic skeletal 
event, and time to initiation of new antineoplas-
tic therapy, with benefits seen regardless of the 
number of metastases. •
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JASON M. BRODERICK AND JANELLE HART

T he 2021 Sexual Medicine Society of North 
America (SMSNA) Fall Scientific meeting 
took place October 21 to 24, in Scottsdale, 

Arizona, and featured 2 instructional courses, 13 
abstract sessions, 10 specialty sessions, 2 plenary 
sessions, a debate session, a basic science sympo-
sium, and a residents educational course among 
its offerings. Here are some highlights from the 
meeting. To access Urology Times®’ full cover-
age of the meeting (including references), go to 
https://www.urologytimes.com/conference/smsna.

BMI IS KEY WHEN SELECTING DOSAGE  
OF TESTOSTERONE ENANTHATE
Body mass index (BMI) is an important factor 
when selecting dosage of subcutaneous testosterone 
enanthate (TE; Xyosted), investigators reported.

By the end of a 12-week period, total testoster-
one C-trough, Cavg (0-168 hours), and Cmax were 
inversely related to BMI.

“[This is] an intuitive assumption that never 
has been found to be the case before,” said coau-
thor Martin M. Miner, MD, of Brown University 
in Providence, Rhode Island, in an interview with 
Urology Times®.

Because there is little knowledge about how 
BMI affects the pharmacokinetic (PK) profile 
or dosing of testosterone therapies in men with 
testosterone deficiency, even though obesity or 
high BMI (≥ 30 kg/m2) is typically associated with 
low levels of testosterone, Miner and coauthors 
sought to understand the potential relationship.

In this post hoc analysis, a single-arm phase 3 
trial of subcutaneous TE was examined to deter-
mine PK parameters of weekly subcutaneous TE 
treatment among men with testosterone deficiency 
and varying BMIs. The primary end point was the 
percentage of patients who received at least 
1 dose of subcutaneous TE and achieved an aver-
age serum total testosterone concentration of 300 
ng/dL to 1100 ng/dL over a 7-day dosing of TE 
(Cavg [0-168 hours]) at week 12.

The PK population consisted of 142 patients, 
all of whom were patients in the safety popula-
tion (received 1 or more doses of subcutaneous 

TE) with at least 1 blood sample drawn after the 
dose was administered. Of this population, 137 
patients finished the study to completion (12 weeks) 
and were categorized into tertiles based on base-
line BMI. Tertile 1 had a BMI of 29 kg/m2 or less 
(n = 45). Tertile 2 had a BMI of 29 to 32 kg/m2 
(n = 33). Tertile 3 had a BMI of greater than 32 kg/
m2 (n = 59). PK parameters included total testoster-
one trough concentration (C-trough), AUC-(0-168 
hours), Cavg (0-168 hours), and Cmax. At weeks 6 and 
12, BMI tertiles were used to assess C-trough and 
Cavg (0-168 hours). At week 12, C-trough and Cavg 
(0-168 hours) were calculated according to their 
treatment doses and an overall dose-normalized 
linear regression model was utilized.

At baseline, the mean (SD) serum total testoster-
one levels for patients in tertiles 1 to 3 were 250.7 
(101.3) ng/dL, 235.3 (91.2) ng/dL, and 226.4 (81.1) 
ng/dL, respectively. Prior to dosing adjustments 
at week 6, tertiles 2 and 3 mean (SD) C-trough 
(459.2 [157.0] ng/dL and 453.2 [133.0] ng/dL) were 
lower than tertile 1 (616.9 [181.6] ng/dL). At week 
6, 21.2% of the total variance in C-trough levels 
could be predicted from BMI (P < .001).

At the completion of this study, results showed 
that tertiles 2 and 3 had lower serum total testos-
terone C-trough compared with tertile 1 (494.8 
[137.6] ng/dL and 469.0 [146.2] ng/dL, respectively, 
vs 517.7 (153.5) ng/dL). For tertiles 1 to 3, the mean 
(SD) Cavg (0-168 hours) values were 585.2 (148.1) ng/
dL, 554.2 (104.5) ng/dL, and 528.5 (118.0) 
ng/dL, respectively. And at week 12, the mean 
doses were 65.0 (13.48) ng/dL, 78.0 (12.12) ng/
dL, and 78.4 (12.68) mg, respectively. So patients 
in tertiles 2 and 3 required higher final doses of 
subcutaneous TE vs those in tertile 1, demonstrat-
ing an inverse relationship related to BMI.

Overall, 98.5% of men with testosterone defi-
ciency who made it to the end of this study 
(12 weeks) achieved a Cavg (0-168 hours) of 300 ng/
dL to 1100 ng/dL.

PLATELET-RICH PLASMA INJECTIONS  
ARE FEASIBLE FOR PEYRONIE DISEASE
Platelet-rich plasma (PRP) injections appear to be 
a safe and feasible approach to treating patients 

with Peyronie disease, early research indicates.1

First author Kevin Chu, MD, of the University 
of Miami in Florida, and colleagues reported data 
at SMSNA for the first 6 patients enrolled in the 
study. The patients were randomized to PRP or 
placebo and completed 2 injections.

“The notable finding to be taken from this 
abstract is that there were no noted adverse effects 
for patients [who] received PRP injections. We had 
thought there would be some patients with mild 
ecchymosis or penile pain. This, of course, may 
change as we enroll more patients into the trial, 
and our sample size gets larger. But from a prelim-
inary standpoint, it appears to be safe to use in 
patients with Peyronie’s disease,” Chu said in an 
interview with Urology Times®.

DIABETES IS PREDICTIVE OF LOWER  
ERECTILE FUNCTION RECOVERY POST RP
Diabetes mellitus (DM) was found to be predictive 
of lower erectile function recovery (EFR) at 
2 years post radical prostatectomy (RP).

At 2 years, results showed that the proportion of 
men with DM who had an International Index of 
Erectile Function-Erectile Function domain (EFD) 
score of at least 24 and EFD of 10 or less was 14% 
and 63%, respectively, whereas the proportion of 
men without DM who had EFD of at least 24 and 
EFD of 10 or less was 32% and 42%, respectively. 
This suggests that DM is associated with lower 
EFD, reported investigators led by Jose Miguel 
Flores Martinez, MD, of Memorial Sloan Kettering 
Cancer Center in New York, New York.

A total of 2024 men were included in this study, 
all of whom had undergone RP with at least a 
2-year follow-up. The International Index of 
Erectile Function was used to assess the popu-
lation’s EFR, as well as a measured EFD score 
pre-RP and post RP. Patients were excluded if they 
had received androgen deprivation therapy and 
radiation therapy before or after RP.

The investigators collected demographic, 
comorbidity, and pathological data. Univariate 
and multivariate logistic models were created and 
analyzed to evaluate predictive factors, such as DM 
and age. •

Testosterone enanthate research 
is among 2021 SMSNA highlights
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Potential implications of using White Light Cystoscopy alone

Read the
Blue Light Cystoscopy

Clinical Data
https://rebrand.ly/UTiSUO-data

Potential implications of using White Light Cystoscopy alone

Blue Light Cystoscopy with Cysview® is clinically proven better 
to detect NMIBC tumors than White Light Cystoscopy alone1

Blue Light Cystoscopy with Cysview® Blue Light Cystoscopy with Cysview® Blue Light Cystoscopy with Cysview is clinically proven better 
Patients with NMIBC may benefit from enhanced visibility

You can’t treat what you don’t see
Reference: 1. Cysview [prescribing information]. 2019:1-14.  2. Babjuk M, Burger M, Compérat EM, et al. European Association of Urology Guidelines on Non-muscle-invasive Bladder 
Cancer (TaT1 and Carcinoma In Situ) -2019 Update. Eur Urol. 2019;76(5):639-657.  3. Brausi M, Witjes JA, Lamm D, et al. A Review of Current Guidelines and Best Practice Recommendations 
for the Management of Nonmuscle Invasive Bladder Cancer by the International Bladder Cancer Group. J Urol. 2011;186(6):2158-2167.  4. Cumberbatch MGK, Foerster B, Catto JWF, et al. 
Repeat Transurethral Resection in Non-Muscle Invasive Bladder Cancer: A Systematic Review. Eur Urol. 2018;73(6):925-933. 

Up to

61%
non-muscle invasive

bladder cancer
recurrence rate

at one year2

Incomplete tumor resection Tumors at repeat TURBT

Up to

86%
of residual tumors
found at original

resection site after
initial white-light

TURBT4

New tumor growth

Up to

70%
of patients have

tumors recur after
standard TUR3

Brief Summary of Prescribing Information for Cysview® (hexaminolevulinate HCl) 
Indication 
Cysview is an optical imaging agent indicated for use in the cystoscopic detection of carcinoma of the bladder, including 
carcinoma in situ (CIS), among patients suspected or known to have lesion(s) on the basis of a prior cystoscopy, or in 
patients undergoing surveillance cystoscopy for carcinoma of the bladder.  
Cysview is used with the KARL STORZ D-Light C Photodynamic Diagnostic (PDD) system to perform Blue Light Cystoscopy 
(BLC®) as an adjunct to White Light Cystoscopy. 
Recommended Dose  
The recommended dose for adults is 50 mL of reconstituted solution of Cysview instilled into the bladder via a 
urinary catheter. 
Contraindications 
Cysview is contraindicated in patients with: 
   • porphyria, 
   • gross hematuria, 
   • known hypersensitivity to hexaminolevulinate or any derivative of aminolevulinic acid. 
Warnings and Precautions 
Anaphylaxis 
Anaphylaxis, including anaphylactoid shock, has been reported following administration of Cysview [see Adverse Reactions]. 
Prior to and during use of the Cysview, have trained personnel and therapies available for the treatment of anaphylaxis.  
Failed Detection 
Cysview may fail to detect some bladder tumors, including malignant lesions. Cysview is not a replacement for random 
biopsies or any other procedure usually performed in the cystoscopic evaluation for cancer. Do not perform cystoscopy 
with blue light alone as malignant lesions can be missed unless the bladder is initially examined under white light. 
False Positive Fluorescence 
Fluorescent areas detected during blue light cystoscopy may not indicate a bladder mucosal lesion. In the controlled clinical 
studies, approximately 20% of the lesions detected only by blue light cystoscopy showed neither dysplasia nor carcinoma. 
False positive fluorescence may result from inflammation, cystoscopic trauma, scar tissue or bladder mucosal biopsy from a 
previous cystoscopic examination, and recent BCG immunotherapy or intravesical chemotherapy. In a study of patients 
treated with recent BCG immunotherapy or intravesical chemotherapy, the rate of false positives with blue light was 55% 
between 6 weeks to 90 days and 41% after 90 days; the false positive rate was 53% and 33% at the respective time intervals 
with white light. 
The presence of urine and/or blood within the bladder may interfere with the detection of tissue fluorescence. 
To enhance the diagnostic utility of Cysview with the KARL STORZ D-Light C PDD System: 
   • ensure the bladder is emptied of urine prior to the instillation of fluids at cystoscopy;  
   • biopsy/resect bladder mucosal lesions only following completion of both white light and blue light rigid cystoscopy   
Adverse Reactions 
The most common adverse reaction reported in patients who received Cysview was bladder spasm, occurring in 2% of 
patients, followed by dysuria, hematuria and bladder pain. Anaphylaxis has been reported following exposure to Cysview 
[see Warnings and Precautions]. 
Clinical Study 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 seven clinical trials, safety data were obtained from 1,628 patients, aged 32 to 96 years with a median age of 
70 years, all primarily Caucasian and approximately 75% male. All patients wereevaluated after a single instillation of 50 mL 
solution of Cysview, and 103 patients received a repeat administration of Cysview. Of these patients, 170 (10.4%) patients 

reported at least one adverse reaction. The most common adverse reaction was bladder spasm (reported in 2.0% of the 
patients) followed by dysuria, hematuria, and bladder pain. No patients experienced anaphylaxis. In the randomized 
controlled clinical study, adverse reactions were similar in nature and rate between the study drug group and the control 
group. In a controlled study using Cysview in the surveillance setting, adverse reaction types were similar. 
Postmarketing Experience 
The following adverse reactions have been identified during post-approval use of Cysview. Because these reactions are 
reported voluntarily from a population of uncertain size, it is not always possible to reliably estimate their frequency or 
establish a causal relationship to drug exposure. Anaphylactoid shock, hypersensitivity reactions, bladder pain, cystitis and 
abnormal urinalysis have been reported during post-marketing use of Cysview. 
Drug Interactions 
No specific drug interaction studies have been performed. 
Use In Specific Populations 
Pregnancy  
Risk Summary
There are no available data on Cysview use in pregnant women to inform a drug associated risk of adverse developmental 
outcomes. Adequate reproductive and developmental toxicity studies in animals have not been performed. Systemic 
absorption following administration of Cysview is 
expected to be minimal. 
The background risk of major birth defects and miscarriage for the indicated populations is unknown. All pregnancies have a 
background risk of birth defect, loss, or other adverse outcomes. In the U.S. general population, the estimated background 
risk of major birth defects and miscarriage in clinically recognized pregnancies is 2-4% and 15-20%, respectively. 
Lactation 
Risk Summary
There are no data on the presence of hexaminolevulinate in human or animal milk, the effects on a breastfed infant, or the 
effects on milk production. Systemic absorption following administration of Cysview is expected to be minimal. The lack of 
clinical data during lactation precludes a clear determination of the risk of Cysview to an infant during lactation; therefore, 
the development and health benefits of breastfeeding should be considered along with the mother’s clinical need for 
Cysview and any potential adverse effects on the breastfed infant from Cysview or from the underlying maternal condition. 
Pediatric Use 
Safety and effectiveness in pediatric patients have not been established. 
Geriatric Use 
Of 2127 subjects in clinical studies of Cysview, 67% were 65 years and over. No clinically important differences in safety or 
efficacy have been observed between older and younger patients in the controlled study. 
Overdosage 
No adverse events were reported in a dose-finding study conducted among patients whose bladders were instilled with 
twice the recommended concentration (dose) of solution of Cysview. 
Use of the KARL STORZ D-Light C Photodynamic Diagnostic (PDD) System 
Cysview is approved for use with the KARL STORZ D-Light C Photodynamic Diagnostic (PDD) system. For system set up 
and general information for the safe use of the PDD system, please refer to the KARL STORZ instruction manuals for each 
of the components. 
Prior to Cysview administration, read the Full Prescribing Information available at Cysview.com and follow the preparation 
and reconstitution instructions.
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Business     CODING & REIMBURSEMENT

As in years past, the 2022 Medicare fee schedule was 
going to result in a number of cuts that would have 
negatively affected reimbursement to providers in 

all specialties. In part because of pressure from associations 
and lobbying groups, Congress stepped in to help providers 
avoid some of these cuts with the passage of the Protecting 
Medicare and American Farmers from Sequester Cuts Act, 
which became law on December 10, 2021. 

The act has a few positive effects on Medicare payments for 
the 2022 calendar year, including:

• Increase in the conversion factor. The conversion factor 
update was scheduled to undergo a –3.81% update. The 
act added 3% back into the conversion factor, which is 
now scheduled to be $34.6062, a net change of –0.81% 
from 2021.

• Delay of sequestration. The act also suspends the full 
sequestration cuts of 2% through March 31, 2022, and 
phases the sequestration cut back in with a 1% cut from 
April 1, 2022, to June 30, 2022. The full 2% sequestration 
adjustment will begin July 1, 2022. This delay will likely 
be funded with an increase in the sequestration adjust-
ment in future years, possibly to begin in 2023 unless 
other action is again taken by Congress.

• Suspension of PAYGO. The Pay-As-You-Go (PAYGO) 
legislation would have required an additional 4% reduc-
tion in Medicare payments for 2022. The act suspended 
this requirement for 1 year. Funding was not appropriated 
and must also be addressed in the future.

• Delay of the radiation oncology and radiation ther-
apy centers. The model was delayed at least until 2023, 
thereby providing relief to those providers affected.

• Delay of cuts to the clinical lab fee schedule. These 
proposed cuts have been delayed for 1 year.

There were no changes to relative value units as published in 
the � nal rule addressed by the act, so the changes noted in our 
November 2021 article1 will still go into effect; however, the 
overall impact will be approximately 3% less than projected 
at the time. The law did not affect payments to ambulatory 
surgical centers, with the exception of the suspension of the 
PAYGO adjustment.

Although the medical community overall is appreciative 
of the relief provided in the act, this still does not adequately 
address the increased costs of running a medical practice, 
which leaves many feeling somewhat vulnerable despite these 

actions. For example, the cost of running a medical practice 
continues to increase year after year, and the Medicare fee 
schedule does nothing to address that fact. Although there was 
an increase in clinical labor rates, this was not funded by an 
increase in overall Medicare payments, but rather money was 
taken from practice expense elsewhere, leading merely to a 
shift of money toward providers with high clinical labor usage 
and away from providers who are performing of� ce-based 
surgical procedures with high practice expense but low clin-
ical labor expense. Lobbying efforts will need to continue to 
address the long-term Medicare plan and the continued shift 
of money toward clinical labor and away from in-of� ce surgi-
cal procedure reimbursement.

Here are a few additional updates and rule changes that 
need to be addressed in 2022.

NEW MODIFIERS
FS: Split (or shared) evaluation and management (E/M) service.
This modi� er should be added to any E/M service provided in 
a facility for which the shared/split visit rule was utilized. In 
2022, a shared/split visit is billed under the national provider 
identi� er of the physician or advanced practice provider who 
provided the majority of the E/M service. For time-based bill-
ing, this will require documentation supporting the billing 
provider having spent the majority of the overall E/M time. 
For component-based billing, the documentation must support 
that the billing provider provided the majority of the service 
(expected to be medical decision-making and a portion of the 
physical examination). Also, E/M rules for 2020 components 
and time still apply to facility-based E/M services and time.
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Although the medical community 
overall is appreciative of the relief 
provided in the act, this still does 
not adequately address the 
increased costs of running a medical 
practice, which leaves many feeling 
somewhat vulnerable despite
these actions.
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CODING & REIMBURSEMENT     Business

FT: Unrelated E/M visit during a postoperative 
period or on the same day as a procedure or another 
E/M visit. Report when an E/M visit is furnished 
within the global period but is unrelated, or when 1 
or more additional E/M visits furnished on the same 
day are unrelated. This modifier was created to 
address critical care during the global period. 
It can be used to report E/M and critical care 
services unrelated to the surgery. Medicare 
has not clearly delineated the use of the modi-
fier, but it appears to be required for all services 
meeting the definition of critical care during a 
global period regardless of whether services are 
performed by the same physician who provided 
the surgery.

93: Synchronous telemedicine service rendered via 
telephone or other real-time interactive audio-only 
telecommunications system. Synchronous telemedicine 
service is defined as a real-time interaction between 
a physician or other qualified health care profes-
sional and a patient who is located away at a distant 
site from the physician or other qualified health 
care professional. The totality of the communica-
tion of information exchanged between the physician 
or other qualified health care professional and the 
patient during the course of the synchronous tele-
medicine service must be of an amount and nature 
that is sufficient to meet the key components and/or 
requirements of the same service when rendered via 
a face-to-face interaction. This modifier was added 
to current procedural terminology to accom-
modate the expansion of telehealth. Medicare 
has not released requirements for the use of this 
modifier. Until the requirements are released 
by your carrier, we recommend that audio-
only services provided during the public health 
emergency continue to be billed with codes 
99441-99443 without appending the modi-
fier. Check with your private payer regarding 
requirements for use of the modifier in conjunc-
tion with audio-only covered telehealth services 
provided to members.

NO SURPRISE BILLING ACT
We have received a number of questions regard-
ing the requirements for this new law to 
address out-of-network services and the finan-
cial burden for patients who receive services 
that are provided by a combination of in-net-
work and out-of-network qualified health plans 
and/or facilities. There were 3 interim final 
rules released through the latter part of 2021 

addressing the requirements of this rule. The 
requirements are confusing and apply to drugs, 
facilities, and physicians. 

We do not have enough time to fully address 
the act and its requirements in this article, but 
we encourage you to learn more about the appli-
cation of the act to your practice. The following 
links to Medicare will provide you with Centers 
for Medicare & Medicaid Services (CMS) 
summaries of the interim final rules: go.cms.
gov/33LUCLw, go.cms.gov/3IbadTQ, go.cms.
gov/3IlGNCo, go.cms.gov/3IjxwuB, and go.cms.
gov/3nIaLbQ. The AMA has released a tool-
kit to assist practices in adapting to the new 
rule available on the web at www.ama-assn.
org/system/files/ama-nsa-toolkit.pdf. Physician 
Reimbursement Services has released a podcast 
available at www.prsnetwork.com/082 providing 
further discussion about the program.  

Enforcement of the law in the first year will be 
collaborative as groups learn how to implement 
the process, including prescribed negotiation of 
fees with payers for out-of-network payments. 
This act does increase the burden of patient 
education with regard to insurance coverage on 
the primary physician. Depending on your prac-
tice participation with insurance companies and 
the participation of the facilities as well as other 
physicians involved in the care of your patients, 
the impact of this act will vary.  

QUALITY PAYMENT PROGRAM
Medicare announced that CMS will extend 
automatic hardship exemptions to all physi-
cians participating in the Merit-based Incentive 
Payments System (MIPS) program due to 
COVID-19. If you have not submitted any 
data to CMS and choose not to submit data to 
Medicare as a MIPS participant for 2021, you 
will not be required to file an exemption request. 

Medicare will set your payment adjustment to 
0%. Those physicians who elected to report as 
groups as well as participants in accountable care 
organizations will be required to report, but 
adjustments to scores will be made by CMS to 
limit the number of physicians receiving a nega-
tive adjustment in 2023. 

If you have submitted some data to Medicare 
for 2021 MIPS, you will need to file for an 
exemption to receive a 0% adjustment. If you 
feel that you are an exceptional performer and 
wish to submit MIPS data, you can proceed as 
you would have under normal circumstances. 
Remember that the Medicare Access and CHIP 
Reauthorization Act of 2015, the program that 
initiated MIPS, is budget neutral; therefore, 
positive adjustments will be limited significantly 
due to a lack of funds, with very few providers 
receiving negative adjustments. •
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The information in this column is designed 
to be authoritative, and every effort has 
been made to ensure its accuracy at the 
time it was written. However, readers are 
encouraged to check with their individual 
carrier or private payers for updates and to 
confirm that this information conforms to 
their specific rules.

[The FT] modifier was 
created to address critical 
care during the global 
period. It can be used to 
report E/M and critical care 
services unrelated to 
the surgery.

In this video, David M. Albala, MD, discusses the 
recent change made by the Centers for Medicare & 
Medicaid Services regarding Rezum water vapor 
therapy. This new change allows for more financial 
coverage for patients with benign prostatic hyperplasia 
who seek this treatment. Albala is a urologist at 
Associate Medical Professionals and chief of urology 
at Crouse Hospital in Syracuse, New York.
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CMS change for Rezum water  
vapor therapy
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Business     MONEY MATTERS

Q. Are there any signifi cant tax changes for 2022?
A. Congress continues to debate more signi� cant changes 
to the tax code, but it is unknown when a � nal bill will make 
its way to President Joe Biden’s desk. In the meantime, the 
Internal Revenue Service (IRS) made some notable adjust-
ments; here are some important changes taking effect in 2022:

• The standard deduction was increased from $25,100 to 
$25,900 for married couples who � le jointly. Single � lers 
and those who are married but � le separately will have 
their standard deduction increased by $400 to $12,950. 
Heads of household will also get a $600 increase in their 
standard deduction to $19,400.

• The tax rates remained the same, but the income brackets 
were increased slightly.

• Likewise, the capital gains rates remained the same, but 
the income brackets that determine the rate one pays 
increased.

• The maximum contribution amounts into employer 
provided retirement plans, such as 401(k)s, 403(b)s, 457 
plans, and the federal government’s Thrift Savings Plan, 
were adjusted upward. The employee contribution limit 
increased from $19,500 to $20,500, but the catchup contri-
bution for employees age 50 years and older remains at 
$6500. Total de� ned contribution limits for employee and 
employer contributions were increased from $58,000 to 
$61,000. The IRS compensation limit, on which employer 
contributions can be based, was increased from $290,000 
to $305,000. 

• For SIMPLE retirement accounts, the contribution limit 
was increased from $13,500 to $14,000, and the catchup 
contribution remained at $3000.

• The maximum simpli� ed employee pension plan individ-
ual retirement account (IRA) contribution was increased 
from $58,000 to $61,000, with maximum countable 
compensation increased to $305,000.

• The annual contribution limit for an IRA, for both pretax 
or Roth or a combination, remains at $6000 for 2022. The 
catchup contribution limit remains at $1000. The deduc-
tion for taxpayers making contributions to a traditional 
IRA is phased out for singles and heads of household 
who are covered by a workplace retirement plan and have 

modi� ed adjusted gross incomes between $68,000 and 
$78,000. For married couples � ling jointly, where the 
spouse who makes the IRA contribution is covered by a 
workplace retirement plan, the income phaseout range 
is $109,000 to $129,000 for 2022. For an IRA contribu-
tor who is not covered by a workplace retirement plan and 
is married to someone who is covered, the deduction is 
phased out if the couple’s income is between $204,000 and 
$214,000 in 2022.

• The Roth IRA modi� ed adjusted gross income phase-
out range increased to $204,000 to $214,000 for married 
couples � ling jointly, up from $198,000 to $208,000 in 
2021. For singles and heads of household, the income 
phaseout range is $129,000 to $144,000, up from $125,000 
to $140,000 in 2021. If your income exceeds these 
amounts, you can open a nondeductible IRA and convert 
it to a Roth IRA. (The current tax bill being debated in 
Congress may eliminate the ability to use a backdoor IRA, 
but as of writing this article, nothing has been passed.)

• The income limit for the saver’s credit is $68,000 for 
married couples � ling jointly; $51,000 for heads of 
household; and $34,000 for singles and married couples 
� ling separately.

• The Social Security taxable wage base was increased to 
$147,000 from $142,800.

As you plan for tax year 2022, we encourage you to speak 
with your accountant. Beyond typical tax planning, they 
may offer additional strategies to minimize your tax impact 
throughout the year. •

IRS adjustments: Standard 
deductions see increase for 2022
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The maximum simplified 
employee pension plan individual 
retirement account contribution 
was increased from $58,000 to 
$61,000, with maximum 
countable compensation 
increased to $305,000.
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FROM THE PAGES OF:

MARLENE SHEEHY, RN

Sheehy is a registered nurse and the vice presi-
dent of strategic development at Marquis Health 
Consulting Services, which provides administrative 
and consulting services to skilled nursing facilities 
throughout the continental United States.

T he onset of the COVID-19 pandemic 
changed the world as we know it, affect-
ing the way we do business, how we 

spend our money, and where we spend time. 
Unfortunately, it also strained the US health 
care infrastructure to its breaking point, 
pushing thousands of health care workers to 
burnout. In fact, 30% of frontline health care 
workers1 and 43% of nurses say they’re consid-
ering leaving their jobs.2

With so many medical professionals and 
nurses leaving the profession during the Great 
Resignation, health care facilities have had a 
difficult time maintaining the influx of patients. 
This has put a strain on resources and remain-
ing personnel. Because there’s more stress in 
the medical profession than ever before, your 
health care staff is likely experiencing unrelent-
ing demands on their time. In this landscape, 
it’s important to support staff so that they can 
continue to care for their communities.

Already, some states are taking action to 
develop new health care systems and realign 
their resources to account for the need for health 
care workers. According to The Hill,3 Hawaii 
released a plan to revamp crisis care standards in 
September, and Tennessee announced that it’s 
restricting the use of certain COVID-19 treat-
ments to unvaccinated individuals.

How will the medical field change in the 
future in light of these changes? In short, 
support in the workplace will become even 
more critical. If you want to keep providing 
care for your community, you must learn how 
to support team members. Luckily, there are 
a number of ways your health care facility can 
step up to this task.

1. Show your staff that you appreciate 
them. When it comes to showing apprecia-
tion, actions speak louder than words. You could 

consider hosting an appreciation luncheon, 
sending your staff Starbucks gift cards, or ensur-
ing there’s time for personnel to run errands 
during long work hours.

One Denver community developed “Lunches 
for Clinicians,” an effort that allows medical 
workers to order lunches from local restaurants 
(which are then paid for by the community). No 
matter what you do, your team members will 
appreciate the tangible way your facility demon-
strates its thankfulness.

2. Ask employees what matters to them, 
then deliver. With so much stress in the medi-
cal profession, health care workers are facing 
myriad unforeseen challenges and struggles. 
Because you might not know the best move to 
make, consider surveying or regularly checking 
in with staff to find out what they need. If there’s 
a solution you can provide, follow through.

One common demand right now is for tele-
health services. According to research by 
Siraj et al, health care workers strongly prefer 
using telemedicine technology because of how 
contagious the coronavirus is.4 With such an 
overwhelming call for virtual care capabilities, 
you should find ways to implement new technol-
ogies and processes when possible.

3. Prioritize medical professionals’ mental 
health. Research says the stress of the pandemic 
has had a severe impact on people, which is a 
cause for concern.5 Your frontline workers are 
under extreme strain, and if they feel like they’re 

not being supported at work, it can negatively 
affect their mental health.

Find ways to support staff by offering time off 
when needed, allowing breaks for healthy activ-
ities and meals, hosting educational seminars 
on stress management techniques, and partner-
ing with a mental health benefits provider. Be 
sure to also share resources with them, such as 
the Physician Support Line (https://www.physi-
ciansupportline.com), meditation and sleep 
apps such as Headspace, and online tool kits 
like those provided by Mount Sinai (https://
bit.ly/3r9SpCY ) and UNC Health (https://bit.
ly/3o81r1g).

To show your staff support in the workplace 
and help them perform even under stressful 
circumstances, you must go out of your way to 
show your appreciation, listen to their needs, 
and prioritize their mental health. The COVID-
19 pandemic has been an extremely challenging 
time for everyone. By learning how to support 
team members, you can enable your medical 
staff to better care for their community. •
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To show your staff support in 
the workplace and help them 
perform even under stressful 
circumstances, you must go 
out of your way to show your 
appreciation, listen to their 
needs, and prioritize their 
mental health.
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Associated Medical Professional of New York is seeking BC/BE General  
and Subspecialized Urologists for Private Equity physician partnership 

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

provide work life balance for physicians. For fellowship trained physicians, there are 
opportunities to create a niche practice. Qualified candidates will receive a sign on 
bonus, robust benefits package, competitive salary, transition payment, student 

loan assistance and moving expenses. 

JOIN ONE OF THE FASTEST GROWING GROUPS IN THE COUNTRY!

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

Site visits are being scheduled!  

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

HIRING
BC/BE UROLOGISTS

ARE YOU LOOKING FOR A GROWING UROLOGY PRACTICE WITH 
AGREEABLE SCHEDULE IN A DYNAMIC, WORLD CLASS CITY? 

Las Vegas Urology would love to welcome you aboard!  Living and practicing 
in the beautiful suburbs of the city, raising a family is hassle free and as 
pleasant as in any midwestern town, Nevada boasts no state income tax and 
was recently ranked the #10 city to relocate in the world by money.co.uk.

Las Vegas Urology offers a great starting salary and full benefits package, 
and our established physicians will welcome you and serve as great mentors. 
4-day work weeks and weekend call every fifth week will be offered. If you 
or someone you know with these qualifications is interested, please inquire 
with current CV and contact information and we look forward to welcoming 

you to the team!

EMAIL: Kromero@lasvegasurology.com

Build the team you need

Contact me today to place your ad.
Joanna Shippoli | (440) 891-2615

jshippoli@mjhlifesciences.com

CENTRAL NEW YORK

NEVADA
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Find out more about our practice at 
www.vasectomyreversaldoctor.com 

Contact Dr. Jeffrey Buch at   
jbuch0920@gmail.com

Unique all-cash/no-insurance 
practice limited to vasectomy, 

vasectomy reversal, male 
fertility, low testosterone, 

and cutting-edge treatment 
of ED seeks associate leading 
to partnership.  Male fertility 
and microsurgery fellowship 
training preferred but willing 
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Business     PRACTICE MATTERS

The New Year is a time to re� ect on the past and 
prepare for the future. Looking back at topics covered 
in 2021, I am going to suggest some resolutions for 

your practice in 2022.
In the March 2021 edition of Urology Times®, I looked at the 

most recent data (2019) on Medicare Part B drug spending, 
which revealed increased usage of denosumab and mitomy-
cin.1 I concluded that urology practices continue to derive 
substantial revenue from administering “buy and bill” drugs. 
Leading the list were denosumab (Xgeva), onabotulinumtox-
inA (Botox), leuprolide acetate, and sipuleucel-T (Provenge). 
Of the 17 Part B drugs most commonly used by urologists, 
total spending in 2019 increased for 10 drugs and decreased 
for 7 drugs over the previous year. Price was the factor 
driving the change in spending in 7 drugs, whereas it was 
utilization in 10 drugs. RESOLUTION NO. 1: Understand the 
fraction of your revenue from Part B drugs, your net pro� t by 
drug, your purchasing power (vendor options), and how policy 
changes in this area could affect your practice—before they 
happen. 

Then in April, I noted that tamsulosin tops the list of Part 
D drugs prescribed by urologists,2 the most recent data (2018) 
showing that drug costs to the Medicare Part D program also 
continue to increase each year. However, urology accounts 
for less than 1% of the spending in this program. Expensive 
oral drugs are under close scrutiny—especially if there are 
generic equivalents—and urologists prescribe and, in some 
cases, dispense some of these drugs. RESOLUTION NO. 2: Be 
sure you are prescribing and dispensing the most clinically 
and cost-effective alternatives for your patients, and check 
that your information systems (electronic health records) are 
con� gured to display formulary information as you prescribe.

The opioid epidemic continued to be a hot news topic in 
2021 in the United States, with landmark court cases hold-
ing large manufacturers and distributors accountable. Many 
states require continuing medical education on controlled 
substances as part of the license renewal process. In May, 
I reviewed prescribing habits in the specialty as re� ected 
in Medicare Part D data (2018) and learned that urologists 
collectively prescribe opioids in numbers and rates lower than 
the national average of all specialties and unevenly across the 
US.3 Hydrocodone/acetaminophen was the most common 
opioid prescribed by urologists, and very few urologists were 
linked to claims for long-acting opioids. RESOLUTION NO. 
3: Follow clinical guidelines and best practices (auanet.org//

guidelines/guidelines/opioid-use) for prescribing opioids, 
including prescribing opioids only when nonopioid alterna-
tives are inappropriate.

Payments from industry to physicians continue to receive 
scrutiny, as I outlined in April.4 General payments from 
manufacturers to urologists in 2020 reported to and by 
Centers for Medicare & Medicaid Services (CMS) under the 
Sunshine Act are sharply down from the previous year, repre-
sent a small fraction of general payments to all physicians, 
and average $211 per urologist. Most of these payments are 
from device manufacturers, and payments are concentrated in 
just a handful of individual companies, drugs, devices, physi-
cian recipients, and disease states. RESOLUTION NO. 4: Log 
on to the Open Payments site (openpaymentsdata.cms.gov/) 
and review your data.

As year 5 of the Quality Payment Program (QPP) draws to 
a close, and its impact was again muted by last-minute changes 
and � exibilities invoked by extreme and unusual circum-
stances (COVID-19 pandemic), urologists may be lulled into a 
sense of complacency. I reviewed the most recent data for the 
Merit-based Incentive Payments System (MIPS) in August.5

In general, urologists participating in QPP group reporting 
used the same generic quality category measures as clinicians 
in most other specialties. But with a few exceptions, they scored 
worse on average. In the “Promoting Interoperability” cate-
gory, urologists outperformed their peers on e-prescribing 
and providing patients electronic access to their health infor-
mation. They underperformed relative to peers on supporting 
electronic referral loops. The data begin to form specialty-spe-
ci� c benchmarks not readily available from other sources, 
which could guide improvement efforts. For example, in 2019, 
a performance rate of 95% on the measure “Prostate Cancer: 

Safety, communication, quality: 
Improve your practice in 2022
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Be sure you are prescribing and 
dispensing the most clinically
and cost-effective alternatives for 
your patients, and check that 
your information systems 
(electronic health records) are 
configured to display formulary 
information as you prescribe.
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Combination Androgen Deprivation Therapy for High Risk or Very High-
Risk Prostate Cancer” was signi� cantly above average for all clinicians, but 
signi� cantly below the mean score for urologists. One of the most valuable 
benchmarks—cost category measures—was not reported by CMS in 2019. 
RESOLUTION NO. 5: Focus on 1 improvement area where your score is 
below the urology average.

My September column looked at the QPP data used as a source of 
information about the specialty itself.6 The Medicare data suggest that 
approximately 35% of urologists are in organizations they dominate (what 
might have once been called single-specialty groups). This compares favor-
ably with general surgery (17%), cardiology (28%), and orthopedic surgery 
(31%). Many providers are probably familiar with factors that have caused 
specialists to consolidate, and these data help quantify that consolidation—at 
least among Medicare providers. Urology-dominated groups appear to have 
a foothold, which is good news for those who prefer this model of practice.

In December, I reviewed the overlap and impact of 2 important rules 
governing patient access to their health information—the Health Insurance 
Portability and Accountability Act of 1996 Privacy Rule and the Information 
Blocking Rule.7 These rules empower patient access to their health informa-
tion and impose signi� cant penalties for violations. Compliance with these 
rules is straightforward but requires a shift from the traditional concept of 
medical record ownership and a physician audience to the contemporary 
concept of shared access with the patient and others they designate. I provide 
some speci� c scenarios and recommendations for compliance. RESOLUTION 
NO. 6: Review your patient access policies for compliance with these 2 rules.

Finally, I wrote about my experience on the patient side of care.8 My turn 
as a patient reminded me that providers may not always treat patients the 
way they would want to be treated. There are many opportunities for posi-
tive change that require no signi� cant investment of money or time—only 
for the provider to walk in the patient’s shoes. As 2022 kicks off, take a fresh 
look at how you communicate, maintain a safe environment, and ensure 
optimum quality in your practice—you could be the next patient. •
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The importance of timely and comprehensive documen-
tation is a frequent topic of conversation in health care. 
It is easy to understand how an incomplete record of a 

patient’s conditions and medications can cause complications 
for a subsequent care provider. However, health care profes-
sionals may be less familiar with the legal consequences that 
can result from even a brief delay in completing a thorough 
record of a patient encounter.

Medical documentation creates a record of all information 
about a patient that a future care provider may need to make 
decisions about treatment. Accurate documentation is an essen-
tial step to ensuring the standard of care is met. A failure to 
document can cause adverse outcomes, which can in turn lead 
to malpractice claims. However, even when a failure to timely 
and thoroughly document a patient encounter does not directly 
affect subsequent care, it can still lead to a time-consuming and 
costly lawsuit.

A recent case involving a patient who went to an emergency 
department (ED) with a complaint of back pain is a prime exam-
ple. The patient arrived at his local ED and explained that earlier 
in the day he had strained his back when he slammed on his 
brakes to avoid a low-speed car crash. After evaluation, the patient 
was given pain medication, which relieved the pain quickly. The 
patient’s vitals and a brief description of the encounter were 
charted shortly after the patient was sent home with instructions 
to follow up with his primary care doctor. 

The ED doctor, in keeping with his typical practice, planned 
to use his handwritten notes to add a more detailed description 
of the encounter to the chart the following day. Unfortunately, 
a short while later the patient returned to the same hospital via 
ambulance after his wife found him unresponsive. Efforts to 
revive the patient were unsuccessful. It was subsequently deter-
mined that the patient’s back pain and death were caused by a 
dissecting thoracic aneurysm rather than muscle spasms from the 
car crash. 

When the ED doctor who had originally seen the patient 
returned to the hospital for his shift the following day, he learned 
what had happened. The doctor then added the late entry narra-
tive of the encounter to the chart, but a much different version 
of the encounter appeared. The doctor noted that he had been 
concerned about a possible thoracic aneurysm and had essentially 
begged the patient to undergo testing, which would have likely 
revealed the patient’s true condition. According to the doctor’s 
late entry, the patient’s concern about paying an insurance 

deductible and anxiety about being in the hospital made the 
patient insistent that he be released as soon as possible without 
any diagnostic testing.

When a lawsuit was � led by the patient’s wife, based on the 
alleged negligent failure to diagnose the aneurysm, the timing of 
the doctor’s late entry was uncovered. The late entry, combined 
with the wife’s testimony that her husband never had anxiety 
about hospitals and would not have been concerned about an 
insurance deductible, converted a standard failure to diagnose 
claim into a far more complicated claim. The new allegation was 
that the ED doctor had fabricated the additional details of the 
encounter to avoid liability for the patient’s death. The allegation 
of improper bolstering of the medical record created a very real 
possibility that the patient’s wife would be awarded millions of 
dollars in punitive damages. This led to the patient’s wife credibly 
seeking well over $10 million from the doctor and the hospital. 
After years of litigation, the case ended with a multimillion-dol-
lar settlement.

Although the doctor documented the encounter, the 
untimeliness of the entry—and its possibly fabricated infor-
mation—created more liability than if the record had not been 
updated. When he learned of the patient’s outcome, the ED 
doctor likely would have been better served by consulting with 
his hospital’s risk management team before making any change to 
the patient’s medical record. If this had been done, the outcome 
of the case likely would have been signi� cantly different. 

In today’s fast-paced environment, a practitioner’s time and 
attention are precious resources that should be put to best use. 
Although chart completion may seem like a chore that can be put 
off until later, this decision can back� re. Delaying the completion 
of a chart can result in spending weeks in a courtroom if a lawsuit 
arises. Even when the demands of providing patient care require 
that documentation be delayed, providers should be mind-
ful when completing after-the-fact charting. When in doubt, 
consulting with risk managers can reduce the possibility of an 
allegation of improper modi� cation of a patient’s records. •

Delays in charting can lead to 
lawsuits, � nancial consequences
Consult with a risk manager when completing a� er-the-fact charting
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Delaying the completion of a 
chart can result in spending 
weeks in a courtroom if a
lawsuit arises.
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Urology Times® is proud to partner with multiple Strategic Alliance Partners 
across the country. Our partnerships can increase exposure to leading 
treatment options designed to improve patient outcomes and provide 
further support.

POWERFUL TOGETHER 

Scan the QR code with your mobile device to visit UrologyTimes.com and view our Strategic 
Alliance Partnerships.
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