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Updated AUA BPH guidelines

AUA guidelines on benign pros-
tatic hyperplasia (BPH) have 
evolved with the constantly 
changing practice of surgi-

cal treatment for BPH. Contemporary 
guidelines were published in 2010, with 
a necessary validity review being per-
formed in 2014. The most recent AUA 
BPH guidelines were issued in 2018 and 
subsequently amended in 2019 to reflect 
further advancements in the field.

In 2018, important additions to the 
AUA BPH guidelines focused on both 
the appropriate pre-procedural diag-
nostic evaluation and novel surgical 
enhancements. Available surgical BPH 
data from 2007 onward were metic-
ulously analyzed and used to develop 

the current guidelines. All surgical 
approaches were compared to transure-
thral resection of the prostate (TURP) 
as the gold standard.

The guidelines stress a shared deci-
sion-making model in which clinicians 
discuss key treatment classes (medical, 
minimally invasive, endourologic, 
open/robotic) and thoroughly review 
risks and benefits for all treatment 
options. Patients can then make an 
informed decision on their selection, 
which may necessitate a referral to 
another clinician.

Updated BPH guidelines focusing on 
medication updates are anticipated in 2021.

The pendulum has swung from the 

BY MATTHEW D. HOULIHAN, DO, AND TOBIAS S. KÖHLER, MD, MPH 

What you need to know about 
pre-procedure evaluation, 
novel surgical enhancements

See GUIDELINES, on page 6

BEFORE AFTER

PROSTATIC URETHRA BEFORE AND AFTER 
THREE NEWER BPH PROCEDURES

Urethral lift procedure 

Water vapor thermal therapy

Aquablation procedure Photos courtesy of Teleflex (top), Boston Scientific (middle), and Peter Gilling, MD (bottom).

Sequential gemcitabine/
docetaxel promising for 
recurrent NMIBC

Journal Article of the Month

For his latest “Journal Article of the Month” 
column, Badar M. Mian, MD, discusses a 
recently published study in the Journal of 
Urology (2020; 203:1-8) that examined patients 
with recurrent nonmuscle-invasive bladder 

cancer treated with sequential gemcitabine (Gemzar) and 
docetaxel (Taxotere). The regimen could serve as an alter-
nate strategy for BCG-unresponsive patients.

For the full article, please turn to page 38

Bicycle riding: 
Good or bad for 
men’s health?
Cycling has multiple health benefits, 
but has also been associated with 
genitourinary injuries. Austin Lee 
and Benjamin N. Breyer, MD, of the 
University of California, San Francisco 
explore this topic and make sugges-
tions to help prevent cycling-related 
genitourinary injury.

BLADDER CANCER

For the full article, please turn to page 40

SEXUAL DYSFUNCTION
Let’s Talk Men’s Health
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Chairman’s Letter

MISTs for BPH show urology’s 
penchant for innovation

The world of medicine is one of constant 
evolution and innovation, with a prime 
urology-specific example being surgi-

cal treatments for BPH. This month’s Urology 
Times leads off with an in-depth look at the most 
recent update of the AUA’s guidelines for BPH. 
Matthew Houlihan, DO, and Tobias S. Köhler, 
MD, MPH, give an excellent overview of what’s 
new in the guidelines, touching on topics such as 
the influence of new minimally invasive surgical 
therapies (MISTs) on the initial patient workup 
as well as treatment recommendations. UT Edito-
rial Consultant Gopal H. Badlani, MD, ponders 
the guidelines’ changes in an insightful editorial 
(page 5).

In prostate cancer, we report on phase III 
results for a once-daily oral gonadotropin-re-
leasing hormone antagonist (page 8). Also look 
for coverage of two studies regarding measures 
aimed at curbing opioid prescribing following 
radical prostatectomy and other urologic proce-
dures (pages 9 and 10), as well as a study compar-
ing 5-year cancer control for focal therapy and 
radical prostatectomy (page 20).

This issue’s kidney stone coverage starts on 
page 22, featuring reports on PCNL as first-line 
staghorn stone treatment and whether dietary 
supplements for stones are backed by science.

In addition to reports on a phase III trial of blad-
der-sparing treatment for localized muscle-inva-
sive bladder cancer and an agent for urothelial 
cancer undergoing FDA priority review (page 30), 
bladder cancer is also the subject of this month’s 
“Journal Article of the Month” (page 38) and 
“Speak Out” (page 39) columns. In the former, 
Badar M. Mian, MD, provides insight on a recent 
study evaluating the use of sequential gemcitabine 
(Gemzar) and docetaxel (Taxotere) for recurrent 
nonmuscle-invasive bladder cancer. For “Speak 
Out,” three urologists share their thoughts on 
how bladder cancer care will change in light of 
recent FDA drug approvals.

In the area of sexual dysfunction, Austin Lee 

and Benjamin N. Breyer, MD, MAS, contribute a 
“Let’s Talk Men’s Health” installment examining 
ways bicycle riding can cause genitourinary-relat-
ed injury—and how providers can help patients 
avoid these injuries (page 40). In the subspecialty 
of OAB/incontinence, UT interviews Osvaldo F. 
Padron, MD, regarding how gender differences 
affect incontinence management.

In their latest “Coding Q&A” column, Jona-
than Rubenstein, MD, and Mark Painter tackle 
several reader questions on topics ranging from 
ureteroscopy to bacillus Calmette-Guérin instil-
lation into the renal pelvis (page 50). Jeff Witz, 
CFP, discusses what can be done if you make an 
excess contribution to a Roth IRA in “Money 
Matters” (page 52). For “Practice Matters,” Rob-
ert A. Dowling, MD, writes about office-based 
surgery regulations and how they vary according 
to state (page 56).

A column from UT Clinical Practice Board 
member Henry Rosevear, MD, touches on a topic 
all physicians are familiar with (page 62). Admin-
istrative burdens weigh down patient visits, he 
writes, but help for time-strapped providers may 
be coming.

* * *
Urologists are generally not a patient’s first 

medical point of contact and thus not typically 
the providers for those experiencing symptoms 
of the COVID-19 coronavirus. But the coro-
navirus pandemic is making its presence felt in 
the specialty nonetheless, with cautions about  
proper hygiene, difficult decisions about when 
to continue with or avoid elective surgery, and 
the cancellation and postponement of multiple 
sicentific meetings, including the AUA annual 
meeting (bit.ly/aua20canceled).

The scope of the pandemic and its impact 
changes hourly. Through it all, we must be care-
ful to rely on the facts, heed the advice of our 
public health officials, keep calm, and avoid being 
swept up in the  panic. My recommendation is to 
follow commonsense prevention strategies and 
stay up to date with two reputable online sources: 
the World Health Organization Resource Center 
(bit.ly/WHO-resources) and Centers for Disease 
Control and Prevention (bit.ly/CDC-resources).
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From the Board

Alternatives to TURP: 
Consider these variables

T he new AUA guidelines on surgical 
management of BPH reflect chang-
es primarily in new minimally inva-

sive approaches to the management of the 
enlarged prostate. In considering what is new, 
one should think about indications for a given 
procedure, the individual patient’s goals, sur-
geon’s bias and learning curve, availability, and 
affordability of the technology.

Patient bother with male lower urinary tract 
symptoms such as slow flow, hesitancy, and sense 
of incomplete emptying 
and retention are most 
common. However, men 
with overactive bladder, 
nocturia, post-void drib-
ble, and “older male with 
prostate” as indications 
are less responsive to 
surgical therapy.

Patient factors such as 
medical risk for anesthe-
sia, use of antiplatelets/
anticoagulants, gland 
size, and gland anatomy 
play a role in selecting the type of procedure, 
as do patient expectations, such as desire to 
maintain antegrade ejaculation at the expense 
of long-term success, catheter duration, and 
time from treatment to improvement (tran-
sient dysuria/frequency/incontinence/recur-
rent retention).

Surgeon variables are training and famil-
iarity with a technique, number of patients 
treated in a month to enhance the learning 
curve, and desire to be on the forefront. Avail-
ability of a team to deal with transient issues 
post treatment and ability to manage second-
ary bleeding as well as re-treatment are other 
variables. 

Availability of new technology is also depen-
dent on clinical setting, such as a trial at a 
center of excellence or hospital partner/large 

group willing to support it. The surgeon bias 
is difficult to assess.

The individual technologies are discussed 
in the “Hands On” article in this issue (page 
1), which mentions enucleation as a technique 
that needs to be considered when the gland 
is larger. It appears that many of the ablative 
technologies such as lasers and the bipolar 
device can achieve enucleation, albeit some 
require use of a morcellation device. Added 
indications for minimally invasive surgical 
therapies such as large glands and median lobe 
require an experienced practitioner.

Cost is a hidden factor in the United States 
and other countries where health insurance 
covers approved technology but is a real factor 
where cost is out of pocket. Hospitalization 
is expensive in the U.S. but a less important 

factor in other coun-
tries. Capital and dis-
posable cost is a factor 
in low- and middle-in-
come countries where 
traditional monopolar 
TURP still rules despite 
the safety of saline-based 
ablation devices.

After participating in 
a number of trials from 
balloon dilation to water 
ablation and publishing 
on them, my conclusion 

is to do what you know best, learn a new 
technology from an expert (preferably hands 
on), and consider participating in a clinical 
trial (based on patient volume and institu-
tional support). Shorten your learning curve 
by accumulating cases and doing them in a 
short time, stay with technology to overcome 
initial hurdles, and be honest about your out-
comes (not what is published in the literature 
by the expert).

“The expectations of life depend upon dil-
igence; the mechanic that would perfect his 
work must first sharpen his tools.”—Confucius

Send your comments to Dr. Badlani c/o Urology Times, 
at urology_times@mmhgroup.com

FEEDBACK 

  My conclusion is 
to do what you know 
best, learn a new 
technology from an 
expert, and consider 
participating in a 
clinical trial.”

“

GOPAL H. BADLANI, MD

Dr. Badlani, a Urology Times Editorial 
Consultant, is professor of urology, 
Wake Forest Baptist Medical Center, 
Winston-Salem, NC.
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BPH /  HANDS ON

1960s era where 50% of a urologist’s 
surgical day involved TURP to a medi-
cation-first approach since the develop-
ment of these drugs in the 1980s. Data 
from the Medical Therapy of Prostate 
Symptoms (MTOPS) trial tell us dual 
medical therapy is an excellent therapy 
for some men, as they avoid the poten-
tial TURP side effects of incontinence, 
bleeding, or recalcitrant stricture (N 
Engl J Med 2003; 349:2387–98).

Medications are excellent if they have 
minimal side effects, treat the patient’s 
lower urinary tract symptoms (LUTS) 
well, and the patient follows up with his 
medical care provider to monitor for 
bladder decompensation. Indeed, phar-
macotherapy for BPH has decreased the 
utilization of surgical intervention in the 
last 2 decades but has also resulted in 
surgery being performed more often 
in older patients with larger glands and 
inherently higher perioperative risk fac-
tors, often including active anticoagula-
tion (Curr Urol Rep 2017; 18:72).

TURP is an excellent therapy but car-
ries the risk of well-known side effects. 
Patients who undergo surgical inter-
vention earlier for LUTS have great-
er degrees of improvement than those 
undergoing late surgical intervention 
for BPH (J Urol 1998; 160:12–17). With 
the advent of minimally invasive surgical 
therapy (MIST), BPH treatments with 
tolerable side effect profiles, minimal 
anesthesia requirements, and decreased 
post-procedural sexual dysfunction, sur-
gical intervention can be considered at 
an earlier time point for patients with 
BPH.

New MISTs influence workup
Initial workup for BPH patients with 
bothersome LUTS should include a 
thorough medical history, AUA-Symp-
tom Index, and urinalysis. Patient goals 
for treatment should be obtained and 
side effects of various treatment modal-
ities discussed. A recent publication 
revealed a lack of crucial understanding 
and patient counseling by urologists and 
other providers about the potential sex-
ual side effects of medical and surgical 
BPH management (World J Urol 2018; 
36:1449–53). The AUA guideline inclu-
sion of MIST for BPH with sexual side 
effect-sparing approaches (prostatic ure-
thral lift, water vapor thermal therapy) 

makes this discussion more relevant.
Guideline amendments have also 

emphasized the importance of preop-
erative evaluation of prostatic size to 
ensure appropriate selection of treat-
ment modality. Again, the new MIST 
therapies influence workup, as pros-
tate size and anatomy alter treatment 
options. Ideal imaging in preparation for 
BPH surgical treatment should include 
ultrasound of the prostate to afford 
optimal evaluation of prostatic size 
along with assessment of a median lobe 
component of the prostate. Additionally, 
cystoscopy is recommended, as it affords 
the clinician important understanding 
of prostatic urethral anatomy, identifi-
cation of urethral stricture disease, and 
assessment of patient tolerance of local 
anesthesia procedures should the patient 
desire intervention with MIST. Provid-
ers who desire transrectal ultrasound 

(TRUS) of the prostate and cystoscopy 
can proceed with both.

Additionally, patients can undergo size 
assessment with cross-sectional imaging 
(CT vs. MRI). Providers are encouraged 
to perform post-void residual, and uti-
lization of pressure flow studies is rec-
ommended when the voiding symptoms 
present diagnostic uncertainty. Urody-
namic studies are a reasonable adjunct 
to guide treatment when patients have 
neurologic conditions affecting the blad-
der (multiple sclerosis, Parkinson’s), have 
failed previous BPH procedures, have a 
history of pelvic or spinal cord surgery, 
have had pelvic radiation, or have dia-
betes. Novel, noninvasive pressure flow 
studies utilizing a penile cuff while void-
ing have demonstrated a 92% positive 
predictive value and sensitivity of 75% 
in detecting bladder outlet obstruction 
when compared to formal catheter-based 
pressure flow studies (Can J Urol 2015; 
22:7896–7901).

The updated BPH guidelines remind 
us that TURP either with monopolar 
or bipolar energy remains an excel-
lent treatment approach. As a point of 
reference, a recent Canadian registry 
study of nearly 46,000 TURPs from 
2003 to 2016 revealed a transfusion rate 
of 2.6%, 30-day ER visit rate of 22.5% 
with approximately half being admitted, 
a stricture/bladder neck contracture rate 
of 11.2%, and a surgical retreatment 
rate of 10.9% at a median follow-up of 
4.42 years (BJU Int 2019; 124:1047-54). 
These numbers are important to keep in 
mind as patients begin to choose from a 
menu of options that minimize certain 
side effects, perhaps at the expense of 
treatment durability.

Treatment recommendations
Prostatic urethral lift (PUL [Uro-
Lift]) can be considered as an option 
for LUTS from BPH in men who have 
prostate glandular size of 30-80 grams 
and absence of a median lobe (Moder-
ate Recommendation, Evidence Level 
C). As recently as January 2020, PUL 
gained FDA approval for glandular size 
of up to 100 grams. No studies that met 
eligibility criteria attempting to uti-
lize PUL for the median lobe or sized 
80-100 grams were available at the time 
of guideline publication. Prostatic ure-
thral lift utilizes a minimally invasive, 
office-based approach to resolve pros-
tatic urethral bilobar hyperplasia with 
mechanical clips providing treatment of 
outlet obstruction (figure).

Patients who request intervention 
with prostatic urethral lift should be 
advised that improvement in symptoms 
and flow rate are decreased as compared 
to transurethral resection of the prostate 
(Can J Urol 2017; 24:8802–13). Prostatic 
urethral lift can be offered to patients 
who have concerns of ejaculatory func-
tion, as it is likely to have little impact on 
a patient’s erectile or ejaculatory func-
tion (Cochrane Database Syst Rev 2019; 
5:CD012832). Indeed, prostatic urethral 
lift remains a good option for the patient 
with mild to moderate LUTS with BPH 
without a median lobe component in 
whom sexual health and functionality 
are a priority in the treatment setting.

However, the guidelines also state 
that evidence of efficacy and retreat-
ment rates are poorly defined since one 
trial demonstrated about one-third of 
the study population experienced unsat-
isfactory results necessitating additional 

GUIDELINES
continued from page 1

MATTHEW D. HOULIHAN, 
DO; TOBIAS S. KÖHLER, 

MD, MPH

Dr. Houlihan is an 
andrology fellow, and 
Dr. Köhler is director 

of Men’s Health, Mayo 
Clinic, Rochester, MN. Dr 
Köhler is a member of the 

AUA BPH surgical and 
medical guidelines panel 

but is not a spokesperson 
for the AUA.

Christopher M. Gonzalez, MD, MBA, is 
professor and chair of the department of urology 
at Loyola University Chicago Stritch School of 
Medicine, Maywood, IL.

SECTION EDITOR

Guideline amendments 
have emphasized the 
importance of preoperative 
evaluation of prostatic 
size to ensure appropriate 
selection of treatment 
modality.
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treatment at 5 years (both surgical and medical) 
(Can J Urol 2017; 24:8802–13). Refinement of 
patient selection and procedural experience may 
improve these outcomes.

Water vapor thermal therapy of the pros-
tate (Rezum System) is an alternative minimal-
ly invasive approach to prostatic urethral lift. 
Water vapor thermal therapy harnesses the high 
energy potential of steam delivered through a 
cystoscopic probe to illicit local tissue cellular 
death. Prostatic cellular apoptosis and subse-
quent local tissue reabsorption affords treatment 
of the bladder outlet obstruction (figure). Water 
vapor thermal therapy can be performed in a 
minimally invasive fashion under local anesthe-
sia in the clinic for the appropriately selected 
patient.

The guidelines state this therapy may be 
offered to patients with LUTS attributed to 
BPH provided prostate volume is <80 grams; 
however, patients should be counseled regarding 
efficacy and retreatment rates (Conditional Rec-
ommendation; Evidence Level: Grade C). The 
conditional recommendation was based on a less 
robust body of evidence as 5-year outcomes and 
retreatment rates were not yet available at time 
of guideline publication. Water vapor therapy 
treatment may also be offered to men who desire 
preservation of ejaculatory and erectile function 
(J Urol 2016; 195:1529–38).

Aquablation, delivered by the AquaBeam 
Robotic System, is another new therapy intro-
duced in the updated guidelines (Urology 2019; 
125:169–73). Aquablation utilizes high-pressure 
waterjet technology, real-time ultrasonograph-

ic imaging, and robotically guided water jets 
for prostatic resection (figure) (Urology 2019; 
125:169–73). The procedure typically requires 
utilization of general anesthesia and thus should 
not be considered minimally invasive. As with 
the other modalities of treatment reviewed here-
in, the procedure is optimally utilized in patients 
with a prostate size of 30-80 grams. Addition-
ally, given the relative novelty of Aquablation 
with only 1 year of data to review at the time of 
guidelines creation, patients should be counseled 
that long-term evidence regarding outcomes and 
retreatment rates remains limited. Some sexual 
side effect advantages have been demonstrated 
with Aquablation compared to TURP (Urology 
2019; 125:169–73).

Other treatments. Several other BPH surgi-
cal treatments were addressed in the new guide-
lines. Transurethral incision of the prostate 

(TUIP) remains a great treatment for prostates 
<30 grams and carries a lower rate of retrograde 
ejaculation compared to TURP. Holmium laser 
enucleation of the prostate (HoLEP), photose-
lective vaporization of the prostate (PVP), and 
thulium laser enucleation of the prostate (Thu-
LEP) are also viable options and are cited as con-
siderations for patients on anticoagulation drugs.

Consideration of simple prostatectomy (open, 
laparoscopic, robotic) should be given to patients 
with larger glands. Transurethral needle abla-
tion (TUNA) is not recommended for BPH 
treatment. Citing heterogeneity in the litera-
ture, post-embolization syndrome, vascular 
access, technical feasibility, radiation exposure, 
and quality control at lower volume centers, the 
panel deemed prostate artery embolization as 
not recommended for the treatment of LUTS 
attributed to BPH outside the context of a clin-
ical trial.

Conclusion
The progressive nature of the field of surgical 
intervention for BPH necessitates that urologists 
remain up to date on the most recent advance-
ments. The AUA guidelines continue to evolve 
consistent with the most recent evidence-based 
practices, affording practitioners the ability to 
offer cutting-edge technology to their patients. 
While technological advancement has been a cor-
nerstone of the advancement of urologic practice, 
appropriate patient selection, diagnostic evalua-
tion, and preoperative counseling profiles remain 
paramount in providing excellent care for the 
patient with lower urinary tract symptoms. UT

With the advent of minimally 
invasive surgical therapy, BPH 
treatments with tolerable 
side effect profiles, minimal 
anesthesia requirements, and 
decreased post-procedural 
sexual dysfunction, surgical 
intervention can be considered 
at an earlier time point for 
patients with BPH.

FDA ACCEPTS NEW DRUG APPLICATION 
FOR OVERACTIVE BLADDER AGENT

The FDA has accepted for review Urovant Sciences’ New Drug Application (NDA) for 
once-daily 75 mg vibegron for the treatment of patients with overactive bladder with 
symptoms of urge urinary incontinence, urgency, and urinary frequency.

The NDA has been assigned a Prescription Drug User Fee Act goal date of Dec. 26, 
2020. In addition, the FDA has indicated that it is not currently planning to hold an 
Advisory Committee meeting to discuss the application, Urovant Sciences said.

Vibegron is an oral, once-daily small molecule beta-3 agonist that is being evaluated 
for OAB. Urovant Sciences reported positive data from the vibegron 12-week, phase 
III pivotal EMPOWUR study and demonstrated favorable longer-term efficacy, safety, 
and tolerability in a 40-week extension study.

Results from EMPOWUR were published in the Journal of Urology (Feb. 18, 2020 
[Epub ahead of print]). The double-blind, placebo-controlled 12-week trial, in patients 
with OAB, studied vibegron 75 mg once-daily compared to placebo and included an 
active control. In the trial, vibegron achieved rapid onset of action at 2 weeks in both 
co-primary endpoints and daily urgency episodes, and statistically significant efficacy 
was maintained at all timepoints measured through the end of the study.

Vibegron is also being evaluated for treatment of OAB in men with BPH and for 
abdominal pain associated with irritable bowel syndrome.

PENILE TRACTION DEVICE SHOWS BENEFIT 
IN MEN POST-RADICAL PROSTATECTOMY

Interim results from a clinical trial of a next-generation penile traction therapy device 
were encouraging and demonstrated statistically significant increases in penile length 
and a smaller reduction in erectile function among post-prostatectomy men who 
were treated with the device, known as RestoreX, according to PathRight Medical.

In the trial, men started using RestoreX 1 month after surgery for 5 months. At the 
6-month follow-up, men had gained 2 cm in length (p<.01) and had a reduction in 
erectile function of -0.5 points from baseline compared to –9.0 in controls (p=.02) 
using the International Index of Erectile Function Questionnaire. The study, led by 
Landon Trost, MD, of the Male Fertility and Peyronie’s Clinic in Orem, UT, was pre-
sented at the 2019 Sexual Medicine Society of North America annual fall scientific 
meeting in Nashville, TN.

RestoreX is also used to correct curvature and lost length associated with Peyronie’s 
disease. It registered with the FDA.
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Myovant Sciences recently announced posi-
tive phase III trial results for its once-daily oral 
small-molecule gonadotropin-releasing hormone 
(GnRH) antagonist relugolix, for the treatment of 
advanced prostate cancer.

If the FDA approves relugolix, it would be the 
first oral androgen deprivation therapy option for 
men with advanced prostate cancer, according to 
Neal D. Shore, MD, medical director of the Caro-
lina Urologic Research Center, Myrtle Beach, SC 
and steering committee member of the phase III 
HERO relugolix trial.

Dr. Shore was among the 
researchers to perform two suc-
cessful phase II trials on oral relu-
golix for advanced prostate cancer.

“The first phase II trial com-
pared oral relugolix once a day in 
comparison to 3 months treatment 

with a luteinizing hormone-releasing hormone 
(LHRH) agonist preparation for patients with 
advanced prostate cancer. The endpoints for that 
study were testosterone suppression, PSA declines, 
and numerous secondary endpoints,” Dr. Shore 
said. “The second phase II study was oral relugo-
lix versus monthly degarelix for patients receiving 
radiation therapy who had intermediate-risk pros-
tate cancer.”

Based on the success of the two phase II stud-
ies, Dr. Shore and colleagues designed the phase 

III HERO trial protocol studying 934 men with 
advanced prostate cancer with metastatic disease, 
biochemical relapse, or patients with high-risk, 
locally advanced disease. Researchers randomized 
patients to either relugolix once-per-day pill or 
3 months of LHRH agonist therapy (leuprolide 
acetate).

The primary efficacy endpoint of the study was 
the ability of relugolix to achieve and maintain tes-
tosterone suppression to castrate levels, defined as 
testosterone suppression of ≤50 ng/dL from week 
5 through week 48. For the study to be successful, 
the lower bound of the 95% confidence interval of 
the response rate had to be at least 90%, according 
to Myovant.

Agent meets primary endpoint
“Essentially, the trial met its primary endpoint of 
noninferiority. With this hurdle passed, we were 
allowed to test for superiority and relugolix also 
achieved response rates for sustained testosterone 
suppression that achieved superiority over those in 
the LHRH agonist arm,” Dr. Shore said.

Relugolix was superior to leuprolide in multiple 
secondary endpoints, including rapid suppression 
of testosterone at day 4 and day 15, profound sup-
pression of testosterone at day 15, rapid suppression 
of PSA at day 15, and suppression of follicle-stimu-
lating hormone at week 24.

Relugolix demonstrated non-inferiority to 
leuprolide on sustained testosterone suppression 
through 48 weeks.

The drug’s safety and tolerability profiles also 

were well tolerated, Dr. Shore said.
Researchers studied testosterone recovery in a 

subset of 184 patients and found mean testosterone 
returned to normal levels within 90 days of relugo-
lix treatment, according to a Myovant statement.

Relugolix, a GnRH antagonist and not an ago-
nist, does not result in a testosterone surge. Rather, 
its mechanism of action is direct inhibition of the 
endocrine axis, and it thus achieves rapid testoster-
one suppression with rapid PSA decline, according 
to Dr. Shore.

“We continue to monitor our trial population 
who had metastatic disease for the development 
of castration-resistant prostate cancer, and thus to 
further assess differences between the two arms,” 
Dr. Shore said. “We await those results.”

The phase III HERO trial is a potential pathway 
for regulatory approval. According to the compa-
ny, approximately 1,100 patients are enrolled in 
the HERO study, including about 430 patients 
with metastatic prostate cancer for the analysis of 
a secondary endpoint of castration resistance-free 
survival, for which data are expected in the third 
quarter of 2020.

The company plans to submit a New Drug 
Application to the FDA this year. If approved, 
many prostate cancer patients would enjoy the 
option of a daily oral medication versus a sub-
cutaneous or intramuscular injection, according 
to Dr. Shore.

Dr. Shore conducts research and does consulting 
for AbbVie, Ferring Pharmaceuticals, Myovant, and 
Tolmar.UT

Oral agent efficacious in advanced PCa
GnRH antagonist meets noninferior T suppression endpoint vs. leuprolide in phase III trial

Prostate Cancer / CLINICAL UPDATES

‘Y’tube is a video resource for urologists and other physicians who focus on men’s health. Videos cover surgical aspects of a variety of men’s health issues, with the goal of 
providing clinicians a current reference. urologytimes.com/YTUBE 

‘Y’TUBE VIDEOS  TRANSPERINEAL PROSTATE BIOPSY

MRI/TRUS FUSION-GUIDED BIOPSY 
USING URONAV

FREEHAND BIOPSY WITH PRECISION 
POINT

FREEHAND TECHNIQUE USING TRINITY 
SYSTEM

The NCI group, led by Peter A. Pinto, MD, and Amir H. 
Lebastchi, MD, provides an overview of MRI/TRUS fusion-
guided transperineal biopsy utilizing the UroNav platform, 
including identification of biopsy targets, outlining of the prostate 
with ultrasound, MRI alignment, endocavity balloon inflation, 
biopsy of the targeted region, and systematic biopsy.

Arvin George, MD, demonstrates use of the Michigan 
Urological Surgery Improvement Collaborative (MUSIC) template 
to perform a freehand transperineal prostate biopsy using the 
Precision Point transperineal access system.

Andre L. Abreu, MD, and colleagues describe transperineal 
MRI/TRUS fusion prostate biopsy utilizing the freehand 
technique. While the Trinity system provides the capability to 
perform the biopsy using a needle guide and probe holder, the 
authors prefer performing the technique freehand.

   James M. Hotaling, MD, MS / Section Editor   

DR. SHORE
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A simple intervention aiming to curb the con-
tribution of postoperative pain medication pre-
scribing to the opioid crisis was shown to reduce 
post-discharge opioid prescribing and use and 
increase opioid disposal without seeming to 
jeopardize pain control for patients who had 
undergone radical prostatectomy.

Known as the ORIOLES (Opioid Reduction 
Intervention for Open, Laparoscopic, and Endo-
scopic Surgery) Initiative, the three-pronged 
intervention coupled evidence-based standard-
ized opioid prescribing with two types of patient 
education.

“Overprescribing of opioid pain medications 
for surgical patients that can lead to long-term 
dependence is a well-recognized problem. The 
threshold we set for prescribing seems to have 
worked well for patients undergoing radical 
prostatectomy, and our low-burden approaches 
to post-discharge opioid education had a positive 
impact as well,” said Hiten D. Patel, MD, MPH, 
urological surgery resident at The Johns Hop-
kins Medical Institutions, Baltimore.

“We will see what additional avenues can be 
implemented for further reducing opioid use and 
improving disposal and what additional resourc-
es are needed to accomplish those goals,” added 
Dr. Patel, who worked on the study with Amin 
Herati, MD, and colleagues. The findings were 
presented at the 2019 AUA annual meeting in 
Chicago; data from ORIOLES were also pub-
lished in BJU International (Oct. 23, 2019 [Epub 
ahead of print]).

The standardized prescribing amount used 
in the intervention was developed based on the 

findings of a previous study (“pre-intervention 
study”) that documented a large discrepancy 
between the amount of opioid medication that 
was being prescribed post-discharge to radical 
prostatectomy patients and the amount patients 
were using.

“There has been little data to guide appropri-
ate tailoring of opioid prescribing after urologic 
surgery, and so creating a system for quantifying 
patient requirements for pain control is the first 
step,” said Dr. Patel.

In the pre-intervention arm, which included 
214 patients, the median prescribed oral mor-
phine equivalent (OMEQ) dose was 224 mg, but 
the median OMEQ dose used was only 52.1 mg. 
Patients disposed only 13.8% of their leftover 
medication in the pre-intervention arm.

With the intent of meeting the pain medica-
tion needs of >80% of patients, the standardized 
OMEQ dose used in the prospective interven-
tion study was set at 112.5 mg (equivalent to 15 
tablets of oxycodone, 5 mg). However, the pro-
tocol allowed urologists to use their judgment 
and prescribe a higher number of pills based 
on each patient’s history. Information to dis-
courage unnecessary opioid use and encourage 
appropriate disposal was provided by nursing 
education while the patient was in the hospital 
and reinforced with a printed sheet provided 
at discharge.

A total of 229 patients participated in the pro-
spective intervention study, and they were sim-
ilar to the pre-intervention cohort with respect 
to demographic characteristics, perioperative 
outcomes, comorbidities, and the proportions of 
patients with a pain diagnosis or opioid use prior 
to surgery. A significantly higher percentage of 
patients in the prospective intervention cohort 
underwent a robotic prostatectomy (81.2% vs. 
72.4%).

In the intervention study, the median OMEQ 
prescribed was 120 mg (–46.4% vs. the pre-inter-
vention cohort) and the median OMEQ used was 
38.3 mg (–26.5% vs. the pre-intervention cohort). 
The rate of opioid disposal increased to 27.3%, 
although the change compared to the pre-in-
tervention cohort reflected an increase in pills 
that were flushed or thrown out rather than an 
increase in the percentage returned to take-back 
programs.

“The utilization of take-back programs for 
unused opioid medication was still low, but we 
were encouraged that the overall disposal rate was 
doubled when patients were exposed to our simple 
intervention,” said Dr. Patel.

Dr. Patel reported that five patients (2.2%) in 
the prospective intervention study required addi-
tional opioid medication.

“One of the limitations of our study is that 
we did not track pain scores. The data on opioid 
refills, however, suggests that our standardized 
prescribing approach met patients’ needs for pain 
medications, especially considering that it was 
based on meeting the needs of 84% of patients 
implying up to 16% might have requested addi-
tional medication,” he said.

“Findings of a multivariable analysis to identify 
characteristics associated with greater opioid use 
suggested that obese patients and patients using opi-
oids prior to surgery may require additional coun-
seling and/or a greater quantity of medication.”

Three patients (1%) who were not on an opioid 
before surgery continued using the pain medi-
cation for longer than would be expected to con-
trol surgery-related pain, which compares favor-
ably with published data that approximately 6% 
to 7% of patients have new persistent opioid use 
after surgery. All three patients had pre-existing 
or newly developed (eg, herniated disc) chronic 
pain conditions.UT

Intervention reduces post-RP opioid 
prescriptions
Increase in disposed pills observed folllowing evidence-based intervention

TABLE EFFECT OF INTERVENTION ON POST-RP OPIOID RX, USE

Median prescribed oral mor-
phine equivalent (OMEQ) dose Change vs. pre-intervention cohort

Median OMEQ dose prescribed 120 mg –46.4%

Median OMEQ dose used 38.3 mg –26.5%

Source: Hiten D. Patel, MD, MPH

“The threshold we set 
for prescribing seems 
to have worked well for 
patients undergoing radical 
prostatectomy, and our low-
burden approaches to post-
discharge opioid education had a 
positive impact as well.”

HITEN D. PATEL, MD, MPH

CLINICAL UPDATES / Prostate Cancer
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Recommendations on opioid prescribing after 
endourologic and minimally invasive urolog-
ic surgery from an expert panel should help 
urologists align individual prescribing habits 
with current evidence, reduce opioid overpre-
scribing, and provide a framework for refining 
patient-centered guidelines for opioid steward-
ship in urology, said Kevin Koo, MD, MPH, 
MPhil.

The project to develop recommendations for 
opioid prescribing was undertaken recognizing 
evidence that postsurgical prescribing is con-
tributing to the opioid epidemic and showing 
that a lack of procedure-specific prescribing 
guidelines underlies wide variation in surgeons’ 
prescribing patterns.

The recommendations pertain specifically to 
opioid-naïve patients without chronic pain con-
ditions and define a range of oxycodone 5-mg 
equivalent tablets considered appropriate for 
each of 16 procedures. In addition, the pan-
el described eight overarching strategies that 
are intended to strengthen opioid safety and 
stewardship.

“Excess postsurgical prescribing has been 
implicated in the widespread availability of opi-
oids. Across a broad range of procedures, patients 
consistently report not needing 70% to 90% of 
the tablets they were prescribed,” said Dr. Koo, 
instructor of urology, Johns Hopkins University 
School of Medicine, Baltimore.

“Considering emerging evidence that opi-
oid overprescribing declines for both targeted 
procedures and overall when prescribers have 

guidelines, we aimed to develop pro-
cedure-specific recommendations 
for opioid prescribing after endou-
rological and minimally invasive 
urological procedures.”

Dr. Koo initially presented the 
recommendations at the 2019 AUA 
annual meeting in Chicago, and 
they were subsequently published in the Journal 
of Urology (2020; 203:151-8).

The recommendations were developed by a 
15-member expert panel representing five stake-
holder groups—attending urologists, multispe-
cialty fellows, residents, nurse practitioners, and 
patients. Using a three-step modified Delphi 
method, specific recommendations for opioid 
prescribing were outlined for the 16 procedures 
that encompass lower tract endoscopy, upper 
tract endoscopy, and laparoscopic and robotic 
kidney and prostate surgeries for benign and 
malignant disease.

The panel agreed that no opioids should be 
prescribed for patients who undergo diagnos-
tic cystoscopy, transurethral resection of blad-
der tumor, or diagnostic ureteroscopy without 
stent placement. In addition, it was the panel’s 
consensus that non-opioid pain management is 
a potentially appropriate option for all of the 
other procedures, so the minimum number of 
recommended opioids was also zero tablets.

“While there have been reports of narcot-
ic-free urological surgery, such as ureterosco-
py, the panel agreed that using zero narcotics is 
not necessarily a categorical goal. Instead, opioid 
use should be tailored to each patient according 
to preferences and expected needs using shared 
decision-making,” said Dr. Koo.

A maximum of five oxycodone 5-mg tablets 
was recommended for patients who had trans-
urethral resection of the prostate or ureteros-
copy or lithotripsy without stent placement, 
and a maximum of 10 tablets was recommended 
for those who had ureteroscopy or lithotripsy 
with a stent; urgent ureteral stent placement; 
or percutaneous nephrolithotomy with a stent, 
with or without nephrostomy. A maximum of 15 
tablets was recommended for all of the laparo-
scopic or robotic procedures, including radical 
and partial nephrectomy and radical and simple 
prostatectomy.

Dr. Koo noted that the recommendations are 
consistent with emerging procedure-specific 
observational data.

“A prospective study at Johns Hopkins that 

included 205 patients undergoing 
open and robotic prostatectomy 
found that 15 tablets of oxycodone 
satisfied the post-discharge needs of 
84% of patients.”

The strategies for opioid stew-
ardship encourage that postsur-
gical opioid prescribing should be 

approached through shared decision-making.
“Patients’ preferences and concerns should 

be incorporated when surgeons decide whether 
and how much opioids to prescribe, and opioids 
should not be prescribed to patients who spe-
cifically express a preference not to use them,” 
Dr. Koo said.

To help prevent unused opioids from becom-
ing available for misuse, the eight strategies 
include that prescribers should approach post-
surgical opioid prescribing as a shared decision 
with patients and provide information to patients 
about safe storage and disposal of unused opioids. 
Other strategies encourage prescribers to con-
sider clinical factors that may affect a patient’s 
expected response to opioids, maximize routine 
use of non-opioid agents unless contraindicated, 
consider pre-discharge opioid requirements to 
anticipate post-discharge needs, query prescrip-
tion drug monitoring programs where available, 
assess patients’ patterns of medication use and 
sources of pain prior to refilling opioids, and 
consider the additional needs of patients with 
chronic pain or complex pain syndromes.UT

Panel issues urology-specific opioid Rx 
recommendations
Document incorporates strategies for strengthening opioid safety, stewardship

“Patients’ preferences and 
concerns should be incorporated 
when surgeons decide whether 
and how much opioids to 
prescribe, and opioids should 
not be prescribed to patients 

who specifically 
express a preference 
not to use them.”

KEVIN KOO, MD, MPH, MPHIL

NEW WEB RESOURCE
ON CHEMOTHERAPY LAUNCHED

Prostate cancer advocacy organizations ZERO, 
Us TOO International, and Prostate Conditions 
Education Council have launched an educational 
website specific to chemotherapy for treating 
prostate cancer.

The site provides objective, balanced informa-
tion about how chemotherapy works and when 
it should be considered as a treatment option. 
It addresses using chemotherapy in combina-
tion with other treatments and the potential for 
sequencing it in a treatment regimen. Along with 
the benefits of chemotherapy, probable treatment 
side effects are outlined as well as information 
for managing side effects. The website can be 
accessed at: bit.ly/chemosite.

Prostate Cancer / CLINICAL UPDATES

A maximum of 
15 tablets was 
recommended 
for all of the lapa-
roscopic or robot-
ic procedures.
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CHICAGO—A multicenter study in the United 
Kingdom found 5-year prostate cancer control 
rates following treatment with focal therapy are 
similar to those of patients who have undergone 
radical prostatectomy, even when accounting for 
variation in tumor location, size, and risk.

The study, presented at the 2019 AUA annual 
meeting in Chicago, showed no significant dif-
ference in failure-free survival—defined as the 
absence of a relapse, non-relapse mortality, or 
addition of another systemic therapy—between 
focal therapy and radical prostatectomy 5 years 
after either procedure.

It points to comparable medium-term results 
between focal therapy, which has fewer side 
effects and jeopardizes less healthy tissue, and 
radical prostatectomy.

Based on the results, “We 
should be talking about the harm 
aspects of surgery,” Deepika 
Reddy, MD, a urology surgeon 
for NHS in London, told 2019 
AUA attendees.

While focal therapy has a low 
side-effect profile, there has been uncertainty 
regarding its medium-length potential to control 
prostate cancer compared with radical approaches. 
In the United Kingdom, focal therapy for prostate 
cancer comprises high-intensity frequency ultra-
sound (HIFU) and focal cryotherapy based on 
cancer characteristics and location. The authors 
aimed to compare cancer control rates from this 
approach with those of radical prostatectomy.

Following National Institute for Health and 
Care Excellence guidance, the authors reviewed 
multicenter prospective cancer registries to iden-
tify men who underwent either HIFU (625 men) 
or cryotherapy (122) and laparoscopic radical 
prostatectomy (571) from 2007 to 2017.

“Up to two focal therapy sessions were allowed,” 
Dr. Reddy said.

From there, the authors used propensity scor-
ing to match men who underwent focal therapy 
(either HIFU or cryotherapy) with their nearest 
radical prostatectomy patient match. Among the 
inclusion criteria were PSA <20 ng/mL; Gleason 
score ≤7, and T-stage ≤T2c. Exclusion criteria 
were missing matched variables and early adju-
vant therapy within 1 year. The authors then 
matched patients by age, PSA, grade, maximum 
cancer core length, unilateral/bilateral disease, 
neoadjuvant hormone use, and treatment year.

After accounting for inclusion and exclusion 
criteria, the group included 420 HIFU patients, 
81 cryotherapy patients, and 346 localized radical 
prostatectomy patients. Matching of patients led 
to 183 men in each cohort.

“This led to a well-matched cohort,” Dr. Reddy 
said.

No difference in failure-free survival
During each of the time frames studied, the 
authors found no difference in failure-free surviv-
al rates between the HIFU/cryotherapy and local-
ized radical prostatectomy groups. Focal therapy 
demonstrated an 88% failure-free survival rate 
over 5 years, while the 5-year failure-free survival 
rate for localized radical prostatectomy was 85%.

There are limitations to the study, Dr. Reddy 

said. For example, certain variables, such as tumor 
volume, were not captured, although maximum 
cancer core length as a surrogate marker of tumor 
volume was used.

While long-term data around the efficacy of 
focal therapy compared with radical prostatecto-
my are still needed, the results provide the basis 
for conversations with patients around treatment 
options, she said.UT

5-year cancer control comparable
for focal therapy, radical prostatectomy
Propensity score-matched analysis accounts for variation in tumor location, size, risk

FIGURE / Focal therapy vs. RP: 5-year 
failure-free survival

Source: Deepika Reddy, MD
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PIVOTAL STUDY TO EVALUATE AUROLASE THERAPY
FOR PROSTATE TISSUE ABLATION 

Nanospectra Biosciences, Inc. recently announced the start of a pivotal study to 
determine the efficacy of using magnetic resonance imaging/ultrasound fusion 
imaging technology to direct focal ablation of prostate tissue using nanoparti-
cle-directed laser ablation.

The initial two patient procedures in the pivotal trial have been completed at the 
University of Michigan, Ann Arbor, which also participated in the pilot study. The 
AuroLase pivotal study follows the successful first-in-human pilot study that 
enrolled 46 subjects at three U.S. sites.

Clinical and functional outcomes of a subset of subjects at the lead site in the fea-
sibility study were published in Proceedings of the National Academy of Sciences 
(2019; 116:18590-6). Thirteen of the first 15 prostate cancer patients treated in 
the clinical trial of the nanoparticle-based focal therapy showed no detectable 

signs of cancer upon biopsy in the target ablation zone a year after treatment. The 
final results of the feasibility study are expected later this year.

The pivotal study is an open-label, multicenter, single-treatment study of Auro-
Lase Therapy for the focal ablation of prostate tissue via nanoparticle-directed 
near infrared irradiation and approved by the FDA under the original Investigation-
al Device Exemption. Up to 60 patients will be enrolled at up to eight clinical trial 
sites throughout the U.S.

Efficacy of focal ablation of prostate tissue will be assessed by MRI/ultra-
sound-guided target biopsy 6 months after laser treatment and at 1 year via tar-
geted biopsy and standard systematic biopsy.

Ardeshir Rastinehad, DO, of Lenox Hill Urology and Northwell Health System, New 
York and the initial study’s lead principal investigator, presented preliminary feasi-
bility study data at the International Symposium on Focal Therapy and Imaging in 
Prostate and Kidney Cancer in Washington.
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Prostate cancer (PCa) is the most 
common solid organ malig-
nancy affecting American men 
and the second leading cause of 

death from cancer. Since the introduction 
of the PSA blood test in the early 1990s, 
there has been a progressive decrease in 
the stage and grade of PCa at diagnosis 
as well as a dramatic decline in PCa death 
rates. However, due to the variable natu-
ral history of PCa and the PSA test’s poor 
specificity, universal PSA-based screening 
has also led to increased cost and suffering 
in many men who will never be affected 
by PCa.

This controversy has led to confusion 
and varying recommendations, ultimate-
ly resulting in a decrease in PSA-based 
screening. Coinciding with this decrease 
in screening, a recent report from the 
American Cancer Society indicates, for 
the first time in 30 years, a halt in the 
decline in presentation of metastatic dis-
ease and PCa mortality.1

Citing two controversial papers in 2012 
suggesting that there is minimal survival 
benefit to PSA-based screening average 
risk men, the U.S. Preventive Services 
Task Force (USPSTF) considered that 
PSA-based screening harms many (side 
effects include anxiety from screening, 
infection and bleeding from prostate biop-
sy, and urinary incontinence and sexual 
dysfunction from treatment) and benefits 
few (men saved through early detection). 
The USPSTF recommended that no man 
should be screened for PCa.

This stance was adopted by the Amer-
ican Academy of Family Physicians, 
among others, and what followed was an 
indiscriminate cessation of screening in 
most men, and with that, the dramatic 
decline in new PCa diagnoses by almost 
60,000 cases.

Subsequent to the Task Force’s rec-
ommendation in 2012, several research 
groups including ours published disturb-
ing trends of more men presenting with 
more aggressive and advanced PCa.2,3

We now see for the first time a changing 
course in the death rate from the disease. 
We are entering a dangerous era. Should 
we go back to the days before PSA-based 
screening, the increase in death and suf-
fering will not be felt for another decade—
at which point it might be too late for a 
generation of men.

Due to a backlash stemming from these 
reports and an acknowledgement of the 
flaws in the original screening studies, 
the USPSTF in 2018 amended its rec-
ommendation slightly to  suggest that a 
conversation be held between physician 
and patient (between the ages of 55 and 69 
years) about the risks and benefits of PSA-
based screening with no allowance for risk 
factors (family history or race).

Rather than forgoing screening in 
everyone, we suggest a risk-stratified 
approach whereby our screening efforts 
are focused on those men who stand to 
gain the most and be harmed the least. 
Men expected to live beyond 10 years 
who have a family history of PCa, are 
of African-American race, and/or have 
a genetic predisposition to the disease 
should be offered screening at an earlier 
age (mid-40s) and more aggressive screen-
ing (yearly). Average- and low- risk men 
(based on genetic testing) should be coun-
seled regarding the risks and benefits of 
screening (called shared decision-making) 
and allowed to make an informed decision 
regarding screening at longer intervals 
(possibly every 3-7 years).

Furthermore, to avoid overtreatment of 
indolent PCa, men diagnosed with low-
risk disease should consider active surveil-
lance (close monitoring with intent to treat 
and cure if the disease worsens).

Genetic predisposition to PCa is based 
on newly discovered germline genetic 
(inherited DNA) abnormalities, which 
have been associated with the develop-
ment of PCa and sometimes aggressive 
disease. The latter may develop as a 
result of mutations of the breast cancer 
DNA damage repair genes (BRCA1 and 

BRCA2). In addition, abnormalities in 
other components of the DNA called sin-
gle nucleotide polymorphisms (SNPs) are 
associated with the development of PCa.

Tests for specific SNPs have recently 
become commercially available to predict 
a man’s lifetime risk of developing PCa. 
A San Diego startup, Stratify Genom-
ics, recently launched Prompt - prostate 
genetic score (PGS), one of the first ger-
mline SNP tests based on a cheek swab. 
Studies of Prompt-PGS have shown 
promising results, with data showing it 
being two times more predictive than PSA 
and three times more predictive than a 
positive family history in determining the 
risk of a man developing PCa.4,5 Additional 
new tests either currently available or in 
testing include urinary exosomes (which 
contain DNA), liquid biopsies (blood and 
urine tests designed to detect the presence 
of PCa), and other biomarkers looking at 
cancer-associated cell changes in urine.

The recently reported change in PCa 
death rates should prompt men to under-
go genetic testing and have a discussion 
with their doctor regarding the benefits 
and potential harms of PSA-based screen-
ing based on their individualized risk of 
developing the disease. Together with race 
and family history, this new genetic infor-
mation can help men and their physicians 
make an informed decision regarding 
screening and hopefully reverse this dis-
turbing trend in PCa death rates.UT
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Single-access percutaneous nephrolithotomy 
(PCNL) can clear the vast majority of staghorn 
stones with minimal morbidity, said Tim Large, 
MD, at the 2019 World Congress of Endourology 
and SWL in Abu Dhabi.

He reported findings from a multi-institutional 
retrospective review showing that over a 2-year 
period, 301 (89%) of 340 patients with full or par-
tial staghorn calculi were treated with single-access 
PCNL. Postoperative computed tomography scans 
identified residual stone fragments in 169 patients 
(56%), of whom only 54 (17.9%) had a fragment >4 
mm. A secondary PCNL was performed in 117 
(38.9%) of the 169 patients with a residual stone.

Follow-up imaging performed at 6 weeks showed 
that overall, 86% of patients were rendered stone 
free. Complications were rare.

“The results in our retrospective study reinforce 
the recommendation in both the AUA and EAU 
guidelines that PCNL be considered the first-
line surgical intervention for patients with stones 
greater than 2 cm, including staghorn calculi,” said 
Dr. Large, assistant professor, Indiana University 
School of Medicine, Indianapolis.

“Alternative approaches may be chosen because 
of surgeon training or access to technology, but 
PCNL is a ubiquitous component of most training 

programs and very safe. Therefore, so that patients 
can avoid a major procedure, we would encourage 
referral to a colleague who specializes in PCNL in 
situations where a surgeon lacks comfort with or 
equipment for performing the technique.”

The retrospective study identified patients with 
staghorn calculi who were seen at Indiana Uni-
versity School of Medicine, Mayo Clinic, Roch-
ester, MN, and British Columbia School of Med-
icine, Vancouver. The patients who underwent 
single-access PCNL had a mean age of 57 years, 
53% were women, and mean body mass index of 
32.5 kg/m2.

Approximately two-thirds of the stones had a 
Guy’s stone score of 4 and the remaining one-

third were Guy’s stone score 3. The median stone 
burden was 163.4 mm2.

Mean OR time was 80 minutes for the primary 
PCNL, and for patients who underwent a second-
ary PCNL, mean total OR time, including the 
first procedure, was <200 minutes.

“The secondary procedure rate for patients in 
our study was relatively high, which is normal, 
but the total OR time for patients who needed a 
second procedure was comparable if not less than 
that of alternate surgical approaches to treat stag-
horn calculi,” Dr. Large said.

Minimal complications
Mean hospital stay for the cohort was 2.3 days, 
eight patients (2.7%) required an ICU stay, and 15 
patients (5.0%) required transfusion. Complica-
tions were minimal. Pleural effusion (5.0%) was the 
most common event, followed by fever (2.7%) and 
sepsis (1.3%). There were no cases of solid organ 
injury.

Dr. Large acknowledged that the AUA and EAU 
guidelines identify instances, such as concomitant 
ureteropelvic junction obstruction, where robotic 
surgery to treat staghorn kidney stones is indicat-
ed. He said, however, that the retrospective study 
he presented supports prior publications recom-
mending that PCNL should be the primary 
approach for the surgical management of partial 
and full staghorn stones.UT

Jeni Williams
UT Correspondent 

CHICAGO—A study of kidney stone patients who 
were treated using ureteral access 
sheaths found no evidence of uret-
eral strictures an average of 4 years 
following ureteroscopy.

The results are intriguing, given 
that some urologists believe there 
are too little data to ascertain wheth-
er the use of ureteral access sheaths 
puts patients at risk of ureteral inju-
ry (World J Urol 2015; 33:2137-44). 
Also notable: The results held true 
regardless of the diameter of the 

sheath used, the size of the stone, length of operat-
ing time, or gender.

However, given the small sample size of 157 
patients, “This is an area where more study is need-

ed,” Jose Eduardo Castro Matheus 
Rodrigues, a research student at the 
Massachusetts General Hospital 
department of urology, Boston and a 
medical student at University of São 
Paulo-Brazil, told attendees at the 
2019 AUA annual meeting.

The study was conducted under 
Brian Eisner, MD, of the Massachu-
setts General Hospital department of 
urology and Harvard Medical School.

The study results are based on a ret-

rospective review of patients who have undergone 
ureteroscopy procedures that involved use of a ure-
teral access sheath. Patients included in the study 
also had a follow-up visit 1 year or more after the 
procedure and received an abdominal imaging scan.

While recent studies have shown that placement 
of ureteral access sheaths during ureteroscopy can 
cause ureteral lesions, such as when too much force 
is applied (J Endourol 2019; 33:712-8), the long-term 
consequences of deploying ureteral access sheaths 
are not yet known. This study sought to determine 
the impact of using ureteral access sheaths on the 
patient’s chances of developing a ureteral stricture 
in the first year or more after surgery.

Among the 157 patients who met these crite-

PCNL feasible for first-line staghorn 
stone treatment

Sheath use not linked with strictures

86% of patients rendered stone free following procedure, data indicate

Results hold true regardless of access sheath diameter, stone size, OR time, gender

“The results in our retrospective 
study reinforce the 
recommendation in both the AUA 
and EAU guidelines that PCNL be 
considered the first-line surgical 
intervention for patients with 

stones greater than 2 
cm, including staghorn 
calculi.”

TIM LARGE, MD
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The results showed 
that during the 
patients’ most 

recent follow-up 
visit, no patients 
had undergone 
treatment for a 

ureteral stricture 
or displayed radio-
graphic evidence 

of a stricture.
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Findings from a longitudinal cohort study pro-
vide an evidence base for counseling patients 
about pain and recovery following ureteroscopy 
for nephrolithiasis.

The findings also support the practice of not pre-
scribing narcotics for pain management, reported 
Justin B. Ziemba, MD, at the 2019 World Congress 
of Endourology and SWL in Abu Dhabi.

“We know that pain is the most common com-
plaint after ureteroscopy for nephrolithiasis, but we 
have been lacking good data for counseling patients 
about this aspect of their recovery,” said Dr. Ziem-
ba, assistant professor of urology in surgery at the 
Perelman School of Medicine at the University of 
Pennsylvania, Philadelphia.

The study was initiated in November 2018 
and analyzed data collected for nearly 1 year. 
English-speaking adults undergoing ureteroscopy 
for a renal or ureteral stone were eligible for par-

ticipation. Patients were discharged with a ureteral 
stent that was removed by post-op day 4. Patients 
received a non-narcotic regimen for pain control 
that included ibuprofen, acetaminophen, and tam-
sulosin (Flomax).

They were asked to complete two generic quality 
of life instruments, PROMIS-Pain Intensity and 
PROMIS-Pain Interference, immediately before 
surgery and on post-op days 1, 7, and 14. Scores are 
reported compared to the U.S. population mean; a 
score above 50 indicates that the condition is worse 
than in the average population.

“These quality of life instruments can be 
applied to any disease state, have been rigorously 
studied and validated in diverse populations, and 
are benchmarked against a normalized score for 
the United States general population. Therefore, 
we hypothesized that these instruments would 
provide us with reliable information about the 
severity of postoperative pain and how the pain 
disrupted participation and engagement in reg-
ular activities. It also provides us with a measure 
of how this compares to a normal population 
mean,” Dr. Ziemba said.

“In contrast to other studies that have assessed 
emergency department visits or calls to the office 
to investigate the impact of postoperative recov-
ery following ureteroscopy, our study evaluates 
the lived patient experience with respect to pain 
intensity and interference,” Dr. Ziemba said.

The questionnaires were completed by 101 
patients immediately before surgery and by 62, 
48, and 21 patients on post-op days 1, 7, and 14, 
respectively.

Results from the data collected showed that, 
compared to the U.S. population mean (50), inten-
sity and interference were all clinically and statisti-
cally significantly different (Wilcoxon signed rank 

test; p<.001) at all time point comparisons except 
intensity on post-op days 1 and 7 and interference 
on post-op day 14.

The study also found that for pain intensity, 
there was a clinically and statistically significant 
difference from post-op day 0 to 1 (43.8 to 52.1) 
and from post-op day 7 to 14 (49.1 to 40.5) (Fried-
man’s 2-way ANOVA; p<.01). Similarly, for pain 
interference, there was a clinically and statistical-
ly significant difference from post-op day 0 to 7 
(56.0 to 62.8) and post-op day 7 to 14 (62.8 to 48.5) 
(Friedman’s 2-way ANOVA; p<.01). 

Several factors linked with intensity 
score
On the first day after surgery, age, gender, first 
stone, presence of a stent preoperatively, and intra-
operative time were significantly associated with 
intensity score, but only having a preoperative stent 
and longer intraoperative time were associated 
with the interference score. By post-op day 7, no 
significant associations were found between any 
of the demographic or clinical characteristics and 
either pain intensity or interference.

“According to our study, we can now be more 
confident telling patients that pain intensity is 
not the driving force of discomfort after surgery, 
but it is the interference of usual daily activities 
from the pain that is most pronounced,” said Dr. 
Ziemba.

“However, the vast majority of people recover 
quickly, with virtually all reporting pain intensity 
and interference at or below levels reported by an 
average American by 14 days after surgery. In addi-
tion, the data show that our opioid-free postoper-
ative pain protocol is effective, as pain intensity 
never increases beyond the level reported by an 
average American.”UT

ria, 56% were men and 44% were women, the 
average age of patients was 61 years (range, 27 to 
96 years), and the average follow-up time was 4.1 
years (range, 1 to 8 years).

The authors recorded the diameter of the ure-
teral access sheath used, with 95% of patients 
being treated with a sheath that had a diameter 
of 11F/13F or larger. The mean diameter of the 
largest stone removed during ureteroscopy was 6.9 
mm (range, 2 to 26 mm), and the average operating 

time was 31 minutes (range, 10.5 to 108 minutes). 
Leakage of contrast material was noted in 5% of 
patients (eight patients).

The authors also noted the types of follow-up 
imaging used to examine whether use of a uret-
eral access sheath had caused a ureteral stricture 
to form. These included renal ultrasound (104 
patients), computerized tomography (45 patients), 
and magnetic resonance imaging (seven patients).

The results showed that during the patients’ most 
recent follow-up visit, none of the patients demon-
strated persistent hydronephrosis, and no patients 
had undergone treatment for a ureteral stricture 

or displayed radiographic evidence of a stricture.
Previous studies on this topic have lacked long-

term follow-up data, Rodrigues said. The avail-
ability of medium-term follow-up data is critical 
to advancing discussion around this controversial 
approach.UT

Pain interference more pronounced 
following URS
Study findings support non-narcotic pain management approach
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JOSE EDUARDO CASTRO MATHEUS RODRIGUES

“According to our study, we can 
now be more confident telling 
patients that pain intensity 
is not the driving force of 
discomfort after surgery, but 
it is the interference of usual 

daily activities from 
the pain that is most 
pronounced.”

JUSTIN B. ZIEMBA, MD
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Pharmacotherapy for reducing risk of stone 
recurrence is best reserved for patients with 
more aggressive disease who are at higher risk 
for another stone-related event, reported Brett 
A. Johnson, MD, at the 2019 World Congress of 
Endourology and SWL in Abu Dhabi.

His statement was based on the findings of a 
retrospective study that compared the risk of 
stone recurrence between patients managed with 
pharmacotherapy versus conservative therapy 
while controlling for disease severity.

“Pharmacotherapy for stone prevention in 
stone formers has proven effective, but compli-
ance remains poor, primarily due to side effects. 
Our study aimed to determine if better patient 
risk stratification may help delineate what patients 
are most likely to benefit from pharmacotherapy,” 
said Dr. Johnson, assistant professor of urology at 
UT Southwestern Medical Center, Dallas.

“Our analyses showed a benefit of pharma-
cotherapy for delaying stone-related events in 
patients with a strong history of stones but indi-
cate that conservative therapy is likely to be as 
effective in lower risk patients.”

The study pooled data from four academic 
centers that are participants in the Multicenter 
collaboration to Study Treatment Outcomes in 
Nephrolithiasis Evaluation (MSTONE). The 
centers include UT Southwestern, the Universi-
ty of Wisconsin, Madison; Vanderbilt University, 
Nashville, TN; and the University of Iowa, Iowa 
City.

It included 245 patients seen in the clinic for a 
stone event between July 2001 and April 2015, were 
managed with pharmacotherapy or conservative 

therapy comprised of fluid intake and dietary rec-
ommendations, and had a minimum follow-up of 1 
year. Patients who started on conservative therapy 
and were switched to medical therapy were includ-
ed in the pharmacotherapy group.

The patients were stratified into three risk 
groups according to the number of previous spon-
taneously passed stones: low risk, 0; moderate risk, 
≤10; high risk, >10. The population included 62 
low-risk patients, 147 in the intermediate-risk 
group, and 36 high-risk patients. The percentage 
of patients being treated with pharmacotherapy 
within the three risk groups was 48%, 64%, and 
78%, respectively.

“Because this was not a randomized controlled 
trial, we recognized that patients who are at 
higher risk for a subsequent stone event would 
be managed more aggressively. To adjust for that 
difference, we stratified patients into risk groups 
taking into account their previous stone issues,” 
Dr. Johnson explained.

Fewer stone events in 
pharmacotherapy group
Median follow-up for the entire population was 
29 months and similar across risk groups. Treat-
ment groups were compared for the rate of stone 
events, which included new stone formation, 
stone growth, or an acute stone episode. In the 
overall population, the rate of new stone events 
was lower in the pharmacotherapy group than 
among patients managed conservatively (66% 
vs. 74%), but the difference was not statistically 
significant.

When the analysis was done for each risk 
group, the stone event rate was consistently low-
er among patients prescribed pharmacotherapy 
compared with those managed conservatively. 
Again, none of the differences between manage-
ment groups achieved statistical significance for 
overall stone event rate.

“However, when analyzing stone event-free 
survival, pharmacotherapy demonstrated great-
er improvement for intermediate and higher 
risk patients. Pharmacotherapy increased the 
30-month stone-free survival rate by 32% and 
20% in the high-risk and intermediate-risk 
patients, respectively,” said Dr. Johnson.

The Kaplan-Meier analysis of 30-month stone 
event-free survival rate showed a statistically 
significant benefit of medical therapy com-
pared with conservative therapy for delaying a 
recurrent stone event in the overall population 
(58% vs. 46%, p=.006) as well as in the interme-
diate-risk group (65% vs. 45%, p=.005). There 
was a trend toward statistical significance in the 
high-risk group (49% vs. 17%, p=.099).

“The intermediate-risk group had the high-
est number of patients and therefore had great-
er power for detecting a statistically significant 
difference between management groups,” Dr. 
Johnson said. “However, the greatest magnitude 
difference was observed in the high-risk group.”

Dr. Johnson noted that the study did not 
account for treatment compliance, but that 
may not be an important limitation consider-
ing that patient compliance is poor with both 
pharmacotherapy and dietary recommendations 
for preventing stone recurrence. In addition, it 
did not stratify patients based on 24-hour urine 
parameters because the data were not available 
for all patients.

“It is not always possible to get a 24-hour urine 
specimen from stone patients, and so we took a 
very top-down view that considered what basic 
approach might be done in the clinic to manage 
patients with stone disease,” Dr. Johnson told 
Urology Times.

“We feel our study has several strengths that 
include a relatively large population, a reasonably 
long follow-up duration, and the ability to control 
for disease severity.”UT

Drug therapy best reserved 
for aggressive stone disease
Medical, conservative therapy similarly efficacious in patients with lower recurrence risk

TABLE 30-MONTH STONE-EVENT FREE SURVIVAL RATE BY TREATMENT

Pharmacotherapy Conservative therapy p value

Overall population 58% 46% .006

Intermediate-risk group 65% 45% .005

High-risk group 49% 17% .099

Source: Brett A. Johnson, MD

“Our analyses showed a benefit 
of pharmacotherapy for delaying 
stone-related events in patients 
with a strong history of stones, 
but indicate that conservative 
therapy is likely to be as effective 
in lower risk patients.”

BRETT A. JOHNSON, MD
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Kidney stone patients take a variety of dietary 
supplements that claim to treat or prevent kidney 
stones. While consumer reviews for the supple-
ments tend to be positive, most of the supplements 
and their ingredients have conflicting or no sci-
entific evidence to support the claims, according 
to a recent study.

“Patients have been asking my colleagues and 
me about supplements on the market claiming to 
treat or prevent kidney stones. What we didn’t 
know was how many of them there are and what a 
huge variety of ingredients they contain,” said first 
author Kevin Koo, MD, MPH, MPhil, instructor 
of urology and fellow in endourology and mini-
mally invasive urologic surgery at Johns Hopkins 
University School of Medicine, Baltimore.

“These supplements are readily available at 
health food stores and online. Online marketplac-
es like Amazon and Google have made it easier 
than ever for patients to do a quick search for a 
supplement or herbal remedy, order it, and start 
using it without ever really talking to their urol-
ogists about it or its expected benefits or risks,” 
added Dr. Koo, who presented the findings at the 
2019 World Congress of Endourology and SWL 
in Abu Dhabi. The study was subsequently pub-
lished in the Journal of Endourology (Jan. 13, 2020 
[Epub ahead of print]).

Johns Hopkins researchers studied the kidney 
stone supplement landscape, including market-
ing tactics used to entice consumers’ use. They 
also assessed the evidence for ingredients in the 
supplements to help urologists give patients evi-
dence-based recommendations.

They analyzed a total of 56 nonpharmacologic 
active ingredients contained in 27 supplements 
that made specific claims related to kidney stones.

“Many of these supplements claimed to dissolve 
kidney stones, prevent new stones from forming, 
or reduce stone-related symptoms,” Dr. Koo said.

Nineteen, or 70%, of the supplements studied 
claimed they could be used to support kidney 
health. The average 30-day cost for taking a sup-
plement was $32, and ranged from $4 to $189.

Supplements highly rated 
by consumers
They found that nearly all the products were high-
ly rated, with 21 products having 4- or 5-star rat-
ings (out of 5). Users giving reviews often claimed 

Most supplements for stones not backed 
by science
Incorporate dietary supplements into patient counseling, researcher advises
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IMPORTANT SAFETY INFORMATION (continued)

CONTRAINDICATIONS
JATENZO is contraindicated in men with carcinoma of the breast or known or 
suspected carcinoma of the prostate, in women who are pregnant, in men with a 
known hypersensitivity to JATENZO or its ingredients, or in men with hypogonadal 
conditions that are not associated with structural or genetic etiologies as 
JATENZO has not been established for these conditions and there is a risk of 
increased blood pressure with JATENZO that can increase the risk of MACE.

WARNINGS AND PRECAUTIONS
• JATENZO can increase blood pressure, which can increase the risk of MACE, 

with greater risk in patients with established cardiovascular disease or risk 
factors for cardiovascular disease. Before initiating JATENZO, consider the 
patient’s baseline cardiovascular risk and ensure blood pressure is adequately 
controlled. Monitor blood pressure approximately 3 weeks after initiating, 
increasing the dose, and periodically while on JATENZO, and treat any new or 
exacerbations of hypertension. Re-evaluate benefits and risks of continued 
treatment with JATENZO in patients who develop cardiovascular risk factors or 
disease. JATENZO is contraindicated in men with hypogonadal conditions such 
as “age-related hypogonadism” because the efficacy of JATENZO has not been 
established for these conditions and the increases in BP can increase the
risk of MACE.

• Polycythemia may require a lower dose or discontinuation of JATENZO. Check 
hematocrit prior to initiation and every 3 months while a patient is on 
JATENZO and if hematocrit becomes elevated, stop JATENZO until hematocrit 
decreases to an acceptable level. If hematocrit increases after JATENZO is 
restarted, stop permanently.

• Some studies, but not all, have reported an increased risk of major adverse 
cardiovascular events (MACE) in association with use of testosterone 
replacement therapy in men. Long-term clinical safety trials have not been 
conducted to assess the cardiovascular outcomes of testosterone 
replacement therapy in men. Patients should be informed of this possible risk 
when deciding whether to use or to continue to use JATENZO. JATENZO can 
increase blood pressure, which can increase the risk of MACE.

• Monitor patients with benign prostatic hyperplasia (BPH) treated with 
androgens due to an increased risk for worsening signs and symptoms of BPH. 
Patients treated with androgens may be at increased risk for prostate cancer 
and should be evaluated prior to initiating and during treatment with 
androgens. Monitor prostate-specific antigen (PSA) levels periodically.

• Postmarketing reports of venous thromboembolic events (VTE), including
deep vein thrombosis (DVT) and pulmonary embolism (PE), have been
reported in patients using testosterone replacement products like JATENZO. 
Evaluate patients with signs or symptoms consistent with DVT or PE and,
if a VTE is suspected, discontinue JATENZO and initiate appropriate workup
and management.

• Testosterone has been subject to abuse, typically at doses higher than 
recommended for the approved indication and in combination with other 
anabolic androgenic steroids. Anabolic androgenic steroid abuse can lead to 
serious cardiovascular and psychiatric adverse reactions. If abuse is 
suspected, check testosterone levels to ensure they are in therapeutic range. 
Counsel patients concerning the serious adverse reactions associated with 
abuse of testosterone and anabolic androgenic steroids. Conversely, consider 
the possibility of testosterone and anabolic androgenic steroid abuse in 
suspected patients who present with serious cardiovascular or psychiatric 
adverse events.

• JATENZO is not indicated for use in women.
• Large doses of androgens can suppress spermatogenesis by 

feedback inhibition of pituitary FSH. Inform patients of this risk before 
prescribing JATENZO.

• Prolonged use of high doses of methyltestosterone has been associated
with serious hepatic adverse events. JATENZO is not known to cause these 
adverse events; however, patients should be instructed to report any signs
of hepatic dysfunction and JATENZO should be discontinued while the cause
is evaluated.

• Androgens, including JATENZO, may promote retention of sodium and water. 
Edema, with or without congestive heart failure, may be a serious 
complication in patients with pre-existing cardiac, renal, or hepatic disease. In 
addition to discontinuation of the drug, diuretic therapy may be required.

• Gynecomastia may develop and persist in patients being treated 
for hypogonadism.

• The treatment of hypogonadal men with testosterone may potentiate sleep 
apnea in some patients, especially those with risk factors such as obesity or 
chronic lung disease.

• Changes in the serum lipid profile may require dose adjustment of lipid-
lowering drugs or discontinuation of testosterone therapy. Monitor the lipid 
profile periodically, particularly after starting testosterone therapy.

• Use JATENZO with caution in cancer patients at risk of hypercalcemia. Monitor 
serum calcium concentration regularly during treatment with JATENZO in 
these patients.

• Androgens, including JATENZO, may decrease concentrations of thyroxine-
binding globulin, resulting in decreased total T4 serum concentrations and 
increased resin uptake of T3 and T4. Free thyroid hormone concentrations remain 
unchanged, however, and there is no clinical evidence of thyroid dysfunction.

• Depression and suicidal ideation have been reported in patients treated with 
JATENZO in clinical trials. Advise patients and caregivers to seek medical 
attention for manifestations of new-onset or worsening depression, suicidal 
ideation or behavior, anxiety, or other mood changes.

ADVERSE EVENTS
The most common adverse events of JATENZO (incidence ≥2%) are headache 
(5%), increased hematocrit (5%), hypertension (4%), decreased HDL (3%), 
and nausea (2%).

DRUG INTERACTIONS
• JATENZO can cause changes in insulin sensitivity or glycemic control. 

Androgens may decrease blood glucose and may require a decrease in the
dose of antidiabetic medications.

• Anticoagulant activity may be affected by androgens. More frequent 
monitoring of international normalized ratio (INR) and prothrombin time are 
recommended in patients taking warfarin, especially at initiation and 
termination of androgen therapy.

• Use of testosterone and corticosteroids concurrently may increase fluid retention 
and requires monitoring in patients with cardiac, renal, or hepatic disease.

• Some prescription and nonprescription analgesic cold medications contain 
drugs known to increase blood pressure and concomitant use of these 
medications with JATENZO may lead to additional increases in blood pressure.

USE IN SPECIFIC POPULATIONS
The safety and efficacy of JATENZO in pediatric patients less than 18 years old 
have not been established. Improper use may result in acceleration of bone age 
and premature closure of epiphyses.
There have not been sufficient numbers of geriatric patients involved in 
controlled clinical studies utilizing JATENZO to determine whether efficacy 
or safety in those over 65 years of age differs from younger subjects. There 
is insufficient long-term safety data in geriatric patients utilizing JATENZO 
to assess the potentially increased risk of cardiovascular disease and 
prostate cancer.
Please see Brief Summary of Prescribing Information for JATENZO, 
including BOXED WARNING on increases in blood pressure, on the 
following pages.
JATENZO® is a registered trademark of Clarus Therapeutics, Inc.
© 2020 Clarus Therapeutics, Inc. All rights reserved.
JTZ-US-0014  02/2020
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For men with hypogonadism due to certain medical conditions

For years, you’ve 
been replacing 
testosterone.

It’s time to consider 
replacing the way 

it’s delivered.

JATENZO® is an oral softgel that’s 
taken twice daily with food.1

Capsules shown 
are not actual size.

Gel/Topical Solution

Patch

Injection/Implant

INDICATION
JATENZO® (testosterone undecanoate) capsules, CIII, is an androgen
indicated for testosterone replacement therapy in adult males for conditions 
associated with a deficiency or absence of endogenous testosterone:
• Primary hypogonadism (congenital or acquired): testicular failure due to 

cryptorchidism, bilateral torsion, orchitis, vanishing testis syndrome, 
orchiectomy, Klinefelter syndrome, chemotherapy, or toxic damage from 
alcohol or heavy metals. These men usually have low serum testosterone 
concentrations and gonadotropins (follicle-stimulating hormone [FSH], 
luteinizing hormone [LH]) above the normal range.

• Hypogonadotropic hypogonadism (congenital or acquired): gonadotropin
or luteinizing hormone-releasing hormone (LHRH) deficiency or 
pituitary-hypothalamic injury from tumors, trauma, or radiation. These 
men have low testosterone serum concentrations but have gonadotropins 
in the normal or low range.

Limitation of use
Safety and efficacy of JATENZO in males less than 18 years old have not
been established.

IMPORTANT SAFETY INFORMATION
WARNING: INCREASES IN BLOOD PRESSURE
• JATENZO can cause blood pressure (BP) increases that can

increase the risk of major adverse cardiovascular events
(MACE), including non-fatal myocardial infarction, non-fatal
stroke and cardiovascular death.

• Before initiating JATENZO, consider the patient’s 
baseline cardiovascular risk and ensure blood pressure
is adequately controlled.

• Periodically monitor for and treat new-onset hypertension or 
exacerbations of pre-existing hypertension and re-evaluate
whether the benefits of JATENZO outweigh its risks in
patients who develop cardiovascular risk factors or
cardiovascular disease on treatment. 

• Due to this risk, use JATENZO only for the treatment
of men with hypogonadal conditions associated
with structural or genetic etiologies.

TRT=testosterone replacement therapy.

After decades of waiting, there’s a unique formulation for oral TRT. JATENZO, the first and only FDA-approved oral testosterone undecanoate, is here.1,2

Learn more about the oral TRT option you’ve never had at JATENZO.com/time
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their stones dissolved or stone pain went away 
when they took specific supplements. Based on 
the reviews, patients thinking about using a sup-
plement could think it would be highly effective, 
Dr. Koo said.

But scientific evidence of their effectiveness was 
largely nonexistent. The authors’ literature review 
revealed that of the 56 ingredients studied, 84% 
had no published studies for use in stone disease; 
16%, or nine ingredients, had any published stud-

ies for use; and only 9% had studies supporting 
their use.

In the 18 scientific publications about the ingre-
dients that the authors identified, six showed 
mixed or no benefit for stone disease; the other 
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IMPORTANT SAFETY INFORMATION (continued)

CONTRAINDICATIONS
JATENZO is contraindicated in men with carcinoma of the breast or known or 
suspected carcinoma of the prostate, in women who are pregnant, in men with a 
known hypersensitivity to JATENZO or its ingredients, or in men with hypogonadal 
conditions that are not associated with structural or genetic etiologies as 
JATENZO has not been established for these conditions and there is a risk of 
increased blood pressure with JATENZO that can increase the risk of MACE.

WARNINGS AND PRECAUTIONS
• JATENZO can increase blood pressure, which can increase the risk of MACE, 

with greater risk in patients with established cardiovascular disease or risk 
factors for cardiovascular disease. Before initiating JATENZO, consider the 
patient’s baseline cardiovascular risk and ensure blood pressure is adequately 
controlled. Monitor blood pressure approximately 3 weeks after initiating, 
increasing the dose, and periodically while on JATENZO, and treat any new or 
exacerbations of hypertension. Re-evaluate benefits and risks of continued 
treatment with JATENZO in patients who develop cardiovascular risk factors or 
disease. JATENZO is contraindicated in men with hypogonadal conditions such 
as “age-related hypogonadism” because the efficacy of JATENZO has not been 
established for these conditions and the increases in BP can increase the
risk of MACE.

• Polycythemia may require a lower dose or discontinuation of JATENZO. Check 
hematocrit prior to initiation and every 3 months while a patient is on 
JATENZO and if hematocrit becomes elevated, stop JATENZO until hematocrit 
decreases to an acceptable level. If hematocrit increases after JATENZO is 
restarted, stop permanently.

• Some studies, but not all, have reported an increased risk of major adverse 
cardiovascular events (MACE) in association with use of testosterone 
replacement therapy in men. Long-term clinical safety trials have not been 
conducted to assess the cardiovascular outcomes of testosterone 
replacement therapy in men. Patients should be informed of this possible risk 
when deciding whether to use or to continue to use JATENZO. JATENZO can 
increase blood pressure, which can increase the risk of MACE.

• Monitor patients with benign prostatic hyperplasia (BPH) treated with 
androgens due to an increased risk for worsening signs and symptoms of BPH. 
Patients treated with androgens may be at increased risk for prostate cancer 
and should be evaluated prior to initiating and during treatment with 
androgens. Monitor prostate-specific antigen (PSA) levels periodically.

• Postmarketing reports of venous thromboembolic events (VTE), including
deep vein thrombosis (DVT) and pulmonary embolism (PE), have been
reported in patients using testosterone replacement products like JATENZO. 
Evaluate patients with signs or symptoms consistent with DVT or PE and,
if a VTE is suspected, discontinue JATENZO and initiate appropriate workup
and management.

• Testosterone has been subject to abuse, typically at doses higher than 
recommended for the approved indication and in combination with other 
anabolic androgenic steroids. Anabolic androgenic steroid abuse can lead to 
serious cardiovascular and psychiatric adverse reactions. If abuse is 
suspected, check testosterone levels to ensure they are in therapeutic range. 
Counsel patients concerning the serious adverse reactions associated with 
abuse of testosterone and anabolic androgenic steroids. Conversely, consider 
the possibility of testosterone and anabolic androgenic steroid abuse in 
suspected patients who present with serious cardiovascular or psychiatric 
adverse events.

• JATENZO is not indicated for use in women.
• Large doses of androgens can suppress spermatogenesis by 

feedback inhibition of pituitary FSH. Inform patients of this risk before 
prescribing JATENZO.

• Prolonged use of high doses of methyltestosterone has been associated
with serious hepatic adverse events. JATENZO is not known to cause these 
adverse events; however, patients should be instructed to report any signs
of hepatic dysfunction and JATENZO should be discontinued while the cause
is evaluated.

• Androgens, including JATENZO, may promote retention of sodium and water. 
Edema, with or without congestive heart failure, may be a serious 
complication in patients with pre-existing cardiac, renal, or hepatic disease. In 
addition to discontinuation of the drug, diuretic therapy may be required.

• Gynecomastia may develop and persist in patients being treated 
for hypogonadism.

• The treatment of hypogonadal men with testosterone may potentiate sleep 
apnea in some patients, especially those with risk factors such as obesity or 
chronic lung disease.

• Changes in the serum lipid profile may require dose adjustment of lipid-
lowering drugs or discontinuation of testosterone therapy. Monitor the lipid 
profile periodically, particularly after starting testosterone therapy.

• Use JATENZO with caution in cancer patients at risk of hypercalcemia. Monitor 
serum calcium concentration regularly during treatment with JATENZO in 
these patients.

• Androgens, including JATENZO, may decrease concentrations of thyroxine-
binding globulin, resulting in decreased total T4 serum concentrations and 
increased resin uptake of T3 and T4. Free thyroid hormone concentrations remain 
unchanged, however, and there is no clinical evidence of thyroid dysfunction.

• Depression and suicidal ideation have been reported in patients treated with 
JATENZO in clinical trials. Advise patients and caregivers to seek medical 
attention for manifestations of new-onset or worsening depression, suicidal 
ideation or behavior, anxiety, or other mood changes.

ADVERSE EVENTS
The most common adverse events of JATENZO (incidence ≥2%) are headache 
(5%), increased hematocrit (5%), hypertension (4%), decreased HDL (3%), 
and nausea (2%).

DRUG INTERACTIONS
• JATENZO can cause changes in insulin sensitivity or glycemic control. 

Androgens may decrease blood glucose and may require a decrease in the
dose of antidiabetic medications.

• Anticoagulant activity may be affected by androgens. More frequent 
monitoring of international normalized ratio (INR) and prothrombin time are 
recommended in patients taking warfarin, especially at initiation and 
termination of androgen therapy.

• Use of testosterone and corticosteroids concurrently may increase fluid retention 
and requires monitoring in patients with cardiac, renal, or hepatic disease.

• Some prescription and nonprescription analgesic cold medications contain 
drugs known to increase blood pressure and concomitant use of these 
medications with JATENZO may lead to additional increases in blood pressure.

USE IN SPECIFIC POPULATIONS
The safety and efficacy of JATENZO in pediatric patients less than 18 years old 
have not been established. Improper use may result in acceleration of bone age 
and premature closure of epiphyses.
There have not been sufficient numbers of geriatric patients involved in 
controlled clinical studies utilizing JATENZO to determine whether efficacy 
or safety in those over 65 years of age differs from younger subjects. There 
is insufficient long-term safety data in geriatric patients utilizing JATENZO 
to assess the potentially increased risk of cardiovascular disease and 
prostate cancer.
Please see Brief Summary of Prescribing Information for JATENZO, 
including BOXED WARNING on increases in blood pressure, on the 
following pages.
JATENZO® is a registered trademark of Clarus Therapeutics, Inc.
© 2020 Clarus Therapeutics, Inc. All rights reserved.
JTZ-US-0014  02/2020
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For men with hypogonadism due to certain medical conditions

For years, you’ve 
been replacing 
testosterone.

It’s time to consider 
replacing the way 

it’s delivered.

JATENZO® is an oral softgel that’s 
taken twice daily with food.1

Capsules shown 
are not actual size.

Gel/Topical Solution

Patch

Injection/Implant

INDICATION
JATENZO® (testosterone undecanoate) capsules, CIII, is an androgen
indicated for testosterone replacement therapy in adult males for conditions 
associated with a deficiency or absence of endogenous testosterone:
• Primary hypogonadism (congenital or acquired): testicular failure due to 

cryptorchidism, bilateral torsion, orchitis, vanishing testis syndrome, 
orchiectomy, Klinefelter syndrome, chemotherapy, or toxic damage from 
alcohol or heavy metals. These men usually have low serum testosterone 
concentrations and gonadotropins (follicle-stimulating hormone [FSH], 
luteinizing hormone [LH]) above the normal range.

• Hypogonadotropic hypogonadism (congenital or acquired): gonadotropin
or luteinizing hormone-releasing hormone (LHRH) deficiency or 
pituitary-hypothalamic injury from tumors, trauma, or radiation. These 
men have low testosterone serum concentrations but have gonadotropins 
in the normal or low range.

Limitation of use
Safety and efficacy of JATENZO in males less than 18 years old have not
been established.

IMPORTANT SAFETY INFORMATION
WARNING: INCREASES IN BLOOD PRESSURE
• JATENZO can cause blood pressure (BP) increases that can

increase the risk of major adverse cardiovascular events
(MACE), including non-fatal myocardial infarction, non-fatal
stroke and cardiovascular death.

• Before initiating JATENZO, consider the patient’s 
baseline cardiovascular risk and ensure blood pressure
is adequately controlled.

• Periodically monitor for and treat new-onset hypertension or 
exacerbations of pre-existing hypertension and re-evaluate
whether the benefits of JATENZO outweigh its risks in
patients who develop cardiovascular risk factors or
cardiovascular disease on treatment. 

• Due to this risk, use JATENZO only for the treatment
of men with hypogonadal conditions associated
with structural or genetic etiologies.

TRT=testosterone replacement therapy.

After decades of waiting, there’s a unique formulation for oral TRT. JATENZO, the first and only FDA-approved oral testosterone undecanoate, is here.1,2

Learn more about the oral TRT option you’ve never had at JATENZO.com/time

101743_029_USAJTZ-US-0068_jatenzo_urology_times_ja_fa.indd   1-2 2/18/20   8:47 AM

See SUPPLEMENTS page 28

UT0320_026-029_Clinical Update-2202_KS.indd   27 3/12/20   8:44 AM



28 ∣ Urology Times ∣ MARCH 2020

JATENZO® (testosterone undecanoate) CIII capsules, for oral use
BRIEF SUMMARY: Please see package insert for full prescribing information.

WARNING: BLOOD PRESSURE INCREASES
• JATENZO can cause blood pressure (BP) increases that can increase the risk of  

major adverse cardiovascular events (MACE), including non-fatal myocardial  
infarction, non-fatal stroke and cardiovascular death, with greater risk for MACE  
in patients with cardiovascular risk factors or established cardiovascular disease  
[see Warnings and Precautions (5.1, 5.3) and Adverse Reactions (6.1)].

• Before initiating JATENZO, consider the patient’s baseline cardiovascular risk  
and ensure blood pressure is adequately controlled.

• Starting approximately 3 weeks after initiating therapy or changing the dose, 
periodically monitor for and treat new-onset hypertension or exacerbations of 
pre-existing hypertension in patients on JATENZO.

• Re-evaluate whether the bene�ts of JATENZO outweigh its risks in patients who 
develop cardiovascular risk factors or cardiovascular disease while on treatment.

• Due to this risk, use JATENZO only for the treatment of men with hypogonadal  
conditions associated with structural or genetic etiologies [see Indications and 
Usage (1) and Contraindications (4)].

INDICATIONS AND USAGE
JATENZO (testosterone undecanoate) capsules, CIII, is an androgen indicated for testosterone 
replacement therapy in adult males for conditions associated with a de�ciency or absence of 
endogenous testosterone:
• Primary hypogonadism (congenital or acquired): testicular failure due to cryptorchidism, 

bilateral torsion, orchitis, vanishing testis syndrome, orchiectomy, Klinefelter syndrome, 
chemotherapy, or toxic damage from alcohol or heavy metals. These men usually have low 
serum testosterone concentrations and gonadotropins (follicle-stimulating hormone [FSH], 
luteinizing hormone [LH]) above the normal range.

• Hypogonadotropic hypogonadism (congenital or acquired): gonadotropin or luteinizing 
hormone-releasing hormone (LHRH) de�ciency or pituitary-hypothalamic injury from 
tumors, trauma, or radiation. These men have low testosterone serum concentrations but 
have gonadotropins in the normal or low range.

Limitations of use:
Safety and e�cacy of JATENZO in males less than 18 years old have not been established (1, 8.4).

CONTRAINDICATIONS
JATENZO is contraindicated in:
• Men with carcinoma of the breast or known or suspected carcinoma of the prostate (5.4).
• Women who are pregnant. Testosterone can cause virilization of the female fetus when 

administered to a pregnant woman (8.1).
• Men with known hypersensitivity to JATENZO or any of its ingredients (11).
• Men with hypogonadal conditions, such as “age-related hypogonadism,” that are not associated 

with structural or genetic etiologies. The e�cacy of JATENZO has not been established for 
these conditions, and JATENZO can increase BP which can increase the risk of MACE (5.1).

WARNINGS AND PRECAUTIONS
Increase in Blood Pressure
In a clinical trial, JATENZO increased systolic BP during 4 months of treatment by an average 
of 4.9 mmHg based on ambulatory blood pressure monitoring (ABPM) and by an average of 2.8 
mmHg from baseline based on blood pressure cu� measurements [see Adverse Reactions (6.1)]. 
Average blood pressures had not plateaued at the end of the trial. Seven percent of JATENZO-
treated patients were started on antihypertensive medications or required intensi�cation of their 
antihypertensive medication regimen during the 4-month trial. These BP increases can increase 
the risk of MACE, with greater risk in patients with established cardiovascular disease or risk 
factors for cardiovascular disease [see Boxed Warning]. In some patients, the increase in BP with 
JATENZO may be too small to detect, but can still increase the risk for MACE. Before initiating 
JATENZO, consider the patient’s baseline cardiovascular risk and ensure blood pressure is 
adequately controlled. Check BP approximately 3 weeks after initiating JATENZO or increasing the 
dose and periodically thereafter. Treat new-onset hypertension or exacerbations of pre-existing 
hypertension. Re-evaluate whether the bene�ts of continued treatment with JATENZO outweigh 
its risks in patients who develop cardiovascular risk factors or cardiovascular disease. JATENZO 
is contraindicated in men with hypogonadal conditions such as “age-related hypogonadism” 
because the e�cacy of JATENZO has not been established for these conditions and the increases 
in BP can increase the risk of MACE [see Contraindications (4)].
Polycythemia
Increases in hematocrit, re¤ective of increases in red blood cell mass, may require lowering 
the dose or discontinuation of JATENZO. Check that hematocrit is not elevated prior to 
initiating JATENZO. Evaluate hematocrit approximately every 3 months while the patient is on 
JATENZO. If hematocrit becomes elevated, stop JATENZO until the hematocrit decreases to 
an acceptable concentration. If JATENZO is restarted and again causes hematocrit to become 
elevated, stop JATENZO permanently. An increase in red blood cell mass may increase the risk 
of thromboembolic events [see Warnings and Precautions (5.5)].
Cardiovascular Risk
Long-term clinical safety trials have not been conducted to assess the cardiovascular outcomes 
of testosterone replacement therapy in men. To date, epidemiologic studies and randomized 
controlled trials have been inconclusive for determining the risk of MACE, such as non-fatal 
myocardial infarction, non-fatal stroke, and cardiovascular death, with the use of testosterone 

compared to non-use. Some studies, but not all, have reported an increased risk of MACE in 
association with use of testosterone replacement therapy in men. JATENZO can cause BP 
increases that can increase the risk of MACE [see Boxed Warning and Warnings and Precautions 
(5.1)]. Patients should be informed of this possible risk when deciding whether to use or to 
continue to use JATENZO.
Worsening of Benign Prostatic Hyperplasia (BPH) and Potential Risk of Prostate Cancer
Patients with BPH treated with androgens are at an increased risk for worsening of signs and 
symptoms of BPH. Monitor patients with BPH for worsening signs and symptoms. Patients treated 
with androgens may be at increased risk for prostate cancer. Evaluate patients for prostate cancer 
prior to initiating and during treatment with androgens [see Contraindications (4)].
Venous Thromboembolism
There have been postmarketing reports of venous thromboembolic events, including deep vein 
thrombosis (DVT) and pulmonary embolism (PE), in patients using testosterone replacement 
products such as JATENZO. Evaluate patients who report symptoms of pain, edema, warmth and 
erythema in the lower extremity for DVT and those who present with acute shortness of breath 
for PE. If a venous thromboembolic event is suspected, discontinue treatment with JATENZO and 
initiate appropriate workup and management [see Adverse Reactions (6.2)].
Abuse of Testosterone and Monitoring of Testosterone Concentrations
Testosterone has been subject to abuse, typically at doses higher than recommended for the 
approved indication and in combination with other anabolic androgenic steroids. Anabolic 
androgenic steroid abuse can lead to serious cardiovascular and psychiatric adverse reactions 
[see Drug Abuse and Dependence (9)]. If testosterone abuse is suspected, check testosterone 
concentrations to ensure they are within therapeutic range [see Dosage and Administration 
(2)]. However, testosterone levels may be in the normal or subnormal range in men abusing 
synthetic testosterone derivatives. Counsel patients concerning the serious adverse reactions 
associated with abuse of testosterone and anabolic androgenic steroids. Conversely, consider 
the possibility of testosterone and anabolic androgenic steroid abuse in suspected patients 
who present with serious cardiovascular or psychiatric adverse events.
Not for Use in Women
Due to lack of controlled studies in women and potential virilizing e�ects, JATENZO is not  
indicated for use in women [see Contraindications (4) and Use in Speci�c Populations (8.1, 8.2)].
Potential for Adverse E¡ects on Spermatogenesis
With large doses of exogenous androgens, including JATENZO, spermatogenesis may be 
suppressed through feedback inhibition of pituitary FSH possibly leading to adverse e�ects  
on semen parameters including sperm count [see Use in Speci�c Populations (8.3)]. Patients  
should be informed of this possible risk when deciding whether to use or to continue to  
use JATENZO. 

Hepatic Adverse E¡ects
Prolonged use of high doses of orally active 17-alpha-alkyl androgens (eg, methyltestosterone) 
has been associated with serious hepatic adverse e�ects (peliosis hepatis, hepatic neoplasms, 
cholestatic hepatitis, and jaundice). Peliosis hepatis can be a life-threatening or fatal complication. 
Long-term therapy with intramuscular testosterone enanthate has produced multiple hepatic 
adenomas. JATENZO is not known to cause these adverse e�ects. Nonetheless, patients should 
be instructed to report any signs or symptoms of hepatic dysfunction (eg, jaundice). If these 
occur, promptly discontinue JATENZO while the cause is evaluated.
Edema
Androgens, including JATENZO, may promote retention of sodium and water. Edema, with or 
without congestive heart failure, may be a serious complication in patients with pre-existing 
cardiac, renal, or hepatic disease. In addition to discontinuation of the drug, diuretic therapy 
may be required.
Gynecomastia
Gynecomastia may develop and persist in patients being treated for hypogonadism.
Sleep Apnea
The treatment of hypogonadal men with testosterone may potentiate sleep apnea in some patients, 
especially those with risk factors such as obesity or chronic lung disease.
Lipids
Changes in the serum lipid pro�le may require dose adjustment of lipid-lowering drugs or 
discontinuation of testosterone therapy. Monitor the lipid pro�le periodically, particularly after 
starting testosterone therapy. 
Hypercalcemia
Androgens, including JATENZO, should be used with caution in cancer patients at risk of  
hypercalcemia (and associated hypercalciuria). Monitor serum calcium concentrations 
regularly during treatment with JATENZO in these patients.
Decreased Thyroxine-binding Globulin
Androgens, including JATENZO, may decrease concentrations of thyroxine-binding globulin, 
resulting in decreased total T4 serum concentrations and increased resin uptake of T3 and 
T4. Free thyroid hormone concentrations remain unchanged, however, and there is no clinical 
evidence of thyroid dysfunction.
Risk of Depression and Suicide
Depression and suicidal ideation have been reported in patients treated with JATENZO in clinical 
trials. Advise patients and caregivers to seek medical attention for manifestations of new-onset  
or worsening depression, suicidal ideation or behavior, anxiety, or other mood changes  
[see Adverse Events (6.1)].

ADVERSE REACTIONS
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 re�ect the rates observed in practice.
The safety of JATENZO was evaluated in a randomized, controlled clinical study with 166 patients 
treated with JATENZO twice daily with morning and evening meals for approximately 4 months. All 
patients were started on 237 mg twice daily, then the dose was titrated to 158 mg, 198 mg, 316 mg, 
or 396 mg twice daily to achieve testosterone concentrations in the eugonadal range.

Table 2. Number (%) of Patients With Adverse Reactions ≥2% in a 4-Month  
Study With JATENZO 

Among the 569 patients who received JATENZO in all Phase 2 and 3 trials combined, the  
following adverse reactions were reported in >2% of patients: polycythemia, diarrhea,  
dyspepsia, eructation, peripheral edema, nausea, increased hematocrit, headache,  
prostatomegaly, and hypertension.
Three of the 166 patients (1.8%) in the 4-month study experienced adverse reactions that led to 
premature discontinuation from the study, including rash (n=1) and headache (n=2).

DRUG INTERACTIONS
Insulin: Changes in insulin sensitivity or glycemic control may occur in patients treated 
with androgens. In diabetic patients, the metabolic e�ects of androgens may decrease blood 
glucose and, therefore, may necessitate a decrease in the dose of antidiabetic medication.
Oral Vitamin K Antagonist Anticoagulants: Changes in anticoagulant activity may be seen 
with androgens; therefore, more frequent monitoring of international normalized ratio (INR) 
and prothrombin time are recommended in patients taking warfarin, especially at the initiation 
and termination of androgen therapy.
Corticosteroids: The concurrent use of testosterone with corticosteroids may result in 
increased �uid retention and requires careful monitoring particularly in patients with cardiac, 
renal, or hepatic disease.
Medications That May Also Increase Blood Pressure: Some prescription medications and 
nonprescription analgesic and cold medications contain drugs known to increase blood pressure. 
Concomitant administration of these medications with JATENZO may lead to additional 
increases in blood pressure [see Boxed Warning and Warnings and Precautions (5.1)].

USE IN SPECIFIC POPULATIONS
Pregnancy
JATENZO is contraindicated in pregnant women. Testosterone is teratogenic and may cause fetal 
harm based on data from animal studies and its mechanism of action [see Contraindications 
(4) and Clinical Pharmacology (12.1)]. Exposure of a female fetus to androgens may result in 
varying degrees of virilization.
Lactation
JATENZO is not indicated for use in women.
Females and Males of Reproductive Potential
Infertility: During treatment with large doses of exogenous androgens, including  
JATENZO, spermatogenesis may be suppressed through feedback inhibition of the  
hypothalamic-pituitary-testicular axis [see Warnings and Precautions (5.8)], possibly  
leading to adverse e�ects on semen parameters including sperm count. Reduced fertility  
is observed in some men taking testosterone replacement therapy. Testicular atrophy,  
subfertility, and infertility have also been reported in men who abuse anabolic androgenic 
steroids [see Drug Abuse and Dependence (9.2)]. With either type of use, the impact on  
fertility may be irreversible.

Pediatric Use
The safety and e�cacy of JATENZO in pediatric patients less than 18 years old have not  
been established. Improper use may result in acceleration of bone age and premature  
closure of epiphyses.
Geriatric Use
There have not been su�cient numbers of geriatric patients involved in controlled clinical 
studies utilizing JATENZO to determine whether e�cacy or safety in those over 65 years of age 
di�ers from younger subjects. No patients over 65 years of age were enrolled in the 4-month 
e�cacy and safety clinical study utilizing JATENZO. Additionally, there is insu�cient long-term 
safety data in geriatric patients utilizing JATENZO to assess the potentially increased risk of 
cardiovascular disease and prostate cancer.
Geriatric patients treated with androgens may also be at risk for worsening of signs and 
symptoms of BPH [see Warnings and Precautions (5.4)].

DRUG ABUSE AND DEPENDENCE
JATENZO contains testosterone undecanoate, which is a Schedule III controlled substance as 
de£ned under the Controlled Substances Act.
Abuse and misuse of testosterone are seen in male and female adults and adolescents. 
Testosterone, often in combination with other anabolic androgenic steroids (AAS), and not 
obtained by prescription through a pharmacy, may be abused by athletes and bodybuilders. 
There have been reports of misuse by men taking higher doses of legally obtained testosterone 
than prescribed and continuing testosterone despite adverse events or against medical advice. 

OVERDOSAGE
One case of overdose with JATENZO was reported in clinical trials. This patient inadvertently 
took a higher dose than prescribed (474 mg twice daily, which is 20% higher than the  
maximum recommended dose). He did not report any adverse reactions associated with  
the overdose.
Treatment of overdosage consists of discontinuation of JATENZO and appropriate  
symptomatic and supportive care.

PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Medication Guide). 
Increased Blood Pressure and Risk for Major Adverse Cardiovascular Events (MACE)
• Inform patients that JATENZO can increase BP that can increase the risk for  

MACE, including myocardial infarction, stroke, and cardiovascular death. 
• Instruct patients about the importance of monitoring BP periodically while on JATENZO.  

If BP increases while on JATENZO, antihypertensive medications may need to be started, 
added, or adjusted to control BP, or JATENZO may need to be discontinued.

Other Adverse Reactions
Inform patients that treatment with androgens may lead to adverse reactions, which include:
• Changes in urinary habits related to e�ects on prostate size, such as increased urination at 

night, hesitancy, frequency, urinary urgency, having a urine accident, being unable to pass 
urine, and weak urine �ow

• Breathing disturbances that may re�ect obstructive sleep apnea, including those associated 
with sleep, or excessive daytime sleepiness

• Too frequent or persistent erections of the penis
• Ankle swelling that may re�ect peripheral edema
• Red blood cell count increase
• Prostate-speci£c antigen increase
• Nausea and vomiting

Instruct patients to report any changes in their state of health, such as changes in urinary habits, 
breathing, sleep, and mood including new-onset or worsening of depression or suicidal ideation.
Keep JATENZO out of the reach of children.

Marketed by:  
Clarus Therapeutics, Inc. 555 Skokie Blvd., Suite 340 Northbrook, IL 60062, USA

JATENZO® is a registered trademark of Clarus Therapeutics, Inc.
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Preferred Term Overall (N=166)
n (%)

Headache 8 (4.8)

Hematocrit increased 8 (4.8)

Hypertension 6 (3.6)

High-density lipoprotein decreased 5 (3.0)

Nausea 4 (2.4)
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12 publications supported the ingredients’ use in 
stone formers. Only five were human studies.

Chanca piedra/Phyllanthus niruri showed some 

evidence of efficacy and was the most studied 
active ingredient, with human and animal studies. 
Cranberry, green tea leaf, pomegranate, Tribulus 
terrestris, and citric acid followed as ingredients 
with human studies for treating stone disease.

But Dr. Koo said he is hesitant to recommend 
any supplemental ingredients based on the quality 
of science available today.

“Even when studies were available, they were 
often studies done in animals or humans where the 

SUPPLEMENTS
continued from page 27
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JATENZO® (testosterone undecanoate) CIII capsules, for oral use
BRIEF SUMMARY: Please see package insert for full prescribing information.

WARNING: BLOOD PRESSURE INCREASES
• JATENZO can cause blood pressure (BP) increases that can increase the risk of  

major adverse cardiovascular events (MACE), including non-fatal myocardial  
infarction, non-fatal stroke and cardiovascular death, with greater risk for MACE  
in patients with cardiovascular risk factors or established cardiovascular disease  
[see Warnings and Precautions (5.1, 5.3) and Adverse Reactions (6.1)].

• Before initiating JATENZO, consider the patient’s baseline cardiovascular risk  
and ensure blood pressure is adequately controlled.

• Starting approximately 3 weeks after initiating therapy or changing the dose, 
periodically monitor for and treat new-onset hypertension or exacerbations of 
pre-existing hypertension in patients on JATENZO.

• Re-evaluate whether the bene�ts of JATENZO outweigh its risks in patients who 
develop cardiovascular risk factors or cardiovascular disease while on treatment.

• Due to this risk, use JATENZO only for the treatment of men with hypogonadal  
conditions associated with structural or genetic etiologies [see Indications and 
Usage (1) and Contraindications (4)].

INDICATIONS AND USAGE
JATENZO (testosterone undecanoate) capsules, CIII, is an androgen indicated for testosterone 
replacement therapy in adult males for conditions associated with a de�ciency or absence of 
endogenous testosterone:
• Primary hypogonadism (congenital or acquired): testicular failure due to cryptorchidism, 

bilateral torsion, orchitis, vanishing testis syndrome, orchiectomy, Klinefelter syndrome, 
chemotherapy, or toxic damage from alcohol or heavy metals. These men usually have low 
serum testosterone concentrations and gonadotropins (follicle-stimulating hormone [FSH], 
luteinizing hormone [LH]) above the normal range.

• Hypogonadotropic hypogonadism (congenital or acquired): gonadotropin or luteinizing 
hormone-releasing hormone (LHRH) de�ciency or pituitary-hypothalamic injury from 
tumors, trauma, or radiation. These men have low testosterone serum concentrations but 
have gonadotropins in the normal or low range.

Limitations of use:
Safety and e�cacy of JATENZO in males less than 18 years old have not been established (1, 8.4).

CONTRAINDICATIONS
JATENZO is contraindicated in:
• Men with carcinoma of the breast or known or suspected carcinoma of the prostate (5.4).
• Women who are pregnant. Testosterone can cause virilization of the female fetus when 

administered to a pregnant woman (8.1).
• Men with known hypersensitivity to JATENZO or any of its ingredients (11).
• Men with hypogonadal conditions, such as “age-related hypogonadism,” that are not associated 

with structural or genetic etiologies. The e�cacy of JATENZO has not been established for 
these conditions, and JATENZO can increase BP which can increase the risk of MACE (5.1).

WARNINGS AND PRECAUTIONS
Increase in Blood Pressure
In a clinical trial, JATENZO increased systolic BP during 4 months of treatment by an average 
of 4.9 mmHg based on ambulatory blood pressure monitoring (ABPM) and by an average of 2.8 
mmHg from baseline based on blood pressure cu� measurements [see Adverse Reactions (6.1)]. 
Average blood pressures had not plateaued at the end of the trial. Seven percent of JATENZO-
treated patients were started on antihypertensive medications or required intensi�cation of their 
antihypertensive medication regimen during the 4-month trial. These BP increases can increase 
the risk of MACE, with greater risk in patients with established cardiovascular disease or risk 
factors for cardiovascular disease [see Boxed Warning]. In some patients, the increase in BP with 
JATENZO may be too small to detect, but can still increase the risk for MACE. Before initiating 
JATENZO, consider the patient’s baseline cardiovascular risk and ensure blood pressure is 
adequately controlled. Check BP approximately 3 weeks after initiating JATENZO or increasing the 
dose and periodically thereafter. Treat new-onset hypertension or exacerbations of pre-existing 
hypertension. Re-evaluate whether the bene�ts of continued treatment with JATENZO outweigh 
its risks in patients who develop cardiovascular risk factors or cardiovascular disease. JATENZO 
is contraindicated in men with hypogonadal conditions such as “age-related hypogonadism” 
because the e�cacy of JATENZO has not been established for these conditions and the increases 
in BP can increase the risk of MACE [see Contraindications (4)].
Polycythemia
Increases in hematocrit, re¤ective of increases in red blood cell mass, may require lowering 
the dose or discontinuation of JATENZO. Check that hematocrit is not elevated prior to 
initiating JATENZO. Evaluate hematocrit approximately every 3 months while the patient is on 
JATENZO. If hematocrit becomes elevated, stop JATENZO until the hematocrit decreases to 
an acceptable concentration. If JATENZO is restarted and again causes hematocrit to become 
elevated, stop JATENZO permanently. An increase in red blood cell mass may increase the risk 
of thromboembolic events [see Warnings and Precautions (5.5)].
Cardiovascular Risk
Long-term clinical safety trials have not been conducted to assess the cardiovascular outcomes 
of testosterone replacement therapy in men. To date, epidemiologic studies and randomized 
controlled trials have been inconclusive for determining the risk of MACE, such as non-fatal 
myocardial infarction, non-fatal stroke, and cardiovascular death, with the use of testosterone 

compared to non-use. Some studies, but not all, have reported an increased risk of MACE in 
association with use of testosterone replacement therapy in men. JATENZO can cause BP 
increases that can increase the risk of MACE [see Boxed Warning and Warnings and Precautions 
(5.1)]. Patients should be informed of this possible risk when deciding whether to use or to 
continue to use JATENZO.
Worsening of Benign Prostatic Hyperplasia (BPH) and Potential Risk of Prostate Cancer
Patients with BPH treated with androgens are at an increased risk for worsening of signs and 
symptoms of BPH. Monitor patients with BPH for worsening signs and symptoms. Patients treated 
with androgens may be at increased risk for prostate cancer. Evaluate patients for prostate cancer 
prior to initiating and during treatment with androgens [see Contraindications (4)].
Venous Thromboembolism
There have been postmarketing reports of venous thromboembolic events, including deep vein 
thrombosis (DVT) and pulmonary embolism (PE), in patients using testosterone replacement 
products such as JATENZO. Evaluate patients who report symptoms of pain, edema, warmth and 
erythema in the lower extremity for DVT and those who present with acute shortness of breath 
for PE. If a venous thromboembolic event is suspected, discontinue treatment with JATENZO and 
initiate appropriate workup and management [see Adverse Reactions (6.2)].
Abuse of Testosterone and Monitoring of Testosterone Concentrations
Testosterone has been subject to abuse, typically at doses higher than recommended for the 
approved indication and in combination with other anabolic androgenic steroids. Anabolic 
androgenic steroid abuse can lead to serious cardiovascular and psychiatric adverse reactions 
[see Drug Abuse and Dependence (9)]. If testosterone abuse is suspected, check testosterone 
concentrations to ensure they are within therapeutic range [see Dosage and Administration 
(2)]. However, testosterone levels may be in the normal or subnormal range in men abusing 
synthetic testosterone derivatives. Counsel patients concerning the serious adverse reactions 
associated with abuse of testosterone and anabolic androgenic steroids. Conversely, consider 
the possibility of testosterone and anabolic androgenic steroid abuse in suspected patients 
who present with serious cardiovascular or psychiatric adverse events.
Not for Use in Women
Due to lack of controlled studies in women and potential virilizing e�ects, JATENZO is not  
indicated for use in women [see Contraindications (4) and Use in Speci�c Populations (8.1, 8.2)].
Potential for Adverse E¡ects on Spermatogenesis
With large doses of exogenous androgens, including JATENZO, spermatogenesis may be 
suppressed through feedback inhibition of pituitary FSH possibly leading to adverse e�ects  
on semen parameters including sperm count [see Use in Speci�c Populations (8.3)]. Patients  
should be informed of this possible risk when deciding whether to use or to continue to  
use JATENZO. 

Hepatic Adverse E¡ects
Prolonged use of high doses of orally active 17-alpha-alkyl androgens (eg, methyltestosterone) 
has been associated with serious hepatic adverse e�ects (peliosis hepatis, hepatic neoplasms, 
cholestatic hepatitis, and jaundice). Peliosis hepatis can be a life-threatening or fatal complication. 
Long-term therapy with intramuscular testosterone enanthate has produced multiple hepatic 
adenomas. JATENZO is not known to cause these adverse e�ects. Nonetheless, patients should 
be instructed to report any signs or symptoms of hepatic dysfunction (eg, jaundice). If these 
occur, promptly discontinue JATENZO while the cause is evaluated.
Edema
Androgens, including JATENZO, may promote retention of sodium and water. Edema, with or 
without congestive heart failure, may be a serious complication in patients with pre-existing 
cardiac, renal, or hepatic disease. In addition to discontinuation of the drug, diuretic therapy 
may be required.
Gynecomastia
Gynecomastia may develop and persist in patients being treated for hypogonadism.
Sleep Apnea
The treatment of hypogonadal men with testosterone may potentiate sleep apnea in some patients, 
especially those with risk factors such as obesity or chronic lung disease.
Lipids
Changes in the serum lipid pro�le may require dose adjustment of lipid-lowering drugs or 
discontinuation of testosterone therapy. Monitor the lipid pro�le periodically, particularly after 
starting testosterone therapy. 
Hypercalcemia
Androgens, including JATENZO, should be used with caution in cancer patients at risk of  
hypercalcemia (and associated hypercalciuria). Monitor serum calcium concentrations 
regularly during treatment with JATENZO in these patients.
Decreased Thyroxine-binding Globulin
Androgens, including JATENZO, may decrease concentrations of thyroxine-binding globulin, 
resulting in decreased total T4 serum concentrations and increased resin uptake of T3 and 
T4. Free thyroid hormone concentrations remain unchanged, however, and there is no clinical 
evidence of thyroid dysfunction.
Risk of Depression and Suicide
Depression and suicidal ideation have been reported in patients treated with JATENZO in clinical 
trials. Advise patients and caregivers to seek medical attention for manifestations of new-onset  
or worsening depression, suicidal ideation or behavior, anxiety, or other mood changes  
[see Adverse Events (6.1)].

ADVERSE REACTIONS
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 re�ect the rates observed in practice.
The safety of JATENZO was evaluated in a randomized, controlled clinical study with 166 patients 
treated with JATENZO twice daily with morning and evening meals for approximately 4 months. All 
patients were started on 237 mg twice daily, then the dose was titrated to 158 mg, 198 mg, 316 mg, 
or 396 mg twice daily to achieve testosterone concentrations in the eugonadal range.

Table 2. Number (%) of Patients With Adverse Reactions ≥2% in a 4-Month  
Study With JATENZO 

Among the 569 patients who received JATENZO in all Phase 2 and 3 trials combined, the  
following adverse reactions were reported in >2% of patients: polycythemia, diarrhea,  
dyspepsia, eructation, peripheral edema, nausea, increased hematocrit, headache,  
prostatomegaly, and hypertension.
Three of the 166 patients (1.8%) in the 4-month study experienced adverse reactions that led to 
premature discontinuation from the study, including rash (n=1) and headache (n=2).

DRUG INTERACTIONS
Insulin: Changes in insulin sensitivity or glycemic control may occur in patients treated 
with androgens. In diabetic patients, the metabolic e�ects of androgens may decrease blood 
glucose and, therefore, may necessitate a decrease in the dose of antidiabetic medication.
Oral Vitamin K Antagonist Anticoagulants: Changes in anticoagulant activity may be seen 
with androgens; therefore, more frequent monitoring of international normalized ratio (INR) 
and prothrombin time are recommended in patients taking warfarin, especially at the initiation 
and termination of androgen therapy.
Corticosteroids: The concurrent use of testosterone with corticosteroids may result in 
increased �uid retention and requires careful monitoring particularly in patients with cardiac, 
renal, or hepatic disease.
Medications That May Also Increase Blood Pressure: Some prescription medications and 
nonprescription analgesic and cold medications contain drugs known to increase blood pressure. 
Concomitant administration of these medications with JATENZO may lead to additional 
increases in blood pressure [see Boxed Warning and Warnings and Precautions (5.1)].

USE IN SPECIFIC POPULATIONS
Pregnancy
JATENZO is contraindicated in pregnant women. Testosterone is teratogenic and may cause fetal 
harm based on data from animal studies and its mechanism of action [see Contraindications 
(4) and Clinical Pharmacology (12.1)]. Exposure of a female fetus to androgens may result in 
varying degrees of virilization.
Lactation
JATENZO is not indicated for use in women.
Females and Males of Reproductive Potential
Infertility: During treatment with large doses of exogenous androgens, including  
JATENZO, spermatogenesis may be suppressed through feedback inhibition of the  
hypothalamic-pituitary-testicular axis [see Warnings and Precautions (5.8)], possibly  
leading to adverse e�ects on semen parameters including sperm count. Reduced fertility  
is observed in some men taking testosterone replacement therapy. Testicular atrophy,  
subfertility, and infertility have also been reported in men who abuse anabolic androgenic 
steroids [see Drug Abuse and Dependence (9.2)]. With either type of use, the impact on  
fertility may be irreversible.

Pediatric Use
The safety and e�cacy of JATENZO in pediatric patients less than 18 years old have not  
been established. Improper use may result in acceleration of bone age and premature  
closure of epiphyses.
Geriatric Use
There have not been su�cient numbers of geriatric patients involved in controlled clinical 
studies utilizing JATENZO to determine whether e�cacy or safety in those over 65 years of age 
di�ers from younger subjects. No patients over 65 years of age were enrolled in the 4-month 
e�cacy and safety clinical study utilizing JATENZO. Additionally, there is insu�cient long-term 
safety data in geriatric patients utilizing JATENZO to assess the potentially increased risk of 
cardiovascular disease and prostate cancer.
Geriatric patients treated with androgens may also be at risk for worsening of signs and 
symptoms of BPH [see Warnings and Precautions (5.4)].

DRUG ABUSE AND DEPENDENCE
JATENZO contains testosterone undecanoate, which is a Schedule III controlled substance as 
de£ned under the Controlled Substances Act.
Abuse and misuse of testosterone are seen in male and female adults and adolescents. 
Testosterone, often in combination with other anabolic androgenic steroids (AAS), and not 
obtained by prescription through a pharmacy, may be abused by athletes and bodybuilders. 
There have been reports of misuse by men taking higher doses of legally obtained testosterone 
than prescribed and continuing testosterone despite adverse events or against medical advice. 

OVERDOSAGE
One case of overdose with JATENZO was reported in clinical trials. This patient inadvertently 
took a higher dose than prescribed (474 mg twice daily, which is 20% higher than the  
maximum recommended dose). He did not report any adverse reactions associated with  
the overdose.
Treatment of overdosage consists of discontinuation of JATENZO and appropriate  
symptomatic and supportive care.

PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Medication Guide). 
Increased Blood Pressure and Risk for Major Adverse Cardiovascular Events (MACE)
• Inform patients that JATENZO can increase BP that can increase the risk for  

MACE, including myocardial infarction, stroke, and cardiovascular death. 
• Instruct patients about the importance of monitoring BP periodically while on JATENZO.  

If BP increases while on JATENZO, antihypertensive medications may need to be started, 
added, or adjusted to control BP, or JATENZO may need to be discontinued.

Other Adverse Reactions
Inform patients that treatment with androgens may lead to adverse reactions, which include:
• Changes in urinary habits related to e�ects on prostate size, such as increased urination at 

night, hesitancy, frequency, urinary urgency, having a urine accident, being unable to pass 
urine, and weak urine �ow

• Breathing disturbances that may re�ect obstructive sleep apnea, including those associated 
with sleep, or excessive daytime sleepiness

• Too frequent or persistent erections of the penis
• Ankle swelling that may re�ect peripheral edema
• Red blood cell count increase
• Prostate-speci£c antigen increase
• Nausea and vomiting

Instruct patients to report any changes in their state of health, such as changes in urinary habits, 
breathing, sleep, and mood including new-onset or worsening of depression or suicidal ideation.
Keep JATENZO out of the reach of children.

Marketed by:  
Clarus Therapeutics, Inc. 555 Skokie Blvd., Suite 340 Northbrook, IL 60062, USA

JATENZO® is a registered trademark of Clarus Therapeutics, Inc.
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Preferred Term Overall (N=166)
n (%)

Headache 8 (4.8)

Hematocrit increased 8 (4.8)

Hypertension 6 (3.6)

High-density lipoprotein decreased 5 (3.0)

Nausea 4 (2.4)
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outcomes were biochemical changes in the serum 
or urine—not specifically changes in stone forma-
tion or stone recurrence,” Dr. Koo said. “So even 
with studies that concluded that there might be 
useful or effective biochemical changes that would 

potentially lead to decreased stone formation, we 
don’t know for sure in the vast majority of cases 
whether consuming that particular ingredient 
actually results in meaningful changes for our 
patients.”

Overall, there is very limited evidence, but there 
are a lot of supplements on the market and patients 
need to have real expectations of what these sup-
plements may or may not do regardless of their 
claims, according to Dr. Koo.

“We need to remind our patients that the 
absence of scientific evidence does not mean an 
absence of potential harm. In these cases, we 
simply don’t have definitive studies that allow us 
to say for sure that using these supplements or 
using specific ingredients is expected to lead to 
meaningful changes in stone recurrence or stone 
formation risk,” he said.

Another message from the study is that urolo-
gists should include dietary supplement use when 
asking patients about other medications they’re 
taking or have tried for their stone disease.

“We should remind ourselves as clinicians that 
stone disease is a chronic disease and that the 
medical and surgical management of stone dis-
ease can be very challenging and burdensome for 
patients. There’s a reason patients look for dietary 
supplements to help them with their symptoms 
or with their stone recurrence: Stone disease can 
create a lot of morbidity and anxiety,” he said. “I 
think including dietary supplements in our rou-
tine counseling can open up an opportunity for a 
dialogue with the patient about what works, what 
might work, what doesn’t work, and the evidence 
behind all the different strategies that our patients 
might be trying.”

One possible explanation for the positive prod-
uct reviews is that many supplement labels instruct 
people to take the products three times per day 
with 12 ounces of water each time. That’s almost 
40 ounces of water, which is about half of what 
urologists would typically recommend for stone 
patients to be drinking for fluid intake.

“It’s possible that increased fluid intake is what’s 
driving some of the user-reported benefits,” Dr. 
Koo said. UT

“I think including dietary 
supplements in our routine 
counseling can open up an 
opportunity for a dialogue with 
the patient about what works, 
what might work, what doesn’t 
work, and the evidence behind 
all the different strategies that 
our patients might be trying.”

KEVIN KOO, MD, MPH, MPHIL

CLINICAL UPDATES  / Kidney Stones
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Cheryl Guttman Krader
UT Contributing Editor

Previously reported efficacy data from BC2001, 
a phase III randomized trial of bladder-sparing 
treatment for localized muscle-invasive bladder 
cancer, showed that adding chemotherapy to 
radiotherapy significantly reduced the chance of 
the cancer returning in the bladder.

Newly reported analyses of data collected over 
5 years of follow-up using the Functional Assess-
ment of Cancer Therapy-Bladder (FACT-BL) 
questionnaire show that following an expect-
ed immediate decline following radiotherapy, 
health-related quality of life (HRQoL) is not 
decreased persistently following bladder-sparing 
treatment, nor is it significantly worsened by con-
comitant chemotherapy.

The findings were published in European Urol-
ogy (2020; 77:260-8) by joint first authors Robert 
A. Huddart, MD, PhD, and Emma Hall, PhD.

“There has been a view that radiotherapy has 
a detrimental effect on quality of life because it 
causes significant bladder damage,” Dr. Huddart 
told Urology Times. “Our study, which is by far 
the most comprehensive and largest study of the 
quality of life of patients who received bladder 
radiotherapy, shows that is not the case. Although 
patients overall experienced an initial decline in 
HRQoL due to the early side effects of their treat-
ment, average quality of life measures returned to 
baseline during ongoing follow-up and remained 
at or above the pretreatment level. Furthermore, 
we found on average no evidence of any detrimen-
tal effects on bowel, bladder, or sexual function.”

“As another take-home message, our study 

showed that at least with the regimen used in our 
trial, patients can have chemotherapy in addition 
to radiotherapy without any fear that it will impair 
their quality of life,” added Dr. Huddart, professor 
and team leader, Clinical Academic Radiotherapy, 
The Institute of Cancer Research, London.

Patients enrolled in BC2001 had T2-T4a N0 
M0 transitional cell carcinoma of the bladder. 
Under a 2x2 partial factorial design, they could 
be randomized 1:1 to receive radiotherapy alone 
or combined with chemotherapy (chemoradia-
tion comparison); they could also be randomized 
1:1 to receive standard whole-bladder radiother-
apy or reduced high-dose volume radiotherapy 
with tumor boost (radiotherapy comparison). All 
patients received conformal radiotherapy on con-
secutive weekdays (55 Gy/20 fractions or 64 Gy/32 
fractions as per local site preference).

The chemotherapy regimen was mitomycin C, 
12 mg/m2 on day 1 of radiotherapy and 5-fluo-
rouracil, 500 mg/m2 infused over 24 hours for 5 
days during radiotherapy fractions 1-5 and 16-20.

The FACT-BL questionnaire was completed at 
baseline, end of treatment, and at 6, 12, 24, 36, 48, 
and 60 months after radiotherapy. Change from 
baseline to 12 months in the bladder cancer sub-
scale (BLCS) was defined as the primary endpoint.

Mean BLCS not significantly 
decreased at 12 months
In the overall population, there was a statistical-
ly significant mean decrease in the BLCS score 
from baseline to the end of treatment visit, but 
the mean BLCS recovered thereafter and was not 
significantly decreased at 12 months.

Additional analyses found no statistically signif-
icant differences between randomized groups at 
any of the follow-up visits in the mean BLCS score 
nor in any other FACT-BL subscale scores (phys-
ical, functional, social, and emotional well-being).

An analysis of individual patient scores rather 
than the total population means, however, showed 
that although most patients reported stable or 
even improved HRQoL on follow-up, up to 30% 
of patients reported a decline. The proportions of 
patients reporting changes that would be considered 
clinically relevant did not differ significantly between 
treatment groups in randomized comparisons for 
any of the questionnaire subscales at any time point.

“The cause for a persistent decline in some 
patients is not currently known, but it is something 
that we are evaluating further. In particular, we 
want to find out if there is anything that can be done 
to prevent or reverse the decline,” Dr. Huddart said.

“If useful interventions could be identified, 
their application would make the results from 
combined chemotherapy and radiotherapy even 
better.”UT

Cheryl Guttman Krader
UT Contributing Editor

A novel gel formulation of mitomycin (UGN-
101) is now undergoing priority review by the 
FDA for approval as a treatment for low-grade 
upper tract urothelial cancer (LG UTUC).

The New Drug Application (NDA) for UGN-

101, which contains 4 mg of mitomycin-C per 1 mL 
of gel, is supported by the results from the phase III 
OLYMPUS (Optimized DeLivery of Mitomycin 
for Primary UTUC Study) clinical trial.

OLYMPUS investigator John L. Gore, MD, 
MS, professor of urology at the University of 
Washington, Seattle, told Urology Times, “UGN-
101 is a reverse hydrothermal gel formulation that 

solves one of the main problems we have trying to 
treat upper urinary tract tumors, and that is dwell 
time. A chemotherapy agent in solution might stay 
in the kidney for just 2 to 5 minutes, but with this 
sustained-release gel product, the exposure time 
to mitomycin in the renal pelvis and tumors can 
be several hours,” he said.

QoL data support adding chemo to RT 
for muscle-invasive bladder cancer

Urothelial cancer agent undergoing FDA 
priority review

Bladder cancer subscale not significantly decreased at 12 months, study finds

Reverse hydrothermal gel formulation could be kidney-sparing treatment option

“Our study showed that at 
least with the regimen used 
in our trial, patients can have 
chemotherapy in addition to 

radiotherapy without 
any fear that it will 
impair their quality of 
life.”

ROBERT A. HUDDART, MD, PHD

See UROTHELIAL CA page 31
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“In the OLYMPUS trial, more than half of 
patients receiving the gel had complete regres-
sion of their cancers, and most of the responses 
were durable. Based on these results, if UGN-101 
is approved, it can be strongly considered as a kid-
ney-sparing option for a challenging cancer.”

The OLYMPUS trial had an open-label, 
single-arm design and enrolled 74 patients 
with pathologically confirmed noninvasive LG 
UTUC. Patients received six weekly instillations 
of UGN-101 administered via a standard uret-
eral catheter.

Body heat causes the instilled gel to solidify, 
allowing for prolonged contact of the mitomycin 
with the urothelium. The gel eventually degrades 
and is excreted.

The primary endpoint was complete response at 
4 to 6 weeks after the last UGN-101 instillation. 
It was determined by visual assessment, upper 
tract washed urine cytology, and—if there were 
remaining tumors—by biopsy or brush biopsy 
if technically feasible. Patients who achieved a 

complete response received monthly maintenance 
instillations of UGN-101 for up to 11 months.

Complete response in 59% of 
patients
Complete response was achieved in 59% of 
patients treated with UGN-101. Based on fol-
low-up of those patients, Kaplan Meier analy-
sis estimated response durability was 89% at 6 
months and 84% at 12 months, and estimated 
median time to recurrence was 13 months.

The most common treatment-emergent 
adverse events were ureteric stenosis (43.7%), 

urinary tract infection (32.4%), hematuria 
(31.0%), f lank pain (29.6%) nausea (23.9%), 
dysuria (21.1%), renal impairment (19.7%), and 
vomiting (19.7%).

“The safety profile of UGN-101 echoes the 
adverse event profile of intravesical mitomy-
cin to treat bladder cancer with the addition 
that several patients in the OLYMPUS study 
developed ureteral strictures,” said Dr. Gore. 
“Most safety events were minor, although 
some of the ureteric strictures affected the 
ability to deliver continued maintenance 
instillations.”

Priority review of an NDA is granted by the 
FDA for medicines that are considered signif-
icant improvements in the safety or effective-
ness of the treatment, diagnosis, or prevention 
of serious conditions. Priority review designa-
tion shortens the review period. The NDA for 
UGN-101 was accepted by the FDA and grant-
ed priority review in early December 2019 and 
was assigned a Prescription Drug User Fee Act 
action date of April 18, 2020.

Dr. Gore has received research funding from 
Ferring Pharmaceuticals, Inc.UT

ENFORTUMAB GRANTED BREAKTHROUGH THERAPY 
DESIGNATION FOR METASTATIC UROTHELIAL CA
The FDA has granted Breakthrough Therapy designation for enfortumab 
vedotin-ejfv (PADCEV) in combination with the anti-PD-1 therapy pem-
brolizumab (KEYTRUDA) for the treatment of patients with unresectable 
locally advanced or metastatic urothelial cancer who are unable to receive 
cisplatin-based chemotherapy in the first-line setting.

The Breakthrough Therapy designation was granted based on results 
from the dose-escalation cohort and expansion cohort A of the phase Ib/
II trial EV-103 (NCT03288545), evaluating patients with locally advanced 
or metastatic urothelial cancer who are unable to receive cisplatin-based 
chemotherapy treated in the first-line setting with enfortumab vedotin-ejfv 
in combination with pembrolizumab. Initial results from the trial were 
presented at the 2019 European Society of Medical Oncology annual con-
gress, and updated findings were presented at the Genitourinary Cancers 
Symposium in San Francisco.

EV-103 is an ongoing, multi-cohort, open-label, multicenter phase Ib/II 
trial of enfortumab vedotin-ejfv alone or in combination, evaluating safety, 
tolerability, and efficacy in muscle-invasive, locally advanced, and first- and 
second-line metastatic urothelial cancer.

According to Seattle Genetics, Inc. and Astellas Pharma, Inc., data 
from EV-103 demonstrated the combination of enfortumab vedotin-ejfv 
plus pembrolizumab shrank tumors in the majority of patients, resulting 
in a confirmed objective response rate of 73.3% (33/45; 95% Confidence 
Interval [CI]: 58.1, 85.4) after a median follow-up of 11.5 months (range, 
0.7 to 19.2). Responses included 15.6% (7/45) of patients who had a com-
plete response (CR) and 57.8% (26/45) of patients who had a partial 
response. Median duration of response has not yet been reached (range, 
1.2 to 12.9+ months).

Eighteen (55%) of 33 responses were ongoing at the time of analysis, 
with 83.9% of responses lasting at least 6 months and 53.7% of responses 

lasting at least 12 months (Kaplan-Meier estimate). The median progres-
sion-free survival was 12.3 months (95% CI: 7.98, -) and the 12-month 
overall survival (OS) rate was 81.6% (95% CI: 62 to 91.8%); median OS 
has not been reached.

“Cisplatin-based chemotherapy is the standard treatment for first-line 
advanced urothelial cancer; however, it isn’t an option for many patients. I’m 
encouraged by these interim results, including a median progression-free 
survival of a year for patients who received the platinum-free combination 
of PADCEV and pembrolizumab in the first-line setting,” said EV-103 first 
author Jonathan E. Rosenberg, MD, of Memorial Sloan Kettering Cancer 
Center in New York.

INTERLEUKIN-15 AGONIST COMPLEX EARNS 
BREAKTHROUGH THERAPY DESIGNATION
ImmunityBio announced that the FDA has granted Breakthrough Ther-
apy designation for its interleukin-15 (IL-15) agonist complex, N-803, in 
combination with Bacillus Calmette-Guerin (BCG), for the treatment 
of patients with BCG-unresponsive nonmuscle-invasive bladder carci-
noma in situ.

The cytokine IL-15 plays a crucial role in the immune system by affecting 
the development, maintenance, and function of the natural killer and T 
cells. N-803 is a novel IL-15 superagonist complex consisting of an IL-15 
mutant (IL-15N72D) bound to an IL-15 receptor α/IgG1 Fc fusion pro-
tein. N-803 has improved pharmacokinetic properties, longer persistence 
in lymphoid tissues, and enhanced anti-tumor activity compared to native, 
non-complexed IL-15 in vivo.

N-803 is currently being evaluated for adult patients in two clinical 
NMIBC trials. QUILT 2.005 is investigating use of N-803 in combination 
with BCG for patients with BCG-naïve NMIBC; QUILT 3.032 is study-
ing N-803 in combination with BCG in patients with BCG-unresponsive 
NMIBC.

“Based on these results, if 
UGN-101 is approved, it can be 
strongly considered as a kidney-

sparing option for a 
challenging cancer.”

JOHN L. GORE, MD, MS

UROTHELIAL CA
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NOW APPROVED FOR METASTATIC CASTRATION-SENSITIVE PROSTATE CANCER (mCSPC)*1

No need to wait. 
START XTANDI.

When your patients present with mCSPC or CRPC†1...

CI, confidence interval; CRPC, castration-resistant prostate cancer; ECOG, Eastern Cooperative Oncology Group; HR, 
hazard ratio; LHRH, luteinizing hormone-releasing hormone; mCRPC, metastatic castration-resistant prostate cancer; 
nmCRPC, nonmetastatic castration-resistant prostate cancer.
* Metastatic castration-sensitive prostate cancer is defined as metastatic disease in patients who have not yet received 
or are continuing to respond to androgen deprivation therapy (LHRH therapy or prior bilateral orchiectomy).3

† Castration-resistant prostate cancer is defined as disease progression on androgen deprivation therapy (LHRH therapy 
or prior bilateral orchiectomy).5

‡ A Category 1 recommendation is based on high-level evidence and indicates uniform National Comprehensive 
Cancer Network® (NCCN®) consensus that the intervention is appropriate.2

Indications
XTANDI (enzalutamide) is indicated for the treatment of patients with:
•  castration-resistant prostate cancer (CRPC) 
•  metastatic castration-sensitive prostate cancer (mCSPC)

Important Safety Information
Warnings and Precautions
Seizure occurred in 0.5% of patients receiving XTANDI in seven randomized 
clinical trials. In a study of patients with predisposing factors for seizure, 2.2% of 
XTANDI-treated patients experienced a seizure. It is unknown whether anti-epileptic 
medications will prevent seizures with XTANDI. Patients in the study had one or 
more of the following predisposing factors: use of medications that may lower the 
seizure threshold, history of traumatic brain or head injury, history of cerebrovascular 
accident or transient ischemic attack, and Alzheimer’s disease, meningioma, or 
leptomeningeal disease from prostate cancer, unexplained loss of consciousness 
within the last 12 months, history of seizure, presence of a space occupying lesion of 
the brain, history of arteriovenous malformation, or history of brain infection. Advise 
patients of the risk of developing a seizure while taking XTANDI and of engaging 
in any activity where sudden loss of consciousness could cause serious harm to 
themselves or others. Permanently discontinue XTANDI in patients who develop a 
seizure during treatment.
Posterior Reversible Encephalopathy Syndrome (PRES) There have been 
reports of PRES in patients receiving XTANDI. PRES is a neurological disorder that 

can present with rapidly evolving symptoms including seizure, headache, lethargy, 
confusion, blindness, and other visual and neurological disturbances, with or without 
associated hypertension. A diagnosis of PRES requires confirmation by brain imaging, 
preferably MRI. Discontinue XTANDI in patients who develop PRES.
Hypersensitivity reactions, including edema of the face (0.5%), tongue (0.1%), or lip 
(0.1%) have been observed with XTANDI in seven randomized clinical trials. Pharyngeal 
edema has been reported in post-marketing cases. Advise patients who experience any 
symptoms of hypersensitivity to temporarily discontinue XTANDI and promptly seek 
medical care. Permanently discontinue XTANDI for serious hypersensitivity reactions.
Ischemic Heart Disease In the combined data of four randomized, placebo-
controlled clinical studies, ischemic heart disease occurred more commonly in patients 
on the XTANDI arm compared to patients on the placebo arm (2.9% vs 1.3%). 
Grade 3-4 ischemic events occurred in 1.4% of patients on XTANDI versus 0.7% 
on placebo. Ischemic events led to death in 0.4% of patients on XTANDI compared 
to 0.1% on placebo. Monitor for signs and symptoms of ischemic heart disease. 
Optimize management of cardiovascular risk factors, such as hypertension, diabetes, 
or dyslipidemia. Discontinue XTANDI for Grade 3-4 ischemic heart disease.
Falls and Fractures occurred in patients receiving XTANDI. Evaluate patients for 
fracture and fall risk. Monitor and manage patients at risk for fractures according 
to established treatment guidelines and consider use of bone-targeted agents. In 
the combined data of four randomized, placebo-controlled clinical studies, falls 
occurred in 11% of patients treated with XTANDI compared to 4% of patients 
treated with placebo. Fractures occurred in 10% of patients treated with XTANDI 
and in 4% of patients treated with placebo. 
Embryo-Fetal Toxicity The safety and efficacy of XTANDI have not been 
established in females. XTANDI 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 with 
XTANDI and for 3 months after the last dose of XTANDI.

Adverse Reactions (ARs)
In the data from the four randomized placebo-controlled trials, the most common 
ARs (≥ 10%) that occurred more frequently (≥ 2% over placebo) in XTANDI-treated 

The first and only oral treatment approved by the FDA in 3 advanced  
prostate cancer patient types—mCSPC, nmCRPC, and mCRPC1
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TRIAL
ARCHES

NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) recommend 
enzalutamide (XTANDI) with androgen deprivation therapy as a Category 1  

treatment option‡ for patients with metastatic CSPC2

XTANDI significantly extended radiographic progression-free survival§ 
in patients with mCSPC1

patients were asthenia/fatigue, back pain, hot flush, constipation, arthralgia, 
decreased appetite, diarrhea, and hypertension. In the bicalutamide-controlled study, 
the most common ARs (≥ 10%) reported in XTANDI-treated patients were asthenia/
fatigue, back pain, musculoskeletal pain, hot flush, hypertension, nausea, constipation, 
diarrhea, upper respiratory tract infection, and weight loss.

In AFFIRM, the placebo-controlled study of metastatic CRPC (mCRPC) patients who 
previously received docetaxel, Grade 3 and higher ARs were reported among 47% 
of XTANDI-treated patients. Discontinuations due to adverse events (AEs) were 
reported for 16% of XTANDI-treated patients. In PREVAIL, the placebo-controlled 
study of chemotherapy-naive mCRPC patients, Grade 3-4 ARs were reported in 44% 
of XTANDI patients and 37% of placebo patients. Discontinuations due to AEs were 
reported for 6% of XTANDI-treated patients. In TERRAIN, the bicalutamide-controlled 
study of chemotherapy-naive mCRPC patients, Grade 3-4 ARs were reported in 
39% of XTANDI patients and 38% of bicalutamide patients. Discontinuations with 
an AE as the primary reason were reported for 8% of XTANDI patients and 6% of 
bicalutamide patients. 
In PROSPER, the placebo-controlled study of non-metastatic CRPC (nmCRPC) 
patients, Grade 3 or higher ARs were reported in 31% of XTANDI patients and 23% 
of placebo patients. Discontinuations with an AE as the primary reason were reported 
for 9% of XTANDI patients and 6% of placebo patients. 

In ARCHES, the placebo-controlled study of metastatic CSPC (mCSPC) patients, 
Grade 3 or higher AEs were reported in 24% of XTANDI-treated patients. Permanent 
discontinuation due to AEs as the primary reason was reported in 5% of XTANDI 
patients and 4% of placebo patients.
Lab Abnormalities: Lab abnormalities that occurred in ≥ 5% of patients, and more 
frequently (> 2%) in the XTANDI arm compared to placebo in the pooled, randomized, 
placebo-controlled studies are neutrophil count decreased, white blood cell decreased, 
hyperglycemia, hypermagnesemia, hyponatremia, and hypercalcemia. 
Hypertension: In the combined data from four randomized placebo-controlled 
clinical trials, hypertension was reported in 12% of XTANDI patients and 5% of 
placebo patients. Hypertension led to study discontinuation in < 1% of patients in 
each arm.

Drug Interactions
Effect of Other Drugs on XTANDI Avoid strong CYP2C8 inhibitors, as they can 
increase the plasma exposure to XTANDI. If co-administration is necessary, reduce 
the dose of XTANDI.
Avoid strong CYP3A4 inducers as they can decrease the plasma exposure to XTANDI. 
If co-administration is necessary, increase the dose of XTANDI.
Effect of XTANDI on Other Drugs Avoid CYP3A4, CYP2C9, and CYP2C19 
substrates with a narrow therapeutic index, as XTANDI may decrease the plasma 
exposures of these drugs. If XTANDI is co-administered with warfarin (CYP2C9 
substrate), conduct additional INR monitoring.

Please see adjacent pages for Brief Summary of Full  
Prescribing Information.

References: 1. XTANDI [package insert]. Northbrook, IL: Astellas Pharma US, Inc. 2. Referenced with 
permission from the NCCN Clinical Practice Guidelines In Oncology (NCCN Guidelines®) for Prostate 
Cancer V.4.2019. © National Comprehensive Cancer Network, Inc. 2019. All rights reserved. Accessed 
08-19-2019. To view the most recent and complete version of the guideline, go online to NCCN.org. 
3. Armstrong AJ, Szmulewitz RZ, Petrylak DP, et al. ARCHES: a randomized, phase III study of androgen 
deprivation therapy with enzalutamide or placebo in men with metastatic hormone-sensitive prostate 
cancer. J Clin Oncol 2019;37(32):2974-86. 4. Pfizer. XTANDI. Data on File. 5. Eisenberger MA, Saad F. 
Introduction—castration resistant prostate cancer: a rapidly expanding clinical state and a model for 
new therapeutic opportunities. In: Saad F, Eisenberger MA, eds. Management of Castration Resistant 
Prostate Cancer. 1st ed. New York, NY: Springer, 2014:3-8.

NCCN makes no warranties of any kind whatsoever regarding their content, use or application 
and disclaims any responsibility for their application or use in any way. 

For more information, please visit XtandiHCP.com

PRIMARY ENDPOINT: RADIOGRAPHIC PROGRESSION-FREE SURVIVAL§1

61%
reduction in risk of radiographic progression  
or death with XTANDI + LHRH therapy|| 
vs placebo + LHRH therapy||1

(HR = 0.39 [95% CI, 0.30-0.50]; P < 0.0001)

ARCHES was a multinational, randomized, double-blind, placebo-controlled trial of XTANDI 
+ LHRH therapy|| vs placebo + LHRH therapy|| in 1150 patients with mCSPC, stratified by volume of 
disease (low vs high¶) and prior docetaxel therapy for prostate cancer (none, 1 to 5, or 6 cycles)1,3

Permitted at baseline: Patients with ≤ 3 months of LHRH therapy if docetaxel-naive, ≤ 6 months of LHRH therapy if docetaxel-experienced, 1 course of 
metastasis-targeted palliative radiation or surgery, ≤ 6 cycles of prior docetaxel therapy.4

Key eligibility criteria included metastatic prostate cancer, either de novo or after recurrence after prior local therapy; ECOG Performance Status 0 or 1.3

§ Radiographic progression-free survival was defined as the time from randomization to radiographic disease progression at any time or death within 
24 weeks after study drug discontinuation.1

||Or after bilateral orchiectomy.1

¶ Defined as metastases involving the viscera or, in the absence of visceral lesions, ≥ 4 bone lesions, ≥ 1 of which must be in a bony structure beyond 
the vertebral column and pelvic bone.1

© 2020 Astellas Pharma US, Inc. and Pfizer Inc. All rights reserved. 076-4605-PM  1/20
XTANDI, Astellas, and the flying star logo are registered trademarks of Astellas Pharma Inc.
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XTANDI® (enzalutamide) capsules for oral use  
Initial U.S. Approval: 2012
BRIEF SUMMARY OF PRESCRIBING INFORMATION
The following is a brief summary. Please see the package insert for full 
prescribing information.
INDICATIONS AND USAGE
XTANDI is an androgen receptor inhibitor indicated for the treatment of 
patients with:

• castration-resistant prostate cancer
• metastatic castration-sensitive prostate cancer

CONTRAINDICATIONS
None.
WARNINGS AND PRECAUTIONS
Seizure
Seizure occurred in 0.5% of patients receiving XTANDI in seven randomized 
clinical trials. In these trials, patients with predisposing factors for seizure 
were generally excluded. Seizure occurred from 13 to 1776 days after 
initiation of XTANDI. Patients experiencing seizure were permanently 
discontinued from therapy, and all seizure events resolved.
In a single-arm trial designed to assess the risk of seizure in patients with 
pre-disposing factors for seizure, 8 of 366 (2.2%) XTANDI-treated patients 
experienced a seizure. Three of the 8 patients experienced a second seizure 
during continued treatment with XTANDI after their first seizure resolved. It is 
unknown whether anti-epileptic medications will prevent seizures with 
XTANDI. Patients in the study had one or more of the following pre-disposing 
factors: the use of medications that may lower the seizure threshold (~ 54%), 
history of traumatic brain or head injury (~ 28%), history of cerebrovascular 
accident or transient ischemic attack (~ 24%), and Alzheimer’s disease, 
meningioma, or leptomeningeal disease from prostate cancer, unexplained 
loss of consciousness within the last 12 months, past history of seizure, 
presence of a space occupying lesion of the brain, history of arteriovenous 
malformation, or history of brain infection (all < 5%). Approximately 17% of 
patients had more than one risk factor.
Advise patients of the risk of developing a seizure while receiving XTANDI 
and of engaging in any activity where sudden loss of consciousness could 
cause serious harm to themselves or others.
Permanently discontinue XTANDI in patients who develop a seizure during 
treatment.
Posterior Reversible Encephalopathy Syndrome (PRES)
There have been reports of posterior reversible encephalopathy syndrome 
(PRES) in patients receiving XTANDI. PRES is a neurological disorder which 
can present with rapidly evolving symptoms including seizure, headache, 
lethargy, confusion, blindness, and other visual and neurological 
disturbances, with or without associated hypertension. A diagnosis of PRES 
requires confirmation by brain imaging, preferably magnetic resonance 
imaging (MRI). Discontinue XTANDI in patients who develop PRES.
Hypersensitivity
Hypersensitivity reactions, including edema of the face (0.5%), tongue (0.1%), 
or lip (0.1%) have been observed with enzalutamide in seven randomized 
clinical trials. Pharyngeal edema has been reported in post-marketing cases. 
Advise patients who experience any symptoms of hypersensitivity to 
temporarily discontinue XTANDI and promptly seek medical care. Permanently 
discontinue XTANDI for serious hypersensitivity reactions.
Ischemic Heart Disease
In the combined data of four randomized, placebo-controlled clinical studies, 
ischemic heart disease occurred more commonly in patients on the XTANDI 
arm compared to patients on the placebo arm (2.9% vs 1.3%). Grade 3-4 
ischemic events occurred in 1.4% of patients on the XTANDI arm compared 
to 0.7% on the placebo arm. Ischemic events led to death in 0.4% of patients 
on the XTANDI arm compared to 0.1% on the placebo arm.
Monitor for signs and symptoms of ischemic heart disease. Optimize management 
of cardiovascular risk factors, such as hypertension, diabetes, or dyslipidemia. 
Discontinue XTANDI for Grade 3-4 ischemic heart disease.
Falls and Fractures
Falls and fractures occurred in patients receiving XTANDI. Evaluate patients for 
fracture and fall risk. Monitor and manage patients at risk for fractures according 
to established treatment guidelines and consider use of bone-targeted agents.
In the combined data of four randomized, placebo-controlled clinical studies, 
falls occurred in 11% of patients treated with XTANDI compared to 4% of 

patients treated with placebo. Falls were not associated with loss of 
consciousness or seizure. Fractures occurred in 10% of patients treated  
with XTANDI and in 4% of patients treated with placebo. Grade 3-4 fractures 
occurred in 3% of patients treated with XTANDI and in 2% of patients  
treated with placebo. The median time to onset of fracture was 336 days 
(range: 2 to 1914 days) for patients treated with XTANDI. Routine bone 
density assessment and treatment of osteoporosis with bone-targeted  
agents were not performed in the studies.
Embryo-Fetal Toxicity
The safety and efficacy of XTANDI have not been established in females. 
Based on animal reproductive studies and mechanism of action, XTANDI 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 with XTANDI and for 3 months after 
the last dose of XTANDI.

ADVERSE REACTIONS
Clinical Trial Experience
Because clinical trials are conducted under widely varying conditions, adverse 
reaction rates observed in the clinical trials of a drug cannot be directly 
compared to rates in the clinical trials of another drug and may not reflect the 
rates observed in practice.
The data in WARNINGS and PRECAUTIONS reflect seven randomized, 
controlled trials [AFFIRM, PREVAIL, TERRAIN, PROSPER, ARCHES, Asian 
PREVAIL (NCT02294461), and STRIVE (NCT01664923)] that were pooled to 
conduct safety analyses in patients with CRPC (N=3509) or mCSPC (N= 572) 
treated with XTANDI.  Patients received XTANDI 160 mg (N=4081 patients) or 
placebo orally once daily (N=2472 patients) or bicalutamide 50 mg orally once 
daily (N=387 patients). All patients continued androgen deprivation therapy 
(ADT).  In these seven trials, the median duration of treatment was  
13.8 months (range: <0.1 to 87.6) in the XTANDI group.
In four placebo-controlled trials (AFFIRM, PROSPER, PREVAIL, and 
ARCHES), the median duration of treatment was 14.3 months (range:  
<0.1 to 87.6) in the XTANDI group. In these four trials, the most common 
adverse reactions (≥ 10%) that occurred more frequently (≥ 2% over placebo) 
in the XTANDI-treated patients were asthenia/fatigue, back pain, hot flush, 
constipation, arthralgia, decreased appetite, diarrhea and hypertension.

AFFIRM (NCT00974311): XTANDI versus Placebo in Metastatic CRPC 
Following Chemotherapy
AFFIRM enrolled 1199 patients with metastatic CRPC who had previously 
received docetaxel. The median duration of treatment was 8.3 months with 
XTANDI and 3.0 months with placebo. During the trial, 48% of patients on the 
XTANDI arm and 46% of patients on the placebo arm received glucocorticoids.
Grade 3 and higher adverse reactions were reported among 47% of XTANDI-
treated patients. Discontinuations due to adverse events were reported for 16% 
of XTANDI-treated patients. The most common adverse reaction leading to 
treatment discontinuation was seizure, which occurred in 0.9% of the 
XTANDI-treated patients compared to none (0%) of the placebo-treated 
patients. Table 1 shows adverse reactions reported in AFFIRM that occurred at 
a ≥ 2% higher frequency in the XTANDI arm compared to the placebo arm.

Table 1. Adverse Reactions in AFFIRM
XTANDI
N = 800

Placebo  
N = 399

Grade 1-41 
(%)

Grade 3-4 
(%)

Grade 1-4 
(%)

Grade 3-4 
(%)

General Disorders
Asthenic Conditions2 51 9.0 44 9.3
Peripheral Edema 15 1.0 13 0.8

Musculoskeletal and Connective Tissue Disorders
Back Pain 26 5.3 24 4.0
Arthralgia 21 2.5 17 1.8
Musculoskeletal Pain 15 1.3 12 0.3
Muscular Weakness 9.8 1.5 6.8 1.8
Musculoskeletal Stiffness 2.6 0.3 0.3 0.0

Gastrointestinal Disorders
Diarrhea 22 1.1 18 0.3

Vascular Disorders
Hot Flush 20 0.0 10 0.0
Hypertension 6.4 2.1 2.8 1.3

Nervous System Disorders
Headache 12 0.9 5.5 0.0
Dizziness3 9.5 0.5 7.5 0.5
Spinal Cord Compression and 
Cauda Equina Syndrome 7.4 6.6 4.5 3.8

Paresthesia 6.6 0.0 4.5 0.0
Mental Impairment Disorders4 4.3 0.3 1.8 0.0
Hypoesthesia 4.0 0.3 1.8 0.0
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Table 1. Adverse Reactions in AFFIRM (cont'd)
XTANDI
N = 800

Placebo  
N = 399

Grade 1-41 
(%)

Grade 3-4 
(%)

Grade 1-4 
(%)

Grade 3-4 
(%)

Infections and Infestations
Upper Respiratory Tract Infection5 11 0.0 6.5 0.3
Lower Respiratory Tract And 
Lung Infection6 8.5 2.4 4.8 1.3

Psychiatric Disorders
Insomnia 8.8 0.0 6.0 0.5
Anxiety 6.5 0.3 4.0 0.0

Renal and Urinary Disorders
Hematuria 6.9 1.8 4.5 1.0
Pollakiuria 4.8 0.0 2.5 0.0

Injury, Poisoning and Procedural Complications
Fall 4.6 0.3 1.3 0.0
Non-pathologic Fractures 4.0 1.4 0.8 0.3

Skin and Subcutaneous Tissue Disorders
Pruritus 3.8 0.0 1.3 0.0
Dry Skin 3.5 0.0 1.3 0.0

Respiratory Disorders
Epistaxis 3.3 0.1 1.3 0.3

1 CTCAE v4
2 Includes asthenia and fatigue.
3  Includes dizziness and vertigo.
4 Includes amnesia, memory impairment, cognitive disorder, and disturbance in attention.
5  Includes nasopharyngitis, upper respiratory tract infection, sinusitis, rhinitis, pharyngitis,  

and laryngitis.
6  Includes pneumonia, lower respiratory tract infection, bronchitis, and lung infection.

PREVAIL (NCT01212991): XTANDI versus Placebo in Chemotherapy-naïve 
Metastatic CRPC
PREVAIL enrolled 1717 patients with metastatic CRPC who had not received 
prior cytotoxic chemotherapy, of whom 1715 received at least one dose of 
study drug. The median duration of treatment was 17.5 months with XTANDI 
and 4.6 months with placebo. Grade 3-4 adverse reactions were reported in 
44% of XTANDI-treated patients and 37% of placebo-treated patients. 
Discontinuations due to adverse events were reported for 6% of XTANDI-
treated patients. The most common adverse reaction leading to treatment 
discontinuation was fatigue/asthenia, which occurred in 1% of patients on 
each treatment arm. Table 2 includes adverse reactions reported in PREVAIL 
that occurred at a ≥ 2% higher frequency in the XTANDI arm compared to 
the placebo arm.

Table 2. Adverse Reactions in PREVAIL
XTANDI
N = 871

Placebo  
N = 844

Grade 1-41 
(%)

Grade 3-4 
(%)

Grade 1-4 
(%)

Grade 3-4 
(%)

General Disorders
Asthenic Conditions2 47 3.4 33 2.8
Peripheral Edema 12 0.2 8.2 0.4

Musculoskeletal and Connective Tissue Disorders
Back Pain 29 2.5 22 3.0
Arthralgia 21 1.6 16 1.1

Gastrointestinal Disorders
Constipation 23 0.7 17 0.4
Diarrhea 17 0.3 14 0.4

Vascular Disorders
Hot Flush 18 0.1 7.8 0.0
Hypertension 14 7.2 4.1 2.3

Nervous System Disorders
Dizziness3 11 0.3 7.1 0.0
Headache 11 0.2 7.0 0.4
Dysgeusia 7.6 0.1 3.7 0.0
Mental Impairment Disorders4 5.7 0.0 1.3 0.1
Restless Legs Syndrome 2.1 0.1 0.4 0.0

Respiratory Disorders
Dyspnea5 11 0.6 8.5 0.6

Infections and Infestations
Upper Respiratory Tract Infection6 16 0.0 11 0.0
Lower Respiratory Tract And 
Lung Infection7 7.9 1.5 4.7 1.1

Psychiatric Disorders
Insomnia 8.2 0.1 5.7 0.0

Renal and Urinary Disorders
Hematuria 8.8 1.3 5.8 1.3

Injury, Poisoning and Procedural Complications
Fall 13 1.6 5.3 0.7
Non-Pathological Fracture 8.8 2.1 3.0 1.1

Metabolism and Nutrition Disorders
Decreased Appetite 19 0.3 16 0.7

Table 2. Adverse Reactions in PREVAIL (cont'd)
XTANDI
N = 871

Placebo  
N = 844

Grade 1-41 
(%)

Grade 3-4 
(%)

Grade 1-4 
(%)

Grade 3-4 
(%)

Investigations
Weight Decreased 12 0.8 8.5 0.2

Reproductive System and Breast Disorders
Gynecomastia 3.4 0.0 1.4 0.0

1 CTCAE v4
2 Includes asthenia and fatigue.
3  Includes dizziness and vertigo.
4 Includes amnesia, memory impairment, cognitive disorder, and disturbance in attention.
5  Includes dyspnea, exertional dyspnea, and dyspnea at rest.
6   Includes nasopharyngitis, upper respiratory tract infection, sinusitis, rhinitis, pharyngitis,  

and laryngitis.
7  Includes pneumonia, lower respiratory tract infection, bronchitis, and lung infection.

TERRAIN (NCT01288911): XTANDI versus Bicalutamide in Chemotherapy-naïve 
Metastatic CRPC
TERRAIN enrolled 375 patients with metastatic CRPC who had not received 
prior cytotoxic chemotherapy, of whom 372 received at least one dose of study 
drug. The median duration of treatment was 11.6 months with XTANDI and  
5.8 months with bicalutamide. Discontinuations with an adverse event as the 
primary reason were reported for 7.6% of XTANDI-treated patients and 6.3% 
of bicalutamide-treated patients. The most common adverse reactions leading 
to treatment discontinuation were back pain and pathological fracture, which 
occurred in 3.8% of XTANDI-treated patients for each event and in 2.1% and 
1.6% of bicalutamide-treated patients, respectively. Table 3 shows overall and 
common adverse reactions (≥ 10%) in XTANDI-treated patients.

Table 3. Adverse Reactions in TERRAIN
XTANDI
N = 183

Bicalutamide  
N = 189

Grade 1-41 
(%)

Grade 3-4 
(%)

Grade 1-4 
(%)

Grade 3-4 
(%)

Overall 94 39 94 38
General Disorders
Asthenic Conditions2 32 1.6 23 1.1

Musculoskeletal and Connective Tissue Disorders
Back Pain 19 2.7 18 1.6
Musculoskeletal Pain3 16 1.1 14 0.5

Vascular Disorders
Hot Flush 15 0 11 0
Hypertension 14 7.1 7.4 4.2

Gastrointestinal Disorders
Nausea 14 0 18 0
Constipation 13 1.1 13 0.5
Diarrhea 12 0 9.0 1.1

Infections and Infestations
Upper Respiratory Tract Infection4 12 0 6.3 0.5

Investigational
Weight Loss 11 0.5 7.9 0.5

1 CTCAE v4
2 Includes asthenia and fatigue.
3  Includes musculoskeletal pain and pain in extremity.
4  Includes nasopharyngitis, upper respiratory tract infection, sinusitis, rhinitis, pharyngitis,  

and laryngitis.

PROSPER (NCT02003924): XTANDI versus Placebo in Non-metastatic 
CRPC Patients

PROSPER enrolled 1401 patients with non-metastatic CRPC, of whom  
1395 received at least one dose of study drug. Patients were randomized  
2:1 and received either XTANDI at a dose of 160 mg once daily (N = 930) or 
placebo (N = 465). The median duration of treatment at the time of analysis  
was 18.4 months (range: 0.0 to 42 months) with XTANDI and 11.1 months 
(range: 0.0 to 43 months) with placebo.
Overall, 32 patients (3.4%) receiving XTANDI died from adverse events. The 
reasons for death with ≥ 2 patients included coronary artery disorders (n = 
7), sudden death (n = 2), cardiac arrhythmias (n = 2), general physical health 
deterioration (n = 2), stroke (n = 2), and secondary malignancy (n = 5; one 
each of acute myeloid leukemia, brain neoplasm, mesothelioma, small cell 
lung cancer, and malignant neoplasm of unknown primary site). Three 
patients (0.6%) receiving placebo died from adverse events of cardiac arrest 
(n = 1), left ventricular failure (n = 1), and pancreatic carcinoma (n = 1). Grade 
3 or higher adverse reactions were reported among 31% of XTANDI-treated 
patients and 23% of placebo-treated patients. Discontinuations with an 
adverse event as the primary reason were reported for 9.4% of XTANDI-
treated patients and 6.0% of placebo-treated patients. Of these, the most 
common adverse event leading to treatment discontinuation was fatigue, 
which occurred in 1.6% of the XTANDI-treated patients compared to none 
of the placebo-treated patients. Table 4 shows adverse reactions reported in 
PROSPER that occurred at a ≥ 2% higher frequency in the XTANDI arm than 
in the placebo arm.
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Table 4. Adverse Reactions in PROSPER
XTANDI

(N = 930)
Placebo  
(N = 465)

Grade 1-41 
(%)

Grade 3-4 
(%)

Grade 1-4 
(%)

Grade 3-4 
(%)

Metabolism and Nutrition Disorders
Decreased Appetite 9.6 0.2 3.9 0.2

Nervous System Disorders
Dizziness2 12 0.5 5.2 0
Headache 9.1 0.2 4.5 0
Cognitive and Attention Disorders3 4.6 0.1 1.5 0

Vascular Disorders
Hot Flush 13 0.1 7.7 0
Hypertension 12 4.6 5.2 2.2

Gastrointestinal Disorders
Nausea 11 0.3 8.6 0
Constipation 9.1 0.2 6.9 0.4

General Disorders and Administration Site Conditions
Asthenic Conditions4 40 4.0 20 0.9

Investigations
Weight Decreased 5.9 0.2 1.5 0

Injury, Poisoning and Procedural Complications
Fall 11 1.3 4.1 0.6
Fractures5  9.8  2.0 4.9  1.7

Psychiatric Disorders
Anxiety 2.8 0.2 0.4 0

1 CTCAE v4
2 Includes dizziness and vertigo. 
3  Includes amnesia, memory impairment, cognitive disorder, and disturbance in attention.
4 Includes asthenia and fatigue.
5  Includes all osseous fractures from all sites.

ARCHES (NCT02677896): XTANDI versus Placebo in Metastatic CSPC Patients
ARCHES randomized 1150 patients with mCSPC, of whom 1146 received at least 
one dose of study drug. All patients received either a gonadotropin-releasing 
hormone (GnRH) analogue concurrently or had bilateral orchiectomy. Patients 
received either XTANDI at a dose of 160 mg once daily (N=572) or placebo 
(N=574). The median duration of treatment was 12.8 months (range: 0.2 to 26.6 
months) with XTANDI and 11.6 months (range: 0.2 to 24.6 months) with placebo.
Overall, 10 patients (1.7%) receiving XTANDI died from adverse events. The 
reasons for death in ≥2 patients included heart disease (n=3), sepsis (n=2) and 
pulmonary embolism (n=2). Eight patients (1.4%) receiving placebo died from 
adverse events. The reasons for death in ≥2 patients included heart disease (n=2) 
and sudden death (n=2). Grade 3 or higher adverse events were reported in 24% of 
patients treated with XTANDI. Permanent discontinuation due to adverse events as 
the primary reason was reported in 4.9% of XTANDI-treated patients and 3.7% of 
placebo-treated patients. The most common adverse events resulting in permanent 
discontinuation in XTANDI-treated patients were alanine aminotransferase increased, 
aspartate aminotransferase elevation, and seizure, each in 0.3%. The most common 
adverse events leading to permanent discontinuation in placebo-treated patients 
were arthralgia, and fatigue, each in 0.3%.
Dose reductions due to an adverse reaction occurred in 4.4% of patients who 
received XTANDI. Fatigue/asthenia was the most frequent adverse reaction 
requiring dose reduction in 2.1% of XTANDI-treated patients and 0.7% of 
placebo-treated patients.
Table 5 shows adverse reactions reported in ARCHES that occurred at a  
≥ 2% higher frequency in the XTANDI arm than in the placebo arm.

Table 5. Adverse Reactions in ARCHES
XTANDI
N = 572

Placebo  
N = 574

Grade 1-41 
(%)

Grade 3-4 
(%)

Grade 1-4 
(%)

Grade 3-4 
(%)

Metabolism and Nutrition Disorders
Decreased Appetite 4.9 0.2 2.6 0

Nervous System Disorders
Cognitive and Memory Impairment2 4.5 0.7 2.1 0
Restless Legs Syndrome 2.4 0 0.3 0

Vascular Disorders
Hot Flush 27 0.3 22 0
Hypertension 8.0 3.3 5.6 1.7

General Disorders and Administration Site Conditions
Asthenic conditions3 24 1.7 20 1.6

Musculoskeletal and Connective Tissue Disorders
Musculoskeletal Pain 6.3 0.2 4.0 0.2

Injury, Poisoning and Procedural Complications
Fractures4 6.5 1.0 4.2 1.0

1. CTCAE v 4.03. 
2.   Includes memory impairment, amnesia, cognitive disorder, dementia, disturbance in attention, transient 

global amnesia, dementia alzheimer’s type, mental impairment, senile dementia and vascular dementia.
3. Includes asthenia and fatigue.
4.   Includes Fracture related preferred terms under high level terms: fractures NEC; fractures and 

dislocations NEC; limb fractures and dislocations; pelvic fractures and dislocations; skull and brain 
therapeutic procedures; skull fractures, facial bone fractures and dislocations; spinal fractures and 
dislocations; thoracic cage fractures and dislocations.

Laboratory Abnormalities
Table 6 shows laboratory abnormalities that occurred in ≥ 5% of patients, 
and more frequently (> 2%) in the XTANDI arm compared to placebo in the 
pooled, randomized, placebo-controlled studies.

Table 6. Laboratory Abnormalities
XTANDI

(N = 3173)
Placebo  

(N = 2282)
Grade 1-4 

(%)
Grade 3-4 

(%)
Grade 1-4 

(%)
Grade 3-4 

(%)
Hematology
Neutrophil count decreased 20 0.9 17 0.4
White blood cell decreased 17 0.4 9.8 0.2

Chemistry
Hyperglycemia 83 3.2 75 3.1
Hypermagnesemia 16 0.1 13 0
Hyponatremia 13 1.4 8.6 1.5
Hypercalcemia 6.8 0.1 4.5 0

Hypertension
In the combined data from four randomized placebo-controlled clinical trials, 
hypertension was reported in 12% of patients receiving XTANDI and 5% of 
patients receiving placebo. Medical history of hypertension was balanced 
between arms. Hypertension led to study discontinuation in < 1% of patients 
in each arm.
Post-Marketing Experience
The following additional adverse reactions have been identified during 
post-approval use of XTANDI. Because these reactions were reported 
voluntarily from a population of uncertain size, it is not always possible to 
reliably estimate the frequency or establish a causal relationship to  
drug exposure.
Body as a Whole: hypersensitivity (edema of the face, tongue, lip, or pharynx)
Gastrointestinal Disorders: vomiting
Neurological Disorders: posterior reversible encephalopathy syndrome (PRES)
Skin and Subcutaneous Tissue Disorders: rash

DRUG INTERACTIONS

Drugs that Inhibit CYP2C8
Co-administration of a strong CYP2C8 inhibitor (gemfibrozil) increased the 
composite area under the plasma concentration-time curve (AUC) of 
enzalutamide plus N-desmethyl enzalutamide by 2.2-fold. Co-administration 
of XTANDI with strong CYP2C8 inhibitors should be avoided if possible. If 
co-administration of XTANDI with a strong CYP2C8 inhibitor cannot be 
avoided, reduce the dose of XTANDI.
Drugs that Induce CYP3A4
Co-administration of rifampin (strong CYP3A4 inducer and moderate 
CYP2C8 inducer) decreased the composite AUC of enzalutamide plus 
N-desmethyl enzalutamide by 37%. Co-administration of strong CYP3A4 
inducers (e.g., carbamazepine, phenobarbital, phenytoin, rifabutin, rifampin, 
rifapentine) with XTANDI should be avoided if possible. St John’s wort may 
decrease enzalutamide exposure and should be avoided. If co-administration 
of a strong CYP3A4 inducer with XTANDI cannot be avoided, increase the 
dose of XTANDI.
Effect of XTANDI on Drug Metabolizing Enzymes
Enzalutamide is a strong CYP3A4 inducer and a moderate CYP2C9 and 
CYP2C19 inducer in humans. At steady-state, XTANDI reduced the plasma 
exposure to midazolam (CYP3A4 substrate), warfarin (CYP2C9 substrate), 
and omeprazole (CYP2C19 substrate). Concomitant use of XTANDI with 
narrow therapeutic index drugs that are metabolized by CYP3A4 (e.g., 
alfentanil, cyclosporine, dihydroergotamine, ergotamine, fentanyl, pimozide, 
quinidine, sirolimus and tacrolimus), CYP2C9 (e.g., phenytoin, warfarin) and 
CYP2C19 (e.g., S-mephenytoin, clopidogrel) should be avoided, as 
enzalutamide may decrease their exposure. If co-administration with  
warfarin cannot be avoided, conduct additional INR monitoring.

USE IN SPECIFIC POPULATIONS
Pregnancy
Risk Summary
The safety and efficacy of XTANDI have not been established in females. 
Based on animal reproductive studies and mechanism of action, XTANDI can 
cause fetal harm and loss of pregnancy. There are no human data on the use 
of XTANDI in pregnant females. In animal reproduction studies, oral 
administration of enzalutamide in pregnant mice during organogenesis 
caused adverse developmental effects at doses lower than the maximum 
recommended human dose (see Data).
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Animal Data
In an embryo-fetal developmental toxicity study in mice, enzalutamide 
caused developmental toxicity when administered at oral doses of 10 or  
30 mg/kg/day throughout the period of organogenesis (gestational days 6-15). 
Findings included embryo-fetal lethality (increased post-implantation loss 
and resorptions) and decreased anogenital distance at ≥ 10 mg/kg/day, and 
cleft palate and absent palatine bone at 30 mg/kg/day. Doses of 30 mg/kg/day 
caused maternal toxicity. The doses tested in mice (1, 10 and 30 mg/kg/day) 
resulted in systemic exposures (AUC) approximately 0.04, 0.4 and 1.1 times, 
respectively, the exposures in patients. Enzalutamide did not cause 
developmental toxicity in rabbits when administered throughout the period of 
organogenesis (gestational days 6-18) at dose levels up to 10 mg/kg/day 
(approximately 0.4 times the exposures in patients based on AUC).
In a pharmacokinetic study in pregnant rats with a single oral 30 mg/kg 
enzalutamide administration on gestation day 14, enzalutamide and/or its 
metabolites were present in the fetus at a Cmax that was approximately  
0.3 times the concentration found in maternal plasma and occurred 4 hours 
after administration.
Lactation
Risk Summary
The safety and efficacy of XTANDI have not been established in females. 
There is no information available on the presence of XTANDI in human milk, 
the effects of the drug on the breastfed infant, or the effects of the drug on 
milk production. Enzalutamide and/or its metabolites were present in milk of 
lactating rats (see Data).
Data
Following a single oral administration in lactating rats on postnatal day 14, 
enzalutamide and/or its metabolites were present in milk at a Cmax that was  
4 times higher than concentrations in the plasma and occurred 4 hours  
after administration.

Females and Males of Reproductive Potential
Contraception
Males
Based on findings in animal reproduction studies, advise male patients with 
female partners of reproductive potential to use effective contraception 
during treatment and for 3 months after the last dose of XTANDI.
Infertility
Males
Based on animal studies, XTANDI may impair fertility in males of 
reproductive potential.
Pediatric Use
Safety and effectiveness of XTANDI in pediatric patients have not been established.
Geriatric Use
Of 4081 patients who received XTANDI in seven randomized, controlled 
clinical trials, 78% were 65 and over, while 35% were 75 and over. No overall 
differences in safety or effectiveness were observed between these patients 
and younger patients. Other reported clinical experience has not identified 
differences in responses between the elderly and younger patients, but 
greater sensitivity of some older individuals cannot be ruled out.
Patients with Renal Impairment
A dedicated renal impairment trial for XTANDI has not been conducted. 
Based on the population pharmacokinetic analysis using data from clinical 
trials in patients with metastatic CRPC and healthy volunteers, no significant 
difference in enzalutamide clearance was observed in patients with 
pre-existing mild to moderate renal impairment (30 mL/min ≤ creatinine 
clearance [CrCL] ≤ 89 mL/min) compared to patients and volunteers with 
baseline normal renal function (CrCL ≥ 90 mL/min). No initial dosage 
adjustment is necessary for patients with mild to moderate renal impairment. 
Severe renal impairment (CrCL < 30 mL/min) and end-stage renal disease 
have not been assessed.
Patients with Hepatic Impairment
Dedicated hepatic impairment trials compared the composite systemic 
exposure of enzalutamide plus N-desmethyl enzalutamide in volunteers with 
baseline mild, moderate, or severe hepatic impairment (Child-Pugh Class A, 
B, or C, respectively) versus healthy controls with normal hepatic function. 
The composite AUC of enzalutamide plus N-desmethyl enzalutamide was 
similar in volunteers with mild, moderate, or severe baseline hepatic 
impairment compared to volunteers with normal hepatic function. No initial 
dosage adjustment is necessary for patients with baseline mild, moderate,  
or severe hepatic impairment.
OVERDOSAGE
In the event of an overdose, stop treatment with XTANDI and initiate general 
supportive measures taking into consideration the half-life of 5.8 days. In a 
dose escalation study, no seizures were reported at ≤ 240 mg daily, whereas 
3 seizures were reported, 1 each at 360 mg, 480 mg, and 600 mg daily. 
Patients may be at increased risk of seizure following an overdose.

NONCLINICAL TOXICOLOGY
Carcinogenesis, Mutagenesis, Impairment of Fertility
A two-year carcinogenicity study was conducted in male and female rats at 
oral enzalutamide doses of 10, 30, and 100 mg/kg/day. Enzalutamide 
increased the incidence of benign Leydig cell tumors in the testes at all dose 
levels tested (≥ 0.3 times the human exposure based on AUC) and combined 
incidence of urothelial papilloma and carcinoma in the urinary bladder in 
male rats at 100 mg/kg/day (1.4 times the human exposure based on AUC). 
The findings in the testes are considered to be related to the pharmacological 
activity of enzalutamide. Rats are regarded as more sensitive than humans to 
developing interstitial cell tumors in the testes. Administration of enzalutamide 
to male and female rasH2 transgenic mice by oral gavage daily for 26 weeks 
did not result in increased incidence of neoplasms at doses up to 20 mg/kg/day.
Enzalutamide did not induce mutations in the bacterial reverse mutation 
(Ames) assay and was not genotoxic in either the in vitro mouse lymphoma 
thymidine kinase (Tk) gene mutation assay or the in vivo mouse 
micronucleus assay.
Based on nonclinical findings in repeat-dose toxicology studies, which were 
consistent with the pharmacological activity of enzalutamide, male fertility 
may be impaired by treatment with XTANDI. In a 26-week study in rats, 
atrophy of the prostate and seminal vesicles was observed at ≥ 30 mg/kg/day 
(equal to the human exposure based on AUC). In 4-, 13-, and 39-week 
studies in dogs, hypospermatogenesis and atrophy of the prostate and 
epididymides were observed at ≥ 4 mg/kg/day (0.3 times the human 
exposure based on AUC).
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Depending on tumor charac-
teristics and length of fol-
low-up, recurrent nonmus-
cle-invasive bladder cancer 

(NMIBC) can develop in 20% to 40% 
of patients following initial intravesi-
cal Bacillus Calmette-Guérin therapy. 
Most experts recommend radical cys-
tectomy for patients with BCG-unre-
sponsive NMIBC. Yet, many patients 
are either not good candidates for major 
surgery or they desire to preserve a 
functioning bladder. Many bladder 
preservation strategies, including var-
ious immunotherapy and chemother-
apy agents, in various combinations 
and schedules, have been tested over 
the years but most have not provided 
durable control of this disease.

Adopting the rationale from combi-
nation systemic chemotherapy used in 
advanced bladder cancer, some centers 
have utilized combination intravesical 
chemotherapy with sequential use of 
gemcitabine (Gemzar) and docetaxel 
(Taxotere) as a salvage strategy for 
patients with recurrent NMIBC. To 
determine the effectiveness of this 
approach, Steinberg et al performed a 
retrospective analysis of the data from 
multiple institutions showing promising 
results in this difficult cohort of patients 
(J Urol 2020; 203:1-8).

The authors pooled the data from 
11 different centers and identified 
276 patients with recurrent NMIBC 
(median age, 73 years) treated with 
sequential gemcitabine and docetaxel 
from 2009 to 2018. The patients had 
undergone a median of two previous 
intravesical induction courses and a 
median of one BCG induction course 
(range, 1-4). Of these, 38% were clas-
sified as BCG unresponsive, ie, early 
recurrence (within 6-12 months) of 
various NMIBC pathology.

The instillation protocol included 
gemcitabine, 1 gram in 50 mL saline 
or water instilled via Foley catheter and 

allowed to remain in the bladder for 60 
to 90 minutes. After drainage of the 
gemcitabine, docetaxel, 37.5 mg in 50 
mL saline, was instilled. The catheter 
was removed and patients were instruct-
ed to not void for 60 to 120 minutes. This 
induction regimen was administered 
once per week for 6 weeks.

Most institutions used this combina-
tion intravesical chemotherapy once per 
month for 24 months. Side effects were 
reported by 41% of patients, requiring 
modification of schedule in 10%. The 
most frequently noted side effects includ-
ed irritative urinary symptoms (22%), 
dysuria (16%), and hematuria (11%).

The data were presented separately for 
any recurrence or high-grade recurrence 
after treatment. Any recurrence-free 
survival (RFS) in all treated patients was 
60% at 1 year and 46% at 2 years, with a 

median follow-up of 13.9 months. Medi-
an time to recurrence was 6.8 months 
(range, 2.0 to 67.3). RFS for patients with 
any carcinoma in situ was 60% at 1 year 
and 43% at 2 years, and RFS for those 
with papillary disease alone was 62% at 
1 year and 51% at 2 years.

High-grade RFS in all patients was 
65% at 1 year and 52% at 2 years. In 
the BCG-unresponsive group, 50% of 
those with carcinoma in situ and 58% 
of those with papillary disease were free 
of high-grade recurrence at 2 years. 
Using the maintenance protocol was 
associated with lower recurrence rate, 
both low grade and high grade (p<.01). 
Of the 43 patients undergoing cystecto-
my (at median of 11.3 months), 38 were 
due to recurrent disease. Final pathol-
ogy showed stage T0 in seven patients 
and T2 or higher in 11 patients, four of 
whom had lymph node metastases.

Forty-four patients (16%) died at 
median follow-up of 22.9 months, and 
13 (5%) died of metastatic bladder can-
cer. In patients dying of bladder can-
cer, carcinoma in situ was the initial 
diagnosis in eight of 13 patients. The 
bladder cancer-specific mortality rate 
was 1% at 1 year and 4% at 2 years, 
while the all-cause mortality rate was 
3% and 13%, respectively.
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In this era of BCG shortage, 
we may be forced to 
develop new standards and 
alternative strategies for 
bladder preservation.

Sequential gemcitabine/docetaxel 
promising for recurrent NMIBC
Regimen could be alternative strategy for BCG-unresponsive patients

BADAR M. MIAN, MD

Dr. Mian is professor of 
surgery in the division of 

urology at Albany Medical 
College, Albany, NY.
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TABLE SEQUENTIAL GEMCITABINE/DOCETAXEL FOR NMIBC: KEY FINDINGS

Any recurrence-free survival (RFS) in all treated patients was 60% at 1 year and 46% at 2 years.

Median time to recurrence was 6.8 months (range, 2.0 to 67.3).

High-grade RFS in all patients was 65% at 1 year and 52% at 2 years.

The bladder cancer-specific mortality rate was 1% at 1 year and 4% at 2 years, while the all-cause mortality 
rate was 3% and 13%, respectively.

Source: Reported by Badar M. Mian, MD, from J Urol 2020; 203:1-8

Expert commentary on 
noteworthy research in the 

peer-reviewed literature
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How will bladder Ca care change with new drug approvals?

“It will have significant 
impact for nonmuscle-in-

vasive bladder cancer. The avail-
ability of solutions like Bacillus 
Calmette-Guérin [BCG] has 
become so sporadic, we just can’t 
acquire BCG in a safe and effi-

cient fashion. Since we can’t get it, we need to 
find some new and novel approaches. This will 
make a significant impact.

The newer therapies hold promise even above 
the BCG, but BCG was, and remains, a very 
important medicine. It’s just harder to find. So 
it’s a great opportunity and the timing is good. 
Since there’s a dire need, industry will come in 
and help us fill that need, so from that perspective 
it’s great we have these new medicines.

It will be for refractory cases of BCG, with-
out some of the potential side effects of BCG. 
Although in my experience BCG has been pretty 
safe, Keytruda [pembrolizumab] is really a step 
beyond BCG.

It certainly looks like these new therapies will 
provide better results. From the research and 
literature, it looks like significant improvement. 
Keytruda can have side effects such as pneumo-
nitis, but it is an effective treatment and when 
you’re treating a lethal disease, it’s a matter of 
weighing the potential side effects, which are 
reasonable in number, with the new medicines.

I’m looking forward to using them, not just for 
refractory disease or BCG-refractory disease, but 
also in lieu of BCG if it’s not available, and for 
the many people who are not inclined to have a 
cystectomy.”

Jeffrey Ranta, MD / Wellsboro, PA

“Some of these will be coming through, but 
not in the setting in which most of us will 

use them. I’m still using the same paradigm of 
treatment for nonmuscle-invasive bladder cancer. 
A lot of these drugs were used following failures 
of primary therapy, not as the primary go-to.

The data from BCG trials is good data and has 
been around for a while, so we really don’t need 
to change what we do. The only reason it might 
replace what I normally use is because we’re con-
stantly faced with shortages of generic products. 
That’s what might change the paradigm. Their 
role will be as a result of continued shortages 
unless they truly show themselves superior to 
current treatment options.

I refer metastatic disease to oncologists and 
don’t know if these drugs will be better for them. 
But I don’t think it will replace our effective par-
adigm unless the AUA endorses the changes. I 
don’t know where we’ll end up with these new 
medications with respect to urothelial tract dis-
eases, whether of the bladder or upper tract.

There is a problem sometimes getting not only 
BCG, but [non-urologic treatments such as] epi-
nephrine. That price skyrocketed even though 
it’s generic. The government has to address 
those shortages. I don’t think people realized 
how many of these drugs were manufactured in 
Puerto Rico. That’s why there’s such a shortage.

But the new therapies still have not filtered 
down to community urologists so that we’re 
changing our algorithms.”

Micaela Aleman, MD / Austin, TX

“It’ll be a huge change. 
We’ve been using things 

like BCG for intermediate- and 
high-risk, nonmuscle-invasive 
bladder cancer for decades. I’m 
not familiar with all the new 
products, but the most exciting is 

Keytruda, a checkpoint inhibitor, recently FDA 
approved for BCG-unresponsive cancer. It’s a 
huge change because so many patients go down 
that pipeline.

Checkpoint inhibitors changed the game start-
ing with melanoma.

In the last few years, Keytruda has been a 
mainstay for treating advanced metastatic blad-
der cancers.

Urologists all have patients with unresectable 
bladder tumors. Initially, we were putting them 
through chemotherapy, which they would ulti-
mately fail. Metastatic transitional cell carcinoma 
was a terminal diagnosis. But checkpoint inhib-
itors changed that. We have so many patients 
I am still scoping 5 years later. Now they’re all 
NED—no evidence of disease—and it’s fantastic.

These agents were tested in patients with met-
astatic disease, end-stage. Now, they’re intro-
ducing it for patients who don’t have metastatic 
disease but other high-grade features.

Checkpoint inhibitors were such a game 
changer in melanoma and other cancers, espe-
cially advanced bladder cancer, they said, ‘Let’s 
use them earlier in patients who are not meta-
static, but who have nonmuscle-invasive disease 
that’s high grade and recurrent, or most impor-
tantly, have failed BCG.’

Keytruda is most exciting for community urol-
ogists because it works for regular high-grade 
bladder cancer that does not respond to BCG. 
It’s like, Hey, we’ve got a backup other than cys-
tectomy.’ A lot of older frail individuals can’t tol-
erate surgery or chemo; that’s where checkpoints 
inhibitors come in.”

Christopher Runz, DO / Chestertown, MD

DR. RANTA DR. RUNZ

SPEAK OUT / Bladder Cancer

Promising results
This report on sequential intravesical gemcit-
abine and docetaxel for BCG-recurrent NMIBC 
shows promising results. The recurrence-free 
rates appear to be better than many previously 
reported attempts at controlling recurrent or 
resistant disease. This may be due in part to 
the fact that these patients were treated early 
in the salvage paradigm (history of one or two 
inductions) and not heavily pre-treated with 

multiple induction or maintenance courses. 
This regimen appears to be well tolerated and 
with an acceptable rate of schedule modifica-
tion. Because there was no standardized method 
for collecting the data, the rate and severity of 
adverse effects are likely underreported.

In this era of BCG shortage, we may be forced 
to develop new standards and alternative strat-
egies for bladder preservation. Can the sequen-
tial intravesical chemotherapy replace BCG in 
patients with newly diagnosed NMIBC with suf-
ficient efficacy? Or can it replace maintenance 
BCG so that the precious supply of available 

BCG can be reserved for patients with initial 
high-risk NMIBC?

Radical cystectomy is probably the most com-
plex urologic surgery, with a high rate of short-
term complications. While it can be a life-sav-
ing intervention, it can also be life-changing 
event with significant implications related to 
quality of life and survivorship. Thus, bladder 
preservation will always be desired by patients.

The challenges created by the BCG shortag-
es also provide the rationale and opportunity 
for prospective validation of this and other 
bladder preservation strategies.UT

NMIBC
continued from page 38

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

“It certainly looks like these new 
therapies will provide better 
results. From the research and 
literature, it looks like significant 
imporvement.”

JEFFREY RANTA, MD
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is professor of urology at the Icahn School of 
Medicine at Mount Sinai and director benign urologic 
diseases, Mount Sinai Health System, New York. 
Follow him on Twitter at @MaleHealthDoc.
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Bicycling across the globe is 
increasing as a means of exercise 
and transportation. Clinicians 
need to be knowledgeable about 

the health benefits and risks of cycling so 
they can educate and care for their patients 
who ride.

The overall health benefits of cycling 
are tremendous. Cycling reduces the inci-
dence of cerebrovascular accidents, cor-
onary artery disease, hypertension, dys-
lipidemia, obesity, and diabetes mellitus. 
Strong inverse relationships have also been 
demonstrated between commuter cycling 
and all-cause mortality, cancer mortality, 
and cancer morbidity among middle-aged 
and elderly study participants.

Despite these benefits, cycling com-
monly leads to injury, with up to 85% of 
all recreational cyclists citing an overuse 
injury. Given unbalanced pressure distri-
bution when on the bike, the neck, hands, 
wrists, lower back, knees, and perineum 
are the regions most frequently affected 
by cycling.

Cycling has been associated with 
genital numbness, priapism, infertili-
ty, elevated PSA, erectile dysfunction 
(ED), lower urinary tract symptoms 
(LUTS), and prostatitis. Several of the 
studies that posited these associations, 
however, were underpowered, did not 
use validated clinical outcomes, or had 
insufficient control group compari-
son. Consequently, the current data on 
cycling’s impact on urologic and sexual 
function continues to evolve.

Here, we explore particular aspects of 
men’s urologic health that are negatively 
impacted by cycling, review a proposed 
underlying mechanism of injury, and 
make specific management suggestions 
to help prevent cycling-induced genito-
urinary injury.

Impact of cycling on urologic 
health
Given controversies around the impact 
of cycling on sexual and urinary well-
ness, we conducted a large survey study 

assessing 3,932 male athletes (cyclists, 
swimmers, and runners) (J Urol 2018; 
199:798-804). We found that low- and 
high-intensity cyclists had a higher Sex-
ual Health Inventory for Men (SHIM) 
score, albeit clinically insignificant, 
than swimmers or runners. No statis-
tically significant differences were not-
ed between cyclists and non-cyclists 
in other validated measures of LUTS, 
including the International Pros-
tate Symptom Score (IPSS) and NIH 
Chronic Prostatitis Symptom Index 
(NIH CPSI) (figure 1).

We identify a statistically higher odds 
of urethral stricture, genital numbness, 
and saddle sores (OR: 9.8, p<.001) in 
cyclists compared to swimmers/run-
ners. Several other large studies corrob-
orate that increased cycling frequency 
does not increase risk of ED, including 
the Massachusetts Male Aging Study 
(Int J Impot Res. 2001; 13:298-302) and 
the Cycling for Health UK study (Jour-
nal of Men’s Health 2014; 11:75-9), the 
latter of which surveyed 5,282 cyclists. 
In sum, these studies suggest that cycling 
does not result in worse ED or LUTS com-
pared to swimming or running but may 
make one more prone to urethral strictures, 
genital numbness, and saddle sores.

In our cohort, cycling and genital 
numbness were closely linked (BJU 
Int 2019; 124:336-41). Increased years 
cycling, more frequent weekly cycling, 
and longer cycling distances per ride 
were all associated with an increased 
trend of genital numbness (figure 2). 
Body mass index and age were not relat-
ed to odds of genital numbness. Inter-
estingly, in a multivariate regression 
model with an outcome of ED, there 
was no statistically significant differ-
ence between cyclists with numbness 
and cyclists without numbness.

When numbness was stratified by 
anatomic region, cyclists with numb-
ness over the buttock reported statisti-
cally worse SHIM scores compared to 

Bicycle riding: Good or bad
for men’s health?
Cycling has multiple benefi ts, and steps can be taken to prevent GU injury

AUSTIN LEE; BENJAMIN 
N. BREYER MD, MAS

Mr. Lee is a medical 
student and Dr. Breyer is 

associate professor of urol-
ogy, University of California, 

San Francisco.

FIGURE 1 / SHIM, I-PSS, and NIH-CPSI scores by cycling intensity 
(Source: Reprinted with permission from J Urol 2018; 199:798-804)

Sexual Dysfunction  / LET’S TALK MEN’S HEALTH
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cyclists without buttock numbness 
(20.3 v. 18.4, p<.001). These findings 
suggest that increased cycling may 
increase risk of inducing perineal numb-
ness, but that itself may not necessarily 
translate into worsened sexual function. 
Despite an unclear association, it is 
best to minimize numbness as much 
as possible while riding.

Microtrauma as potential 
mechanism of injury
Mechanisms to explain genital numb-
ness in cyclists include perineal vascular 
compromise and pudendal nerve pal-
sy. While the majority of studies have 
assessed how cycling affects perineal 
circulation, less is understood about 
the potential mechanism of pudendal 
nerve compromise. Traditional teach-
ing suggests that pudendal nerve pal-
sy is secondary to a static compressive 
process. However, cycling tends to be 
a dynamic exercise with constant pres-
sure shifts on the perineum.

We sought to model the trauma a 
cycling commuter’s perineum expe-
riences by creating a custom bicycle 
seat that measures pressure changes 
from simulated road trauma in the lab 
(figure 3). This is notable as it models 
real-world cycling where variations 
in repetitive force from navigating 
terrain (represented by oscillations 
in our study) can drive pressure to 
the pudendal nerve. A heat map of 
perineal pressure distribution indi-
cated concentration of pressure on 
the ischial tuberosities and symphy-
sis pubis in women and on the pubic 
rami in men (figure 4). We found that 
seat-post shock absorbers significant-

ly decreased perineal pressure (57%-
59% decrease, p<.01) (Sex Med 2018; 
6:239-47).

Suggestions to avoid GU 
injury
In our cohort, even though numbness 
was not associated with increased 
ED, it makes sense to avoid numb-
ness when possible. For the hobbyist 
or more serious cyclist, getting your 
bike professionally fit ensures optimal 
ergonomics and helps minimize trauma. 
Riding a bike that fits well is likely 
the single most important step riders 
can take to protect themselves from 
genital numbness.

Bicycle modifications can potential-
ly improve genitourinary outcomes 
after cycling. For example, in our 
cohort, cyclists who stood more than 
20% of the time while cycling and 
adjusted the handlebar to a height at 
least even with the saddle had reduced 
odds of developing genital numbness. 
Furthermore, we showed that a mod-
ified seat decreased traumatic pres-
sures delivered to the perineum.

Conclusion
The overall health benefits of cycling 
clearly outweigh the risks. With a 
global obesity epidemic leading to a 
high prevalence of cardiovascular dis-
ease, cycling should be promoted as a 
healthy form of exercise, transporta-
tion and recreation. We still have 
more to learn about the impact of 
cycling on urologic wellness in men, 
but ED appears rare in cyclists and no 
more common than ED seen in other 
athletes.UT

ORAL SOFTGEL TESTOSTERONE UNDECANOATE NOW 
AVAILABLE IN U.S. FOR HYPOGONADISM

Clarus Therapeutics, Inc. has announced that testosterone undecanoate capsules, CIII 
(JATENZO) is now available by prescription in the U.S. for the treatment of appropriate 
men with hypogonadism.

JATENZO is the first and only oral softgel testosterone undecanoate, and the first 
oral testosterone medicine approved by the FDA in more than 60 years, Clarus 
Therapeutics said in a statement. The treatment is indicated for testosterone 
replacement therapy in adult males for conditions associated with a deficiency 
or absence of endogenous testosterone: primary hypogonadism (congenital or 
acquired) and hypogonadotropic hypogonadism (congenital or acquired).

In a pivotal clinical trial, 87% of hypogonadal men (145 of 166) treated with testosterone 
undecanoate capsules, CIII achieved a mean total testosterone concentration in the 
eugonadal range at the end of treatment, according to Clarus Therapeutics.

FIGURE 2 / Association between genital numbness and cycling 
frequency/intensity 
(Source: Reprinted with permission from BJU Int 2019; 124:336-41)

FIGURE 3 / Bicycle used for modeling y-axis oscillations on perineal pres-
sure  Key: 1A. Stationary exercise bicycle model outfitted for test usage; 1B. 
Pressure sensor strips affixed to bicycle seat for perineal pressure monitor-
ing; 1C. Tandem mobile device monitor mount for pressure tracking.  
(Source: Reprinted with permission from Sex Med 2018; 6:239-47)

FIGURE 4 / Perineal pressure distribution in men and women while cycling 
(Source: Reprinted with permission from Sex Med 2018; 6:239-47)
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Cheryl Guttman Krader
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Q: Which aspects of urinary incontinence are 
common to both men and women?
A: Overactive bladder exists in both genders. It 
tends to be overlooked more in men who can have 
pure OAB. Compared with women, men are more 
likely to have symptoms of frequency, urgency, and 
nocturia than urinary urgency incontinence (UUI). 
Frequency, urgency, and nocturia by themselves can 
be very bothersome and adversely affect quality of 
life for both genders. While UUI from OAB is less 
common in men, it is very troubling when it occurs.

Q: Which aspects of incontinence are unique to 
each gender?
A: Uniquely in men, the prostate can play a role 
in OAB, and it can also confuse the diagnosis. 
Clinicians should consider OAB in men with UUI 
and recognize that men can have both bladder 
outlet obstruction (BOO) and OAB rather than 
assuming that the incontinence is just associated 
with BOO. This is especially true in men who do 
not have a large residual of urine and an enlarged 
prostate. I would estimate that about 25% of 
the time, UUI does not resolve after surgery to 
reduce the size of the prostate, and in some cases, 
the surgery can make the incontinence worse.

Q: What types of incontinence are more common 
in men than in women?
A: Mixed incontinence is more common in women. 

Men can have stress urinary incontinence (SUI) 
and UUI, but SUI in men is usually a complication 
of prostate surgery, such as radical prostatectomy.

Q: Are there causes of UUI that are specific to 
each gender?
A: In both genders, the intrinsic problem leading 
to UUI is detrusor overactivity, but the root cause 
of the overactivity can differ in men and women. 
While environment or genetics are common risk 
factors in both populations, in men, the overac-
tivity can be due to BOO.

Q: Do the gender-related differences in causes 
for UUI have implications for management 
decisions?
A: It is my opinion that urologists in general 
underestimate OAB in men and do not differen-
tiate between BOO and pure OAB. Consequently, 
they tend to err on the side of performing prostate 
surgery to relieve outlet obstruction rather than 
treating the overactivity.

Q: Are certain treatment options for OAB and UUI 
more suitable or more effective for one gender 
versus the other?
A: I do not believe that any particular treatment 
is more suitable for use in men versus women. 
The potential for urinary retention to develop 
with intravesical botulinum toxin injection and 
the fact that self-catheterization is more difficult 
for men than women is a consideration if tertiary 
therapy is needed.

Otherwise, I do not believe there are any data show-
ing a gender-related difference in response to any 
therapies. Rather, I believe the data support the idea 
that OAB can be treated the same in men and women.

I have had success treating frequency, urgency, 
and UUI using anticholinergics, antimuscarinics, 
and the beta-3 adrenoceptor agonist in both gen-
ders. In men, these medications work best if the 
patient has a smaller prostate and does not have a 
high residual urine volume.

For refractory cases, I would still offer botuli-
num toxin along with sacral neuromodulation and 
tibial nerve stimulation to men as I do to women. 
I do not consider botulinum toxin to treat OAB 
in any patient carrying a high residual urine vol-
ume. Anecdotally, in my experience, tibial nerve 
stimulation works better for women than men, 
and so I tend to use it more often in women.

Q: Is behavioral therapy underused more often in 
women or men?
A: I believe behavioral therapy is probably 
underused in both genders. In general, urologists 
tend to treat incontinence actively. Although we 
counsel patients about lifestyle and behavioral inter-
ventions, I am not sure that patients necessarily 
listen to the advice and implement the recommen-
dations, especially in the long term. I believe 
patients are more willing to accept treatment 
options that involve medications or a procedure.UT

How do gender differences affect 
incontinence management?
Urologists must differentiate between bladder outlet obstruction and pure OAB in male patients

“Uniquely in men, the prostate 
can play a role in OAB, 
and it can also confuse 
the diagnosis.”

OSVALDO F. PADRON, MD

FDA GRANTS OTC CLEARANCE FOR STRESS URINARY 
INCONTINENCE DEVICE 

Atlantic Therapeutics recently announced that the FDA has granted over-the-
counter clearance to INNOVO, a noninvasive, clinically proven, and wearable 
device that treats stress urinary incontinence (SUI).

The device was previously available in the U.S. by prescription, with more than 
3.5 million therapy sessions delivered worldwide.

INNOVO is a transcutaneous muscle electrical stimulator that uses unique Mul-

tipath technology to target the weakened pelvic floor muscles. Women with SUI 
are recommended to use INNOVO for 30 minutes per day, 5 days per week for 
3 months. They can then follow a maintenance routine of one to two 30-minute 
sessions per week to maintain pelvic floor strength.

According to Atlantic Therapeutics, INNOVO delivers 180 perfect and complete 
pelvic floor contractions, equivalent to Kegel exercises, during each 30-minute 
session. With every gentle pulse, a woman feels her pelvic floor muscles lifting 
and releasing—strengthening and rebuilding the muscles and helping regain 
bladder control one session at a time, the company said.

CLINICAL UPDATES / OAB/Incontinence

According to the AUA, more than 25 million people in the United States suffer from 

urinary incontinence (bit.ly/auaincontinence). The condition is common in both men and 

women, but there are some gender-related differences in causes and considerations for 

treatment. Osvaldo F. Padron, MD, past president of Florida Urology Partners, Tampa, 

discussed these issues with Urology Times. Disclosure: Dr. Padron is a consultant for 

Axonics and Boston Scientific and owns stock in Axonics.
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A significant trend is occurring in the man-
agement of urethral stricture, with increased 
utilization of urethroplasty and decreased 
utilization of repeat endoscopic procedures, 
researchers at the University of Washington 
in Seattle report.

Investigators examined a national sample of 
patients with employer-based health insurance 
and found a drastic change in national practice 
patterns for management of urethral stricture 
patients, favoring more definitive management 
in accordance with recently published guide-
lines.

“The actual AUA guidelines about urethral 
stricture management weren’t published until 
2017, so it’s too early to specifically evaluate the 
impact of these guidelines on management,” 
said study investigator Niels V. Johnsen, MD, 
who was a male genitourinary trauma and 
reconstruction fellow at the University of 
Washington at the time the study was conduct-
ed. The findings from the current study were 
presented at the 2019 AUA annual meeting in 
Chicago.

Dr. Johnsen and his co-authors examined 
national trends in urethral stricture manage-
ment over time utilizing MarketScan, which is 
a database of employed individuals and their 
dependents with employer-spon-
sored health insurance in the 
U.S. For this investigation, the 
authors defined repeat endo-
scopic management as two or 
more endoscopic procedures per 
patient. They used the published 
AUA guidelines as a framework 
to evaluate what they defined as 
appropriate surgical management 
of urethral strictures (a single 

endoscopic procedure, a single endoscopic pro-
cedure followed by urethroplasty if needed, or 
upfront urethroplasty) compared to inappropri-
ate surgical management (multiple endoscopic 
procedures).

From 2008 to 2016, which included data on 
more than 15 million eligible male beneficiaries 
per year on average, the crude urethroplasty 
rates per stricture diagnosis had significantly 
increased by about 44% over the study period, 
the researchers found.

Increase in ‘appropriate care’ seen
“More importantly, when we looked at what 

we defined as ‘appropriate care,’ 
there has been an 87% increase in 
appropriate care during the peri-
od as well. After adjusting for age 
and comorbidity status, there was 
an approximately 18% increased 
odds of receiving ‘appropriate 
care’ for each additional year in 
the study, while older and sick-
er men remained more likely to 
undergo endoscopic management 

as would be assumed,” said Dr. Johnsen, cur-
rently assistant professor of urology at Vander-
bilt University Medical Center, Nashville, TN.

He said the impetus for this study was that 
there had been signs within the urology com-
munity and some previously published works 
that the tides were beginning to turn and more 
urologists were feeling more comfortable per-
forming basic urethroplasty techniques. Over 
the past decade, a growing body of literature 
has shown that repeat endoscopic procedures 
are unlikely to provide good long-term suc-
cess, resulting in the latest AUA guidelines in 
2017.

Dr. Johnsen noted there are some limita-
tions to the current study, including the fact 
that the authors did not have information as to 
why patients/providers choose to undergo one 
management or another.

“We also do not know if certain individuals 
were offered a urethroplasty and then opted 
to undergo repeat endoscopic treatment,” said 
Dr. Johnsen.

Another limitation is that the definitions 
of “appropriate” and “inappropriate” care are 
based on the current guidelines, but not neces-
sarily a reflection of adherence to the guidelines 
prior to 2017.

This study is important because it shows 
that nationwide it is becoming less likely that 
patients will undergo repeat endoscopic man-
agement of urethral strictures, suggesting a 
better understanding by urologists of the low 
long-term success rates of endoscopic manage-
ment and relatively higher success rates of ure-
throplasty, according to Dr. Johnsen.

However, what is driving this evolution is not 
entirely clear. He said it appears to be due in 
part to both better data on the relative success 
rates, as well as increased comfort and distri-
bution of urethroplasty surgical techniques 
through changes in resident training.UT

Study: Urethroplasty use on the rise
Decreased utilization of repeat endoscopic procedures observed over study period

CLINICAL UPDATESReconstruction /

From 2008 to 2016, 
the crude ure-

throplasty rates 
per stricture 

diagnosis had 
significantly 
increased by 

about 44% over 
the study period.

FDA CLEARS CRYOABLATION TECHNOLOGY
FOR KIDNEY, OTHER TUMOR TYPES

IceCure Medical Ltd. has received FDA clearance for expanded indications of cryo-
ablation technology and regulatory approval of its MultiSense system. The new FDA 
clearance will enable the company to market its solution for the treatment of can-
cerous and benign tumors of the kidney, as well as multiple additional indications.

The new 510(k) clearance broadens IceCure’s previous general FDA approval, and 
allows the company to market, advertise, and sell its advanced non-surgical cryo-
ablation products for the treatment of new specific indications. Additionally, the 

approval includes clearance for its new MultiSense system, which will allow treat-
ment with three needles in unison. IceCure said will this help to reduce the length of 
procedures and also be advantageous in improving the treatment of multiple tumors 
as well as for larger masses. The general approval previously given to its IceSense3 
system enabled one-needle treatment that was ideal for small tumor masses.

The new approval relates to all of the company’s cryoablation systems 
(IceSense3, ProSense and MultiSense), including its accompanying products 
(needles and accessories) and software updates. IceCure Medical said it plans 
to significantly extend its U.S. operations in target markets for indications with 
existing CPT codes and reimbursement.

“After adjusting for age and 
comorbidity status, there was 
an approximately 18% increased 
odds of receiving ‘appropriate 
care’ for each additional year in 
the study, while older and sicker 
men remained more likely to 

undergo endoscopic 
management as would 
be assumed.”

NIELS V. JOHNSEN, MD
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USC Urology – Scientific Highlights
BEYOND EXCEPTIONAL MEDICINE™

24-year-old patient with poor-risk 
metastatic NSGCT s/p chemotherapy 
and autologous stem cell 
transplantation. Normalized tumor 
markers with growing teratoma 
syndrome (>25cm mass). Post-chemo 
RPLND aborted at outside institution 
- mass deemed unresectable. At USC 
Urology, he underwent adhesionolysis 
(~3 hrs); resection of RP tumor; en-bloc 
resection of infra-renal IVC, aorta, both 
common iliac arteries; interposition 
grafting (by vascular surgery); left 
radical nephrectomy. Pathology: 
teratoma, sarcomatoid differentiation. 
Patient alive & NED one year later 
without systemic treatment.

Ghodoussipour S, Daneshmand S. Postchemotherapy Resection of Residual 
Mass in Nonseminomatous Germ Cell Tumor. UCNA 2019; 46:389.

Post-chemo RPLND for Massive NSGCTT Mass
Urologic Clinics of North America

After radical cysto-prostatectomy, erectile dysfunction and urinary 
incontinence can occur in patients with neobladder urinary diversion. 
When refractory to conservative strategies, prosthetic reconstruction 
can successfully restore quality of life. We showed that artificial urinary 
sphincter and inflatable penile prosthesis can be safely implanted 
in these anatomically-complex patients without an increased risk of 
intraoperative, device-related or infectious complications. 

Jeffrey C. Loh-Doyle, MD;  Akbar Ashrafi, MD; Azadeh Nazemi, MD; 
Saum Ghodoussipour, MD; Eli Thompson, MD; Kevin Wayne, PA-C; 
Stuart D Boyd, M.D. Urology. 2019; May 127: 127-132. 

Dual Prosthetic Implantation After Radical 
Cystoprostatectomy and Neobladder:
Outcomes of the Inflatable Penile Prosthesis and Artificial Urinary  
Sphincter in Bladder Cancer Survivors.

Urology

Nature Communications 

Glomerulus-on-a-chip to recapitulate the 
human glomerular filtration barrier. 
Petrosyan A, Cravedi P, Villani V, Angeletti A, Manrique J, Renieri A, De Filippo RE, 
Perin L, Da Sacco S. Nature Communications 2019; 10:3656

The glomerular filtration barrier is a complex structure in charge of 
renal ultrafiltration. Our team has engineered a glomerulus-on-a-chip 
for disease modeling, where human podocytes and human glomerular 
endothelial cells seeded into microfluidic chips, separated by an 
extracellular matrix resembling the in vivo basement membrane.. In 
long-term cultures, cells maintain their morphology, form capillary-like 
structures and express slit diaphragm proteins. This system recapitulates 
functions and structure of the glomerulus. We also show its applicability 
for renal disease modeling and high-throughput drug testing. A total of 
2000 independent chips were analyzed. The study of the pathophysiology 
of the glomerulus and identification of therapeutic targets is also feasible 
using this chip. 

Journal of Urology

Hemi-gland Cryoablation of Low, 
Intermediate & High Risk Prostate Cancer: 
Outcomes at 5 Years
Oishi M, Gill IS, Tafuri A, Bahn D, Abreu A, et al. Journal of Urology,  
2019; 202, 1188 

160 men underwent focal 
cryoablation for localized  
PCa (82% were >GG3).  
Results at 5-years: 
treatment failure-free 
survival (FFS) 85%; 
biochemical FFS 62%; 
clinically significant PCa-free 
survival 89%; metastasis-
free survival 100%. Pad-
free continence 97%; 
potency rate 73%. No rectal fistula or mortality. Conclusions: Hemi-
gland cryoablation provides good mid-term oncologic and functional 
outcomes.  Patients with higher PSA or >GG3 PCa are at increased risk 
for failure (p=0.04).
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John Schieszer
UT Correspondent 

A recent study is questioning some of the current 
trends in sperm retrieval practices in private U.S. 
clinics that treat infertile couples.

California researchers investigated provider 

sperm retrieval practice patterns at American 
infertility clinics and found that sperm retriev-
als were performed by gynecologists in 9.4% of 
private fertility clinics. The authors point out 
that these are providers for whom male anatomy 
is not part of their training. They also found 
that the majority of these gynecologists per-

formed sperm retrievals under IV sedation.
They write that this practice may be driven by 

finances or patient convenience. However, it is 
an area that may need better oversight.

“Male infertility can be a harbinger of many 
other diseases,” said study investigator Nima 

Dave Levitan
UT Correspondent 

A course of treatment with prednisone may offer 
improvement in mean total motile count (TMC) 
in men who undergo vasectomy reversal and sub-
sequently have partial or complete anastomotic 
obstruction, according to a recent study.

“We wanted to get this study together as the 
use of prednisone after vasectomy reversal is not 
uncommon, but the data supporting its use is 
extremely limited,” G. Luke Machen, MD, told 
Urology Times. Working with Johnathan Doolittle, 
MD, and Jay Sandlow, MD, Dr. Machen presented 
results from a retrospective study at the 2019 AUA 
annual meeting in Chicago.

Partial or complete anastomotic obstruction 
following vasectomy reversal can cause impaired 
semen parameters, and the authors hypothesized 
that corticosteroids may be able to reverse early 
scarring and inflammation involved in the obstruc-
tion. They conducted a retrospective review of 
patients treated between 2008 and 2018; of 368 total 
vasectomy reversals, they included 89 patients who 
had received prednisone. The regimen consisted of 
2 weeks of prednisone, 20 mg daily, followed by 2 
weeks of 10 mg daily.

Of the 89 patients, 46 patients underwent a 
vasovasostomy (VV), 22 underwent a vasoepidid-
ymostomy (VE), and 21 underwent a VV/VE. The 
mean obstructive interval in the full cohort was 
7.8 years, and prednisone was started an average of 
5.54 months after the vasectomy reversal operation.

Significant improvement in mean TMC
The prednisone treatment was associated with a 
significant improvement in mean TMC. In the full 

cohort, the mean TMC before prednisone treat-
ment was 3.7 million, compared with 14.2 mil-
lion after the therapy, for a change of 10.5 million 
(p=.0002).

Among the 46 patients who underwent a VV, the 
mean TMC rose from 6.5 million before predni-
sone to 19.9 million following the therapy, for an 
increase of 13.4 million (p=.0012). Among those 
who underwent a VE procedure, the mean TMC 
rose from 0.2 million to 8.6 million, for an increase 
of 8.4 million (p=.2). In those who underwent a VV/
VE operation, the mean TMC increased from 1.2 
million before prednisone to 7.4 million afterward, 
for a rise of 6.2 million (p=.014).

There were 24 patients who were azoospermic 
at the time of prednisone initiation. Of those, 
33.3% saw an improvement in TMC. Among the 
65 patients who were not azoospermic, 76.9% saw 
an improvement in TMC (p=.0003).

“While not necessarily surprising, I think it’s 
notable that eight of 24 patients who were azoosper-
mic at the time of initiating prednisone regained 
sperm in their ejaculate,” said Dr. Machen, who 

was a reproductive urology and andrology fellow 
at the Medical College of Wisconsin, Milwaukee 
at the time of the study.

“This is an especially challenging 
patient cohort, and if prednisone 
leads to the return of sperm to the 
ejaculate, it could save the patient 
from another operation,” added Dr. 
Machen, who is currently a urolo-
gist in group practice in Austin, TX.

The authors noted that it is possible the improve-
ment in semen parameters would have occurred 
even without the prednisone treatment.

“Based on our results, it seems reasonable to con-
sider a course of prednisone in select patients with 
suspected partial or complete anastomotic obstruc-
tion. However, I would not go so far as to say pred-
nisone should be routinely used postoperatively 
after vasectomy reversal. More well-designed trials 
are necessary to conclusively determine if the semen 
parameter improvements seen were the result of 
the prednisone or simply the result of more time 
postoperatively,” Dr. Machen said.UT

One-tenth of sperm retrievals performed 
by gynecologists

Prednisone may improve total motile 
count post-vasectomy reversal

Majority of gynecologist-performed retrievals performed under IV sedation

‘Reasonable’ to consider treatment in men with partial or complete obstruction

CLINICAL UPDATESInfertility /

DR. MACHEN

See SPERM RETRIEVALS page 47

TABLE EFFECT OF PREDNISONE ON MEAN TOTAL MOTILE COUNT

Mean TMC count pre-pred-
nisone treatment (million)

Mean TMC count post-pred-
nisone treatment (million) p value

Full cohort 3.7 14.2 .0002

Patients undergoing vasovasostomy 6.5 19.9 .0012

Patients undergoing 
vasoepididymostomy 0.2 8.6 .2

Patients undergoing vasovasostomy/
vasoepididymostomy 1.2 7.4 .014

Source: G. Luke Machen, MD
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Nassiri, MD, resident at the Institute of Urolo-
gy, Keck USC School of Medicine, Los Angeles, 
who worked on the study with Mary Samplaski, 
MD, and colleagues.

For the study, private-practice fertility clinics 
were phoned and queried regarding their sperm 
retrieval practice patterns. At least two commu-
nity clinics were contacted in each state and no 
academic centers were included. In states with 
multiple large cities, several clinics in different 
cities were contacted. The authors examined the 
type of physician performing sperm retrievals, 
the type of anesthesia used, and total costs.

A total of 225 infertility clinics were contact-
ed and 90.2% of clinics (203/225) responded to 
the queries. The authors found that an on-staff 
urologist was not present at any clinic that was 
queried. An on-staff gynecologist performed 
surgical sperm retrieval at 9.4% of the clinics (19 
out of 203). A urologist who was “partnered” with 
the infertility clinic performed the procedure at 
the clinic as needed at 11.8% of the clinics (24 
out of 203).

The study showed that 18.7% of the clinics 
(38 out of 203) did not offer surgical sperm 
retrieval. However, they had a referral pattern 
established with a local urologist, who did the 
sperm retrieval off site and had the sample 
transported to the clinic.

When the authors looked at those clinics 
where gynecologists performed surgical sperm 
retrieval, they found that anesthesia use varied 
widely, with 1.52.6% routinely using IV anes-
thesia, 2.10.5% offering local or IV anesthesia, 
3.5.3% using local anesthesia alone, and 4.31.6% 
not knowing about anesthesia use.

Most use general anesthesia
“Most of the gynecologists are using general 
anesthesia, which increases costs and risks. We 
found 92% offered general anesthesia and 77% 
routinely used it. Generally, we do it under local 
anesthesia,” Dr. Nassiri told Urology Times.

The cities/states that reported to have gyne-

cologists perform sperm retrievals were in vir-
tually every geographic region in the U.S. They 
included: Northport, AL; Pasadena, CA; Parker, 
CO; Newark, DE; Miami and Pensacola, FL; 
Lexington, KY; Lafayette, LA; Henderson, NV; 
Albuquerque, NM; Charlotte and Winston-Sa-
lem, NC; Sylvania, OH; Tulsa, OK; Portland 
and Eugene, OR; Greenville, SC; Beaumont, 
TX; and Kirkland, WA.

Dr. Nassiri said surgical sperm retrieval has 
traditionally been performed by reproduc-
tive urologists. However, a growing number 
of reproductive gynecologists are performing 
these procedures and this may be occurring for a 
variety of reasons. The researchers contend that 

this trend needs to be more closely scrutinized, 
since they found that costs for a gynecologist to 
perform sperm retrieval ranged from $1,000 to 
$10,000.

“That a big difference. I think this is a great 
preliminary study. It gives us good insight into 
community practice patterns. There is a best 
practice statement from the AUA, but I don’t 
think it specifically says patients should go to 
a reproductive urologist. I think anyone who is 
evaluating male infertility should have a back-
ground in doing a full workup,” said Dr. Nassiri.

The findings were presented at the 2019 AUA 
annual meeting in Chicago and subsequently 
published in Urology (2019; 133:116-20).UT
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“Most of the gynecologists are 
using general anesthesia, which 
increases costs and risks. We 

found 92% offered 
general anesthesia 
and 77% routinely 
used it.”

NIMA NASSIRI, MD

SPERM RETRIEVALS
continued from page 46
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Tremendous advances have been made in 
the �eld of immunotherapy in the last decade, 
changing treatment paradigms across a 
number of cancer types. Today there are nearly 
4,000 immunotherapeutic drugs in the global 
development pipeline.1  Those of us who specialize 
in the treatment of cancer are excited about the 
pace of innovation. But the truth is that many of 
these novel agents will not be available for some 
time outside of clinical trials, and their e�ectiveness 
in solid tumors remains a clinical challenge.  

Urology is the fortunate exception. Immunotherapy 
has been available to us as a treatment option for 
advanced prostate cancer since 2010. That year, 
the FDA approved sipuleucel-T (PROVENGE®) 
for the treatment of asymptomatic or minimally 
symptomatic metastatic castration-resistant 
prostate cancer (mCRPC). This was a paradigm 
shift in how this patient population was managed, 
and would mark the beginning of a cascade of 
treatment options that extend life for these men. 

In many ways PROVENGE was before its time, 
in a period when few outside of immunology 
understood how immunotherapy worked. The 
product struggled to �nd its niche as a result. 
Nine years later we see the true potential as the 
large body of evidence clearly shows the bene�t 
of immunotherapy when incorporated into the 
standard mCRPC treatment regimen.  

Recently published results from the PROCEED 
registry (2011-2017) – the largest real-world study 
of immunotherapy – have shed new light on the 
potential of PROVENGE to extend survival in men 
with mCRPC when PSA levels are low.2  PSA levels at 
mCRPC diagnosis have declined steadily since the 
approval of PROVENGE in 2010 making these new 
�ndings particularly relevant to those of us who 
routinely see patients with early mCRPC. 

Nearly 4 Year Median OS in Men with Low PSA 
This PROCEED registry (NCT01306890) was a 
multicenter, open-label, observational registry 
conducted at urology and medical oncology clinics 
in private practice and academic sites. PROCEED 
enrolled nearly 2,000 men with mCRPC who 
received PROVENGE in everyday treatment settings 
between 2011 and 2014. Men in the registry 
were followed for a median of 46.6 months. Their 
median age was 72 years and their median baseline 
prostate-speci�c antigen (PSA) level was 15.0 ng/
mL, a sharp contrast to the median PSA of 50 ng/
mL observed in the Phase 3 pivotal IMPACT trial. 

Findings from PROCEED were recently published 
in Cancer, and showed that men with mCRPC who 
were treated with PROVENGE when their PSA 
levels were low lived a median of nearly four 
years in a real-world treatment setting. 

The analysis subdivided baseline PSA levels into 
quartiles to evaluate treatment e�ect patterns, and 
found that men with the lowest level PSA (≤5.27 ng/
mL; n=472) had median survival of 47.7 months3.

These real-world �ndings are impressive, validating 
how urologists have been treating mCRPC patients 
in the “modern era” of prostate cancer. In the 
past decade, our treatment armamentarium has 
changed significantly with the addition of five 
agents with life-extending bene�ts. However, with 
this “embarrassment of riches” has come many 
important questions about when to administer 
each of these therapies and which sequence 
provides the greatest positive impact on survival. 
The key is to be able to use one therapy and reserve 
the others for later use to help patients live better 
and longer. 

The PROCEED results also have provided useful 
information in that regard, showing that 44% of 
men in the lowest PSA quartile (≤5.27 ng/mL) did 
not receive another cancer treatment for at least 
a year. Of those patients, 95% were treated with 
sipuleucel-T as �rst-line therapy for mCRPC, as 
recommended by the National Comprehensive 
Cancer Network (NCCN).

For urologists who treat patients with advanced 
prostate cancer, it is essential to follow 
recommended treatment guidelines and critically 
evaluate the appropriate treatment pathway 
for each individual patient. The availability of 
practical, real-world data that supplements clinical 
trial �ndings makes that decision-making process 
easier, as is the case with the PROCEED registry 
�ndings, which are consistent with survival and 
safety outcomes observed in the IMPACT trial. 

Additionally, the PROCEED registry is consistent 
with results of a post hoc analysis published in 
Urology in 2013,4  demonstrating that treatment 
with sipuleucel-T when baseline PSA levels were 
lower was associated with longer OS. 

Among patients with a baseline PSA ≤22.1 ng/
mL, the median OS was 41.3 months (3.4 years) for 
those treated with sipuleucel-T vs. 28.3 months 
for those in the control arm – an improvement of 
13 months5. 

Taken together, these �ndings reinforce baseline 
PSA levels as a strong indicator of overall response 

with PROVENGE. It also underscores the importance 
of appropriately staging and monitoring patients 
who may bene�t from immunotherapy for signs 
of metastatic disease, whether it’s new symptoms, 
rising PSA levels while on ADT, or evidence of 
disease on bone scans or CT. 

A Promising Future with Improved Survival 
Urologists and others treating prostate cancer are 
living in a prostate cancer “revolution”. Five to seven 
years ago, it didn’t seem possible that men with 
mCRPC could live two years after their diagnosis, 
and now real-world data is showing us it may be 
as long as four years or longer if immunotherapy is 
used when PSA levels are lower and likely to o�er 
the most bene�t.

The future is bright in mCRPC – for patients and 
those of us that treat them. The introduction of 
PROVENGE in 2010 was certainly a game changer, 
but the game is certainly far from over. As we 
continue to collect real-world data and better 
understand outcomes in clinical practice, we can 
improve how we sequence currently available 
therapies to bene�t our patients. We also are just 
beginning to gain a deeper understanding of the 
role genetics play in prostate cancer and better 
predicting which patients will respond to treatment, 
allowing us to treat with even more precision in 
the future. 
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PRACTICING IN A PROSTATE CANCER “REVOLUTION”
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By Jason M. Hafron, M.D., Partner and Director of Research, Michigan Institute of Urology, P.C.; Associate Professor of Urology, William Beaumont School of Medicine, 
Oakland University; Director of Robotic Surgery, William Beaumont Hospital, Royal Oak, Mich.

About the PROCEED Registry

• Multicenter, open-label, observational 
registry conducted at urology and medical 
oncology clinics in private practice and 
academic sites* 

• Enrolled 1,976 men with mCRPC who 
received sipuleucel-T between 2011 and 
2014 in everyday treatment settings 

• Enrollees were followed for a median of 
46.6 months

• Median age of the men enrolled in 
PROCEED was 72 years 

• Median baseline prostate-speci�c antigen 
(PSA) was 15.0 ng/mL 

*PROCEED evaluated the expected safety and 
survival pro�le of PROVENGE® (sipuleucel-T) in 
a real-world treatment setting. PROCEED was a 
registry without a control group where all patients 
received PROVENGE, and patients may have 
received subsequent anti-cancer interventions 
per the local investigator’s standard of care.
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INDICATION
PROVENGE® (sipuleucel-T) is an autologous cellular immunotherapy 
indicated for the treatment of asymptomatic or minimally symptomatic 
metastatic castrate-resistant (hormone-refractory) prostate cancer.

IMPORTANT SAFETY INFORMATION
Acute Infusion Reactions: Acute infusion reactions (reported within 1 day 
of infusion) may occur and include nausea, vomiting, fatigue, fever, rigor or 
chills, respiratory events (dyspnea, hypoxia, and bronchospasm), syncope, 
hypotension, hypertension, and tachycardia.
Thromboembolic Events: Thromboembolic events, including deep 
venous thrombosis and pulmonary embolism, can occur following infusion 
of PROVENGE. The clinical signi�cance and causal relationship are uncertain. 
Most patients had multiple risk factors for these events. PROVENGE should be 
used with caution in patients with risk factors for thromboembolic events.
Vascular Disorders: Cerebrovascular events (hemorrhagic/ischemic strokes 
and transient ischemic attacks) and cardiovascular disorders (myocardial 
infarctions) have been reported following infusion of PROVENGE. The clinical 
signi�cance and causal relationship are uncertain. Most patients had multiple 
risk factors for these events.
Handling Precautions: PROVENGE is not tested for transmissible infectious 
diseases.
Concomitant Chemotherapy or Immunosuppressive Therapy: 
Chemotherapy or immunosuppressive agents (such as systemic 
corticosteroids) given concurrently with the leukapheresis procedure or 
PROVENGE has not been studied. Concurrent use of immune-suppressive 
agents may alter the e�cacy and/or safety of PROVENGE.
Adverse Reactions: The most common adverse reactions reported in 
clinical trials (≥ 15% of patients receiving PROVENGE) were chills, fatigue, 
fever, back pain, nausea, joint ache, and headache.
PROVENGE® (sipuleucel-T)
Suspension for Intravenous Infusion   Rx Only
BRIEF SUMMARY — See full Prescribing Information for complete 
product information
INDICATIONS AND USAGE: PROVENGE® (sipuleucel-T) is an autologous 
cellular immunotherapy indicated for the treatment of asymptomatic or 
minimally symptomatic metastatic castrate-resistant (hormone-refractory) 
prostate cancer.
DOSAGE AND ADMINISTRATION

• For autologous use only.
• For intravenous use only.
• The recommended course of therapy for PROVENGE is 3 complete 

doses, given at approximately 2-week intervals.
• Premedicate patients with oral acetaminophen and an antihistamine 

such as diphenhydramine.
• Before infusion, con�rm that the patient’s identity matches the patient 

identi�ers on the infusion bag.
• Do not initiate infusion of expired product.
• Infuse PROVENGE intravenously over a period of approximately 60 

minutes.
• Do not use a cell �lter.
• Interrupt or slow infusion as necessary for acute infusion reactions, 

depending on the severity of the reaction.
(See Dosage and Administration [2] of full Prescribing Information.)
CONTRAINDICATIONS: None.
WARNINGS AND PRECAUTIONS

• PROVENGE is intended solely for autologous use.
• Acute infusion reactions (reported within 1 day of infusion) may 

occur and include nausea, vomiting, fatigue, fever, rigor or chills, 
respiratory events (dyspnea, hypoxia, and bronchospasm), syncope, 
hypotension, hypertension, and tachycardia. In controlled clinical trials, 
71.2% of patients in the PROVENGE group developed an acute infusion 
reaction. The most common events (≥20%) were chills, fever, and 
fatigue. In 95.1% of patients reporting acute infusion reactions, the 
reactions were mild or moderate. Fevers and chills generally resolved 
within 2 days (71.9% and 89%, respectively).
In controlled clinical trials, severe (Grade 3) acute infusion reactions 
were reported in 3.5% of patients in the PROVENGE group. 
Reactions included chills, fever, fatigue, asthenia, dyspnea, hypoxia, 
bronchospasm, dizziness, headache, hypertension, muscle ache, 
nausea, and vomiting. The incidence of severe events was greater 
following the second infusion (2.1% vs 0.8% following the �rst 
infusion), and decreased to 1.3% following the third infusion. Some 
(1.2%) patients in the PROVENGE group were hospitalized within 
1 day of infusion for management of acute infusion reactions. No 
Grade 4 or 5 acute infusion reactions were reported in patients in the 
PROVENGE group.
Closely monitor patients with cardiac or pulmonary conditions. In the 
event of an acute infusion reaction, decrease the infusion rate or stop 
the infusion, depending on the severity of the reaction. Administer 
appropriate medical treatment as needed.

• Thromboembolic Events. Thromboembolic events, including 
deep vein thrombosis and pulmonary embolism, can occur 
following infusion of PROVENGE. The clinical signi�cance and causal 
relationship are uncertain. Most patients had multiple risk factors for 
thromboembolic events. PROVENGE should be used with caution in 
patients with risk factors for thromboembolic events.

• Vascular Disorders
• Cerebrovascular disease. In controlled clinical 

trials, cerebrovascular events (hemorrhagic and 
ischemic strokes) were observed in 3.5% of 
patients in the PROVENGE group compared with 
2.6% of patients in the control group.  In the 
postmarketing setting, cerebrovascular events, 
including transient ischemic attacks, have been 
observed following infusion of Provenge. The 
clinical signi�cance and causal relationship 
are uncertain. Most patients had multiple risk 
factors for these events.

• Cardiovascular disorders. In controlled clinical 
trials, myocardial infarctions were observed 
in 0.8% of patients in the PROVENGE group 
compared with 0.3% of patients in the control 
group. In the postmarketing setting, myocardial 
infarctions have been observed following 
infusion of Provenge.  The clinical signi�cance 
and causal relationship are uncertain.  Most 
patients had multiple risk factors for these 
events.

• Handling Precautions for Control of Infectious 
Disease. PROVENGE is not tested for transmissible 
infectious diseases. Therefore, patient leukapheresis 
material and PROVENGE may carry the risk of transmitting 
infectious diseases to health care professionals handling 
the product. Universal precautions should be followed.

• Concomitant Chemotherapy or 
Immunosuppressive Therapy. Use of either 
chemotherapy or immunosuppressive agents (such 
as systemic corticosteroids) given concurrently with 
the leukapheresis procedure or PROVENGE has not 
been studied. PROVENGE is designed to stimulate 
the immune system, and concurrent use of immune-
suppressive agents may alter the e�cacy and/or safety 
of PROVENGE. Therefore, evaluate patients carefully to 
determine whether it is medically appropriate to reduce 
or discontinue immunosuppressive agents prior to 
treatment with PROVENGE.

• Product Safety Testing. PROVENGE is released for 
infusion based on the microbial and sterility results from 
several tests: microbial contamination determination 
by Gram stain, endotoxin content, and in-process 
sterility with a 2 day incubation to determine absence 
of microbial growth. The �nal (7-day incubation) sterility 
test results are not available at the time of infusion. 
If the sterility results become positive for microbial 
contamination after PROVENGE has been approved for 
infusion, Dendreon will notify the treating physician. 
Dendreon will attempt to identify the microorganism, 
perform antibiotic sensitivity testing on recovered 
microorganisms, and communicate the results to the 
treating physician. Dendreon may request additional 
information from the physician in order to determine the 
source of contamination.

(See Warnings and Precautions [5] of full Prescribing Information.)
ADVERSE REACTIONS
The most common adverse reactions reported in clinical trials 
(≥ 15% of patients receiving PROVENGE) were chills, fatigue, fever, back 
pain, nausea, joint ache, and headache. 
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 re�ect the 
rates observed in practice. 
The safety evaluation of PROVENGE is based on 601 prostate cancer patients 
in the PROVENGE group who underwent at least 1 leukapheresis procedure 
in four randomized, controlled clinical trials. The control group (n=303) 
received non-activated autologous peripheral blood mononuclear cells. 
Patients received 3 infusions of PROVENGE or control every other week over 
a period of 4 weeks.
Almost all (98.3%) patients in the PROVENGE group and 96% in the control 
group reported an adverse event. In 67.4% of patients in the PROVENGE 
group, these adverse events were mild or moderate in severity. Severe (Grade 
3) and life-threatening (Grade 4) adverse events were reported in 23.6% and 
4% of patients in the PROVENGE group compared with 25.1% and 3.3% of 
patients in the control group. Fatal (Grade 5) adverse events were reported in 
3.3% of patients in the PROVENGE group compared with 3.6% of patients 
in the control group. The most common (≥2%) Grade 3-5 adverse events 
reported in the PROVENGE group were back pain and chills.
Serious adverse events were reported in 24% of patients in the PROVENGE 
group and 25.1% of patients in the control group. Serious adverse events 
in the PROVENGE group included acute infusion reactions (see Warnings 
and Precautions), cerebrovascular events (see Warnings and Precautions), 
and single case reports of eosinophilia, rhabdomyolysis, myasthenia gravis, 
myositis, and tumor �are.
PROVENGE was discontinued in 1.5% of patients in Study 1 (PROVENGE group 
n=341; Control group n=171) due to adverse events. Some patients who 
required central venous catheters for treatment with PROVENGE developed 
infections, including sepsis. A small number of these patients discontinued 
treatment as a result. Monitoring for infectious sequelae in patients with 
central venous catheters is recommended.

Each dose of PROVENGE requires a standard leukapheresis procedure 
approximately 3 days prior to the infusion. Adverse events that were reported 
≤1 day following a leukapheresis procedure in ≥5% of patients in controlled 
clinical trials included citrate toxicity (14.2%), oral paresthesia (12.6%), 
paresthesia (11.4%), and fatigue (8.3%).
Table 1 provides the frequency and severity of adverse events reported in 
≥5% of patients in the PROVENGE group of randomized, controlled trials 
of men with prostate cancer. The population included 485 patients with 
metastatic castrate-resistant prostate cancer and 116 patients with non-
metastatic androgen-dependent prostate cancer who were scheduled to 
receive 3 infusions of PROVENGE at approximately 2-week intervals. The 
population was age 40 to 91 years (median 70 years), and 90.6% of patients 
were Caucasian.
Postmarketing Experience
The following adverse reactions have been identi�ed during post-approval 
use of PROVENGE.  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.  

• Nervous system disorders:  syncope, transient ischemic attack, 
strokes (see Warnings and Precautions)

• Vascular disorders:  hypotension (see Warnings and Precautions)
• Cardiovascular disorders:  myocardial infarction (see Warnings and 

Precautions)
• Thromboembolic disorders: deep venous thrombosis and 

pulmonary embolism (see Warnings and Precautions)
(See Adverse Reactions [6] of full Prescribing Information.)
To report SUSPECTED ADVERSE REACTIONS, contact Dendreon 
Pharmaceuticals LLC at 1-877-336-3736 or FDA at 1-800-FDA-1088 
or www.fda.gov/medwatch.
Dendreon Pharmaceuticals LLC
Seal Beach, CA 90740

Table 1 Incidence of Adverse Events Occurring in ≥5% of Patients
Randomized to PROVENGE

PROVENGE (N = 601) Control* (N = 303)

All Grades
n (%)

Grade 3-5
n (%)

All Grades
n (%)

Grade 3-5
n (%)

Any Adverse Event
Chills

Fatigue
Fever

Back pain
Nausea

Joint ache
Headache

Citrate toxicity
Paresthesia
Vomiting
Anemia

Constipation
Pain

Paresthesia oral
Pain in extremity

Dizziness
Muscle ache

Asthenia
Diarrhea

In�uenza-like illness
Musculoskeletal pain

Dyspnea
Edema peripheral

Hot �ush
Hematuria

Muscle spasms
Hypertension

Anorexia
Bone pain

Upper respiratory tract infection
Insomnia

Musculoskeletal chest pain
Cough

Neck pain
Weight decreased

Urinary tract infection
Rash

Sweating
Tremor

591 (98.3)
319 (53.1)
247 (41.1)
188 (31.3)
178 (29.6)
129 (21.5)
118 (19.6)
109 (18.1)
89 (14.8)
85 (14.1)
80 (13.3)
75 (12.5)
74 (12.3)
74 (12.3)
74 (12.3)
73 (12.1)
71 (11.8)
71 (11.8)
65 (10.8)
60 (10.0)
58 (9.7)
54 (9.0)
52 (8.7)
50 (8.3)
49 (8.2)
46 (7.7)
46 (7.7)
45 (7.5)
39 (6.5)
38 (6.3)
38 (6.3)
37 (6.2)
36 (6.0)
35 (5.8)
34 (5.7)
34 (5.7)
33 (5.5)
31 (5.2)
30 (5.0)
30 (5.0)

186 (30.9)
13 (2.2)
6 (1.0)
6 (1.0)

18 (3.0)
3 (0.5)

11 (1.8)
4 (0.7)
0 (0.0)
1 (0.2)
2 (0.3)

11 (1.8)
1 (0.2)
7 (1.2)
0 (0.0)
5 (0.8)
2 (0.3)
3 (0.5)
6 (1.0)
1 (0.2)
0 (0.0)
3 (0.5)

11 (1.8)
1 (0.2)
2 (0.3)
6 (1.0)
2 (0.3)
3 (0.5)
1 (0.2)
4 (0.7)
0 (0.0)
0 (0.0)
2 (0.3)
0 (0.0)
3 (0.5)
2 (0.3)
1 (0.2)
0 (0.0)
1 (0.2)
0 (0.0)

291 (96.0)
33 (10.9)

105 (34.7)
29 (9.6)

87 (28.7)
45 (14.9)
62 (20.5)
20 (6.6)

43 (14.2)
43 (14.2)
23 (7.6)

34 (11.2)
40 (13.2)
20 (6.6)

43 (14.2)
40 (13.2)
34 (11.2)
17 (5.6)
20 (6.6)

34 (11.2)
11 (3.6)

31 (10.2)
14 (4.6)

31 (10.2)
29 (9.6)
18 (5.9)
17 (5.6)
14 (4.6)

33 (10.9)
22 (7.3)
18 (5.9)
22 (7.3)
23 (7.6)
17 (5.6)
14 (4.6)
24 (7.9)
18 (5.9)
10 (3.3)
3 (1.0)
9 (3.0)

97 (32.0)
0 (0.0)
4 (1.3)
3 (1.0)
9 (3.0)
0 (0.0)
5 (1.7)
0 (0.0)
0 (0.0)
0 (0.0)
0 (0.0)
7 (2.3)
3 (1.0)
3 (1.0)
0 (0.0)
1 (0.3)
0 (0.0)
0 (0.0)
2 (0.7)
3 (1.0)
0 (0.0)
3 (1.0)
3 (1.0)
1 (0.3)
1 (0.3)
3 (1.0)
0 (0.0)
0 (0.0)
3 (1.0)
3 (1.0)
0 (0.0)
1 (0.3)
2 (0.7)
0 (0.0)
2 (0.7)
1 (0.3)
2 (0.7)
0 (0.0)
0 (0.0)
0 (0.0)

*Control group received non-activated autologous peripheral blood mononuclear cells.
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Q: I have a coding question regarding 
the proper definition of stone location for 
a ureteroscopy procedure. I had a case in 
which a proximal ureteral stone became 
dislodged from the ureter during URS 
and flew back into the kidney during the 
procedure. Therefore, although the stone 
was actually a “ureteral” stone, all of the 
actual laser lithotripsy was performed 
in the renal pelvis. In addition, there 
was a known second adherent stone 
in the kidney that required extraction 
with a basket. A stent was left in the 
ureter following the lithotripsy. My 
understanding is that the stone that was 
in the ureter immediately prior to surgery 
should be classified as a ureteral stone, 
regardless of where the actual lithotripsy 
was performed. Therefore, my argument 
is that this should be coded as a 52356 
(ureter), and also 52353-XS (kidney), 
based on the pre-treatment diagnosis 
of ureteral and renal stone. Our coder 
is reluctant to do so because the actual 
lithotripsy was performed in the kidney. 
What are your thoughts? I can’t find any 
guidance for this scenario.
A: Over the years, we have seen many 
changes to coding for multiple stones. 
You ask a great question: Do we code the 
location of the stone by where it started 
or where it ended up? In this case, you 
seem to ask whether two codes can be 
used to describe the work performed 
for this patient. There is no clear guid-
ance about whether the correct coding 
is based on the reason for the procedure 
or where the stone was actually lasered.

As we see it, the indication to perform 
this procedure was that the stone was 
in the ureter. The fact that it was acci-
dentally knocked back into the kidney 
is inconsequential. Therefore, it appears 
that the surgeon is treating a ureteral 
stone and a renal stone. Diagnosis cod-
ing will matter and should match the 
operative note.

CPT 52356 (Cystourethroscopy, 
with ureteroscopy and/or pyeloscopy; 

with lithotripsy including insertion 
of indwelling ureteral stent [eg, Gib-
bons or double-J type]) includes the 
following parenthetical in the CPT 
code book: “(Do not report 52356 in 
conjunction with 52332, 52353 when 
performed together on the same side).” 
From a CPT perspective, due to this 
parenthetical, it makes no difference if 
you treat a stone in the ureter and stone 
in the kidney with lithotripsy because 
CPT 52356 is the only code that can be 
reported for the lithotripsies performed.

However, you have also noted that the 
there is a second kidney stone adher-
ent in the kidney requiring basket 
extraction. As this stone is in a separate 
structure than the ureteral stone and 
treated with a different modality, we 
would recommend reporting the ser-
vice as asked in the question with 52356 
and 52352-XS.

Q: Our urologists are incorporating Botox 
injections into urethral strictures after a 
direct vision internal urethrotomy (DVIU). 
How do you appropriately code for the 
Botox injection into the stricture? Unlisted 
53899 would seem to be the most appro-
priate as this is not an injection into the 
bladder.
A: Your question indicates that you are 
a seasoned urology coder. CPT 52276 
(Cystourethroscopy with direct vision 
internal urethrotomy) is an obvious 
choice for the DVIU.

It is likely you considered other codes 
from the same section for the injection 
of the botulinum toxin (Botox):

Code 52287 (Cystourethroscopy, 
with injection[s] for chemodener-
vation of the bladder). Although 
Botox is a chemodenervation agent, the 
code indicates that the injection site is 
the bladder and clearly not a urethral 
stricture. The code is not an accurate 
description of the service provided. 
Modifiers available are not appropriate 
for change in location noted by the CPT 
code.

CPT 52283 (Cystourethroscopy 
with steroid injection into struc-
ture). Although the code indicates it 
is for injection of a urethral stricture, 
the description is specific for steroid 
injection and not botulinum or a che-
modenervation agent. The code is not 
an accurate description of the service 
provided.  Neither adding Modifier 
–22 (Increased Procedural Service) nor 
Modifier –52 (Reduced Services) would 
allow the use of CPT code 52283 in this 
situation as the work provided for the 
botulinum injection is the same work 
as injecting a steroid: It would take the 
same amount of time, the approach and 
instrumentation would be the same, and 
the physician effort and stress would be 
the same.

No other codes in the CPT manual 
describe the injection of botulinum into 
urethral stricture. So in this case, an 
unlisted CPT code such as 53899 would 
need to be chosen for this portion of the 
procedure.

The request for reimbursement for 
the work performed should be equal to 
that of CPT 52283.

Q: I am confused about billing for post-
op voiding trial following transurethral 
resection of the prostate a week later in the 
office. Op note states the patient will return 
in a week for cath removal, and a week 
later he comes in and does a voiding trial. 

Stone moves to kidney during 
URS; how should I bill?
Original indication for procedure should be taken into account
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JONATHAN RUBENSTEIN, 
MD; MARK PAINTER

Dr. Rubenstein is 
compliance offi cer and 

medical director of coding 
and reimbursement, United 

Urology Group and Ches-
apeake Urology, Towson, 

MD. Mr. Painter is CEO of 
PRS Urology SC in Denver.

As we see it, the indication 
to perform this procedure 
was that the stone was in 
the ureter. The fact that it 
was accidentally knocked 
back into the kidney is 
inconsequential.
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Would this be considered part of the global period, 
or should it be billed with a –58 modifier? I can’t 
seem to find definitive guidance on this anywhere.
A: CPT 52601 (Transurethral electrosurgi-
cal resection of prostate, including control of 
postoperative bleeding, complete [vasectomy, 
meatotomy, cystourethroscopy, urethral cali-
bration and/or dilation, and internal urethrot-
omy are included]) is assigned a 90-day global 
by Medicare. A 90-day global procedure means 
that the work for the procedure and associated 
care has already been factored into the payment 
for the code, typically including 1 day preopera-
tive work, work on the day of the procedure, and 
the work that is typical for 90 days beginning 
the day after surgery.

Medicare has further defined work to include 
complications that do not require addition-
al trips to the operating room, (all) follow-up 
visits during the postoperative period of the 
surgery that are related to recovery from the 
surgery, post-surgical pain management by the 
surgeon, supplies (except for those identified as 
exclusions), and miscellaneous services such as 
dressing changes; local incision care; removal 
of cutaneous sutures and staples, lines, wires, 
tubes, drains, casts, and splints; and insertion, 
irrigation, and removal of urinary catheters.

Therefore, removal of the Foley catheter is 
specifically included. The insertion of a replace-
ment catheter, if the patient is unable to void, 
is also part of the global and not paid separate-

ly unless the insertion requires a return to the 
operating room (highly unlikely).

Q: One of our physicians performed a cystoscopy, 
ureteral catheter placement, retrograde pyelog-
raphy, and then instillation of bacillus Calmette–
Guérin into the renal pelvis. He is billing 52005 
(Cystourethroscopy, with ureteral catheterization, 
with or without irrigation, instillation, or uretero-
pyelography, exclusive of radiologic service). How 
would we bill/code for the BCG instillation into the 
renal pelvis? CPT code 51720 (Bladder instillation 
of anticarcinogenic agent) is for the bladder.
A: CPT 52005 is the correct code to use for this 
procedure, and no other code can be used. There 
is no separate code for instillation of BCG in 
the renal pelvis. Rather, CPT 52005 accurately 

describes the procedure performed. Some are 
under the impression that CPT 52005 describes 
the performance of a retrograde pyelography or 
for placing a ureteral catheter without instilla-
tion of f luid; however, the code description 
clearly states that irrigation or instillation are 
part of the code. If the procedure is being per-
formed in the office setting, the BCG should be 
billed separately.UT
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A 90-day global procedure means 
that the work for the procedure 
and associated care has already 
been factored into the payment 
for the code, typically including 1 
day preoperative work, work on 
the day of the procedure, and the 
work that is typical for 90 days 
beginning the day after surgery.

Letters / We welcome letters to the editor.
Please send correspondence to urology_times@mmhgroup.com. 

MEDICINE REQUIRES SACRIFICE, 
BUT BRINGS GREAT REWARDS

EDITOR’S NOTE: The below letter is in response 
to a blog post from Henry Rosevear, MD, “Work-
life balance: You can do anything you want, but 
not everything,” bit.ly/rosevearworklifebalance.

To the editor:
Sounds like [Dr. Rosevear] and the panel gave 
good advice to young urologists. I think all phy-
sicians in clinical practice sacrifice on behalf of 
patient care. It starts with years of study at great 
financial cost. Then the sacrifices made at work 
once in practice, both clinical and administra-
tive. My kids don’t blink an eye when I tell them 
I have to leave to do a hospital consult.

I have been in private practice for 16 years 
and I will still lose sleep over a post-op patient 
having a complication, or a difficult case. As 
my senior partner who has 35+ years of expe-

rience told me (when I asked him when this 
type of worry and lost sleep would stop), “I still 
can’t sleep either when my patients are having 
a complication! I keep thinking about what I 
could have done differently and how I can fix 
the problem.”

So medicine is a huge sacrifice.
But I hope this was also emphasized... that 

there is nothing more rewarding than caring 
for your fellow man when they are suffering. 
In what other profession are you curing can-
cer, relieving excruciating stone pain, helping 
improve sexual and urinary quality of life all in 
a normal day’s work?

It is a great blessing to be able to do what we 
do. Take a quiet moment and think of all the 
patients we have helped. It really still is the best 
job in the world.

Garrett Matsunaga, MD / Torrance, CA

INSURANCE: TIME TO COVER 
EVERYONE

EDITOR’S NOTE: The below letter is in response 
to an installment of “Speak Out” titled “What’s your 
opinion of Medicare for all?” Nov. 2019, p. 44.

To the editor:
It’s time for insurance for all.

For the United CEO to get $14 million is 
absurd. Profit for health plans is basically health 
care monies not paid for health care.

Cover everyone.
Let United and Humana employees build 

bridges and pave roads.
Taxes may float up a bit, but the hidden tax of 

uninsured health care funding will end, and we 
can move to appropriate, efficient, and best-prac-
tice care.

The present system is not sustainable.

Arthur Matthews, Jr., MD / Gulfport, MS

Send coding and reimbursement questions to Jon-
athan Rubenstein, MD, and Mark Painter c/o Urolo-
gy Times, at urology_times@mmhgroup.com. 
Questions of general interest will be chosen for pub-
lication. The information in this column is designed to 
be authoritative, and every effort has been made to 
ensure its accuracy at the time it was written. Howev-
er, readers are encouraged to check with their individ-
ual carrier or private payers for updates and to confirm 
that this information conforms to their specific rules.

SEND US YOUR QUESTIONS 

MORE CODING COLUMNS ONLINE

Catch up on all of Urology Times’ “Coding and Reim-
bursement” and “Coding Q&A” columns online at 
www.urologytimes.com; recent installments include:

• Post-ESWL obstruction: How to code for new stent

• What are Category III codes, and how are they best 
used for billing?
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FINANCIAL TIPS

 ■ The IRS penalty for excess contribution to a Roth IRA is 6% each year 
the excess amount remains in the account.

 ■ One option for correcting an excess contribution to a Roth IRA is with-
drawing the contribution before filing your tax return.

 ■ If an excess contribution is not caught before filing taxes, the money can 
still be withdrawn and an amended tax return submitted up to 6 months 
after the initial tax filing due date (usually Oct. 15).

 ■ If an excess contribution was a one-time occurrence where your income 
exceeded the limits but the following year you will be eligible to contribute 
to a Roth, the excess contribution amount can be moved to the next year.

Q: I contributed to my Roth IRA during 
part of the year while finishing my 
fellowship. Then I began working as an 
attending and by year end had earned too 
much income to be eligible to contribute 
to a Roth IRA. How can I fix this?
A: The IRS considers this an excess 
contribution to your Roth IRA. For-
tunately, they recognize there are sev-
eral reasons why this could occur and 
provide ways to correct it. For example, 
you could have had a spike in income, 
you could have accidentally contribut-
ed directly to your Roth IRA instead 
of going through the backdoor IRA, 
or you just weren’t aware that the IRS 
sets income limits on contributing to a 
Roth IRA.

Depending on how quickly you dis-
cover the error and correct it, the IRS 
may not penalize you at all or give you 
time to fix the error. However, if the 
money stays in the account long term, 
the penalties can be severe.

As a reminder, your income plays a 
significant role in determining whether 
you can contribute to a Roth IRA. If 
you file your taxes as single, your abil-
ity to contribute to a Roth IRA in 2019 
was limited if you earned over $122,000 
and was eliminated if you earned over 
$137,000. For 2020, those amounts 
have been increased to $124,000 and 
$139,000.

If you were married filing jointly for 
2019, your ability to contribute was lim-
ited starting at $193,000 and eliminated 
at $203,000. Those amounts increased to 
$196,000 and $206,000 for 2020. If you 
are married and file separately, your abil-
ity to contribute is eliminated at $10,000 
of income.

If you earned more than these limits 
and still contributed to your Roth, you 
have made an excess contribution, and 
corrective actions must be taken. The 
IRS penalty for failing to remove an 

excess contribution can be substantial: 
6% each year the excess amount remains 
in the account. If you don’t catch the 
error for many years, the penalty can 
really add up.

These are your options for correcting 
an excess contribution:

Withdraw the excess contribution 
before filing your tax return. The IRS 
treats this as though the contribution 
never happened, and the 6% penalty 
will not apply. You must also remove 
any earnings on the investments during 
that time period. The earnings must be 
included in your income, and you will 
have to pay income taxes on them. If you 
are under age 59½, you will also need 
to pay a 10% early withdrawal penalty, 
but only on the investment earnings 
attributed to the excess contribution.

Withdraw the excess contribu-
tion before the Oct. 15 tax extension 
deadline. If you didn’t catch the error 

before you initially filed your taxes, 
you can still withdraw the money and 
submit an amended tax return up to 6 
months after your initial tax filing due 
date (usually Oct. 15). The same rules 
as above will apply and there is no addi-
tional penalty.

Apply the excess contribution to 
the subsequent year. If this was a one-
time occurrence where your income 
exceeded the limits but the following 
year you will be eligible to contrib-
ute to a Roth, you can have the excess 
contribution amount moved to the next 
year. You will still have to pay the 6% 
penalty for the current year, but at least 
you will avoid incurring future penal-
ties. If your income still won’t qualify 
the following year, this option is not 
available.

Withdraw the money at a later time. 
Some people do not catch their error for 
years. This can be an expensive mistake, 
but you will always have the option of 
taking the money out and correcting 
the error. However, remember that each 
year the money stays in the account, you 
will owe a 6% tax on the excess contribu-
tion amount. For example, if you made a 
$6,000 excess contribution and did not 
catch the error for 3 years, when you 
remove the money from the account, 
you will owe $1,080 in taxes ($6,000 x 
6% x 3 years).

An excess contribution into a Roth 
IRA can be a hassle, but it is correctable. 
The sooner you fix the error, the less 
painful and less expensive the process 
will be. If you discover you made an 
excess contribution into your Roth 
IRA, we highly recommend speaking 
with your financial adviser and CPA to 
assist you with making the necessary 
corrections.UT

I made an excess contribution
to my Roth IRA; how do I fix it?
Severe penalties possible if excess funds stay in account long term

The information in this column is designed to 
be authoritative. The publisher is not engaged 
in rendering legal, investment, or tax advice.

JEFF WITZ, CFP

Mr. Witz is education-
al program director at 

MEDIQUS Asset Advisors, 
Inc. in Chicago. He wel-

comes readers’ questions 
and can be reached at 

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

An excess contribution into a 
Roth IRA can be a hassle, but 
it is correctible. The sooner 
you fix the error, the less 
painful and less expensive the 
process will be.
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NEW INDICATION

For your patients with metastatic prostate cancer who 
will be starting ADT or have recently initiated ADT*

Start early with ERLEADA®

(Median overall survival was not 
estimable in either arm; HR=0.67; 

95% CI: 0.51, 0.89; P=0.0053)

Now approved for the treatment of 
patients with metastatic castration-
sensitive prostate cancer (mCSPC).

ERLEADA® + ADT reduced 

the risk of death 

by ǳǳ% vs placebo + ADT1

�$OO�SDWLHQWV�ZKR�HQUROOHG�LQ�WKH�7Ζ7$1�VWXG\�VWDUWHG�$'7�IRU�P&63&�
���PRQWKV�SULRU�WR�UDQGRPL]DWLRQ�

† Study Design:�7Ζ7$1�ZDV�D�SKDVH����PXOWLFHQWHU��UDQGRPL]HG��
GRXEOH�EOLQG��SODFHER�FRQWUROOHG�WULDO�RI�SDWLHQWV�ZLWK�P&63&��1 �������
3DWLHQWV�KDG�de novo�P&63&�RU�UHODSVHG�PHWDVWDWLF�GLVHDVH�DIWHU�LQLWLDO�
GLDJQRVLV�RI�ORFDOL]HG�GLVHDVH��$OO�SDWLHQWV�LQ�WKH�7Ζ7$1�WULDO�UHFHLYHG�D�
FRQFRPLWDQW�*Q5+�DQDORJ�RU�KDG�D�ELODWHUDO�RUFKLHFWRP\��3DWLHQWV�ZLWK�
YLVFHUDO��LH��OLYHU�RU�OXQJ��PHWDVWDVHV�DV�WKH�RQO\�VLWHV�RI�PHWDVWDVHV�
ZHUH�H[FOXGHG��3DWLHQWV�ZHUH�UDQGRPL]HG�����WR�UHFHLYH�(5/($'$®

����PJ�RUDOO\�RQFH�GDLO\���$'7�RU�SODFHER�RUDOO\�RQFH�GDLO\���$'7��
7KH�GXDO�SULPDU\�HQGSRLQWV�ZHUH�RYHUDOO�VXUYLYDO�DQG�UDGLRJUDSKLF�
SURJUHVVLRQ�IUHH�VXUYLYDO����References: 1.�(5/($'$®�>3UHVFULELQJ�ΖQIRUPDWLRQ@��+RUVKDP��3$��

-DQVVHQ�%LRWHFK��ΖQF� 2.�&KL�.1��$JDUZDO�1��%MDUWHOO�$��HW�DO��RQ�EHKDOI�
RI�7Ζ7$1�LQYHVWLJDWRUV��$SDOXWDPLGH�IRU�PHWDVWDWLF�FDVWUDWLRQ�VHQVLWLYH�
SURVWDWH�FDQFHU��N Engl J Med.�ΖQ�SUHVV�

GXULQJ�WUHDWPHQW��ΖW�LV�XQNQRZQ�ZKHWKHU�DQWL�HSLOHSWLF�
PHGLFDWLRQV�ZLOO�SUHYHQW�VHL]XUHV�ZLWK�(5/($'$®��$GYLVH�
SDWLHQWV�RI�WKH�ULVN�RI�GHYHORSLQJ�D�VHL]XUH�ZKLOH�UHFHLYLQJ�
(5/($'$®�DQG�RI�HQJDJLQJ�LQ�DQ\�DFWLYLW\�ZKHUH�VXGGHQ�ORVV�
RI�FRQVFLRXVQHVV�FRXOG�FDXVH�KDUP�WR�WKHPVHOYHV�RU�RWKHUV�

Embryo-Fetal Toxicity—7KH�VDIHW\�DQG�Hɝ��FDF\�RI�
(5/($'$®�KDYH�QRW�EHHQ�HVWDEOLVKHG�LQ�IHPDOHV��%DVHG�RQ�
LWV�PHFKDQLVP�RI�DFWLRQ��(5/($'$®�FDQ�FDXVH�IHWDO�KDUP�DQG�
ORVV�RI�SUHJQDQF\�ZKHQ�DGPLQLVWHUHG�WR�D�SUHJQDQW�IHPDOH��
$GYLVH�PDOHV�ZLWK�IHPDOH�SDUWQHUV�RI�UHSURGXFWLYH�SRWHQWLDO�
WR�XVH�H
�HFWLYH�FRQWUDFHSWLRQ�GXULQJ�WUHDWPHQW�DQG�IRU���
PRQWKV�DIWHU�WKH�ODVW�GRVH�RI�(5/($'$® >VHH�8VH�LQ�6SHFL��F�
Populations (8.1, 8.3)]�

ADVERSE REACTIONS 

Adverse Reactions—7KH�PRVW�FRPPRQ�DGYHUVH�UHDFWLRQV�
�	�����WKDW�RFFXUUHG�PRUH�IUHTXHQWO\�LQ�WKH�(5/($'$®�WUHDWHG�
SDWLHQWV��	���RYHU�SODFHER��IURP�WKH�UDQGRPL]HG�SODFHER�
FRQWUROOHG�FOLQLFDO�WULDOV��7Ζ7$1�DQG�63$57$1��ZHUH�IDWLJXH��
DUWKUDOJLD��UDVK��GHFUHDVHG�DSSHWLWH��IDOO��ZHLJKW�GHFUHDVHG��
K\SHUWHQVLRQ��KRW���XVK��GLDUUKHD��DQG�IUDFWXUH��
Laboratory Abnormalities—All Grades (Grade 3-4)
•  Hematology—ΖQ�WKH�7Ζ7$1�VWXG\��ZKLWH�EORRG�FHOO�
GHFUHDVHG�(5/($'$®�������������SODFHER�������������ΖQ�
WKH�63$57$1�VWXG\��DQHPLD�(5/($'$®�������������SODFHER�
������������OHXNRSHQLD�(5/($'$®�������������SODFHER�����
������O\PSKRSHQLD�(5/($'$®�����������SODFHER����������

•  Chemistry—ΖQ�WKH�7Ζ7$1�VWXG\��K\SHUWULJO\FHULGHPLD�
(5/($'$®�����������SODFHER�����������ΖQ�WKH�63$57$1�VWXG\��
K\SHUFKROHVWHUROHPLD�(5/($'$®�������������SODFHER�����
������K\SHUJO\FHPLD�(5/($'$®�����������SODFHER�����������
K\SHUWULJO\FHULGHPLD�(5/($'$®�����������SODFHER�������������
K\SHUNDOHPLD�(5/($'$®�����������SODFHER�����������

Rash—ΖQ���UDQGRPL]HG�VWXGLHV��UDVK�ZDV�PRVW�FRPPRQO\�
GHVFULEHG�DV�PDFXODU�RU�PDFXORSDSXODU��$GYHUVH�UHDFWLRQV�RI�
UDVK�ZHUH�����ZLWK�(5/($'$®�YV����ZLWK�SODFHER��*UDGH���
UDVKHV��GH��QHG�DV�FRYHULQJ�!����ERG\�VXUIDFH�DUHD�>%6$@��ZHUH�
UHSRUWHG�ZLWK�(5/($'$®�WUHDWPHQW������YV�SODFHER��������
7KH�RQVHW�RI�UDVK�RFFXUUHG�DW�D�PHGLDQ�RI����GD\V��5DVK�
UHVROYHG�LQ�����RI�SDWLHQWV�ZLWKLQ�D�PHGLDQ�RI����GD\V�
IURP�RQVHW�RI�UDVK��5DVK�ZDV�FRPPRQO\�PDQDJHG�ZLWK�RUDO�
DQWLKLVWDPLQHV��WRSLFDO�FRUWLFRVWHURLGV��DQG�����RI�SDWLHQWV�
UHFHLYHG�V\VWHPLF�FRUWLFRVWHURLGV��'RVH�UHGXFWLRQ�RU�GRVH�
LQWHUUXSWLRQ�RFFXUUHG�LQ�����DQG�����RI�SDWLHQWV��UHVSHFWLYHO\��
2I�WKH�SDWLHQWV�ZKR�KDG�GRVH�LQWHUUXSWLRQ������H[SHULHQFHG�
UHFXUUHQFH�RI�UDVK�XSRQ�UHLQWURGXFWLRQ�RI�(5/($'$®�

Hypothyroidism—ΖQ���UDQGRPL]HG�VWXGLHV��K\SRWK\URLGLVP�
ZDV�UHSRUWHG�IRU����RI�SDWLHQWV�WUHDWHG�ZLWK�(5/($'$® and 

���RI�SDWLHQWV�WUHDWHG�ZLWK�SODFHER�EDVHG�RQ�DVVHVVPHQWV�RI�
WK\URLG�VWLPXODWLQJ�KRUPRQH��76+��HYHU\���PRQWKV��(OHYDWHG�
76+�RFFXUUHG�LQ�����RI�SDWLHQWV�WUHDWHG�ZLWK�(5/($'$®�DQG����
RI�SDWLHQWV�WUHDWHG�ZLWK�SODFHER��7KH�PHGLDQ�RQVHW�ZDV�DW�WKH�
��UVW�VFKHGXOHG�DVVHVVPHQW��7KHUH�ZHUH�QR�*UDGH���RU���DGYHUVH�
UHDFWLRQV��7K\URLG�UHSODFHPHQW�WKHUDS\��ZKHQ�FOLQLFDOO\�LQGLFDWHG��
VKRXOG�EH�LQLWLDWHG�RU�GRVH�DGMXVWHG��

DRUG INTERACTIONS

(��HFW�RI�2WKHU�'UXJV�RQ�(5/($'$®—&R�DGPLQLVWUDWLRQ�
RI�D�VWURQJ�&<3�&��RU�&<3�$��LQKLELWRU�LV�SUHGLFWHG�WR�LQFUHDVH�
WKH�VWHDG\�VWDWH�H[SRVXUH�RI�WKH�DFWLYH�PRLHWLHV��1R�LQLWLDO�GRVH�
DGMXVWPHQW�LV�QHFHVVDU\��KRZHYHU��UHGXFH�WKH�(5/($'$® dose 

EDVHG�RQ�WROHUDELOLW\�[see Dosage and Administration (2.2)]�
(��HFW�RI�(5/($'$®�RQ�2WKHU�'UXJV—(5/($'$® is a 

VWURQJ�LQGXFHU�RI�&<3�$��DQG�&<3�&����DQG�D�ZHDN�LQGXFHU�
RI�&<3�&��LQ�KXPDQV��&RQFRPLWDQW�XVH�RI�(5/($'$®�ZLWK�
PHGLFDWLRQV�WKDW�DUH�SULPDULO\�PHWDEROL]HG�E\�&<3�$���&<3�&����
RU�&<3�&��FDQ�UHVXOW�LQ�ORZHU�H[SRVXUH�WR�WKHVH�PHGLFDWLRQV��
6XEVWLWXWLRQ�IRU�WKHVH�PHGLFDWLRQV�LV�UHFRPPHQGHG�ZKHQ�
SRVVLEOH�RU�HYDOXDWH�IRU�ORVV�RI�DFWLYLW\�LI�PHGLFDWLRQ�LV�FRQWLQXHG��
&RQFRPLWDQW�DGPLQLVWUDWLRQ�RI�(5/($'$®�ZLWK�PHGLFDWLRQV�WKDW�
DUH�VXEVWUDWHV�RI�8'3�JOXFXURQRV\O�WUDQVIHUDVH��8*7��FDQ�UHVXOW�
LQ�GHFUHDVHG�H[SRVXUH��8VH�FDXWLRQ�LI�VXEVWUDWHV�RI�8*7�PXVW�EH�
FR�DGPLQLVWHUHG�ZLWK�(5/($'$®�DQG�HYDOXDWH�IRU�ORVV�RI�DFWLYLW\�
3�JS��%&53��RU�2$73�%��6XEVWUDWHV—$SDOXWDPLGH�LV�D�
ZHDN�LQGXFHU�RI�3�JO\FRSURWHLQ��3�JS���EUHDVW�FDQFHU�UHVLVWDQFH�
SURWHLQ��%&53���DQG�RUJDQLF�DQLRQ�WUDQVSRUWLQJ�SRO\SHSWLGH�
�%���2$73�%���FOLQLFDOO\��&RQFRPLWDQW�XVH�RI�(5/($'$®�ZLWK�
PHGLFDWLRQV�WKDW�DUH�VXEVWUDWHV�RI�3�JS��%&53��RU�2$73�%��
FDQ�UHVXOW�LQ�ORZHU�H[SRVXUH�RI�WKHVH�PHGLFDWLRQV��8VH�
FDXWLRQ�LI�VXEVWUDWHV�RI�3�JS��%&53��RU�2$73�%��PXVW�EH�FR�
DGPLQLVWHUHG�ZLWK�(5/($'$®�DQG�HYDOXDWH�IRU�ORVV�RI�DFWLYLW\�LI�
PHGLFDWLRQ�LV�FRQWLQXHG�
Please see Brief Summary of full Prescribing 
Information for ERLEADA® on subsequent pages.

INDICATION 

(5/($'$®��DSDOXWDPLGH��LV�DQ�DQGURJHQ�UHFHSWRU�LQKLELWRU�
LQGLFDWHG�IRU�WKH�WUHDWPHQW�RI�SDWLHQWV�ZLWK��
ȏ�0HWDVWDWLF�FDVWUDWLRQ�VHQVLWLYH�SURVWDWH�FDQFHU��P&63&�
ȏ��1RQ�PHWDVWDWLF�FDVWUDWLRQ�UHVLVWDQW�SURVWDWH�FDQFHU��QP&53&��

IMPORTANT SAFETY INFORMATION 

WARNINGS AND PRECAUTIONS 

Ischemic Cardiovascular Events—ΖQ�D�UDQGRPL]HG�
VWXG\��63$57$1��RI�SDWLHQWV�ZLWK�QP&53&��LVFKHPLF�
FDUGLRYDVFXODU�HYHQWV�RFFXUUHG�LQ����RI�SDWLHQWV�WUHDWHG�
ZLWK�(5/($'$®�DQG����RI�SDWLHQWV�WUHDWHG�ZLWK�SODFHER��ΖQ�D�
UDQGRPL]HG�VWXG\��7Ζ7$1��LQ�SDWLHQWV�ZLWK�P&63&��LVFKHPLF�
FDUGLRYDVFXODU�HYHQWV�RFFXUUHG�LQ����RI�SDWLHQWV�WUHDWHG�ZLWK�
(5/($'$®�DQG����RI�SDWLHQWV�WUHDWHG�ZLWK�SODFHER��$FURVV�
WKH�63$57$1�DQG�7Ζ7$1�VWXGLHV����SDWLHQWV��������WUHDWHG�
ZLWK�(5/($'$®�DQG���SDWLHQWV��������WUHDWHG�ZLWK�SODFHER�
GLHG�IURP�DQ�LVFKHPLF�FDUGLRYDVFXODU�HYHQW��3DWLHQWV�ZLWK�
FXUUHQW�HYLGHQFH�RI�XQVWDEOH�DQJLQD��P\RFDUGLDO�LQIDUFWLRQ��
RU�FRQJHVWLYH�KHDUW�IDLOXUH�ZLWKLQ���PRQWKV�RI�UDQGRPL]DWLRQ�
ZHUH�H[FOXGHG�IURP�WKH�63$57$1�DQG�7Ζ7$1�VWXGLHV�
ΖVFKHPLF�FDUGLRYDVFXODU�HYHQWV��LQFOXGLQJ�HYHQWV�OHDGLQJ�
WR�GHDWK��RFFXUUHG�LQ�SDWLHQWV�UHFHLYLQJ�(5/($'$®��
0RQLWRU�IRU�VLJQV�DQG�V\PSWRPV�RI�LVFKHPLF�KHDUW�GLVHDVH��
2SWLPL]H�PDQDJHPHQW�RI�FDUGLRYDVFXODU�ULVN�IDFWRUV��VXFK�
DV�K\SHUWHQVLRQ��GLDEHWHV��RU�G\VOLSLGHPLD��&RQVLGHU�
GLVFRQWLQXDWLRQ�RI�(5/($'$®�IRU�*UDGH���DQG���HYHQWV�
Fractures—ΖQ�D�UDQGRPL]HG�VWXG\��63$57$1��RI�SDWLHQWV�
ZLWK�QP&53&��IUDFWXUHV�RFFXUUHG�LQ�����RI�SDWLHQWV�WUHDWHG�
ZLWK�(5/($'$®�DQG�LQ����RI�SDWLHQWV�WUHDWHG�ZLWK�SODFHER��ΖQ�
D�UDQGRPL]HG�VWXG\��7Ζ7$1��RI�SDWLHQWV�ZLWK�P&63&��IUDFWXUHV�
RFFXUUHG�LQ����RI�SDWLHQWV�WUHDWHG�ZLWK�(5/($'$® and in 

���RI�SDWLHQWV�WUHDWHG�ZLWK�SODFHER��(YDOXDWH�SDWLHQWV�IRU�
IUDFWXUH�ULVN��0RQLWRU�DQG�PDQDJH�SDWLHQWV�DW�ULVN�IRU�IUDFWXUHV�
DFFRUGLQJ�WR�HVWDEOLVKHG�WUHDWPHQW�JXLGHOLQHV�DQG�FRQVLGHU�XVH�
RI�ERQH�WDUJHWHG�DJHQWV��
Falls—ΖQ�D�UDQGRPL]HG�VWXG\��63$57$1���IDOOV�RFFXUUHG�LQ�
����RI�SDWLHQWV�WUHDWHG�ZLWK�(5/($'$®�FRPSDUHG�ZLWK����RI�
SDWLHQWV�WUHDWHG�ZLWK�SODFHER��)DOOV�ZHUH�QRW�DVVRFLDWHG�ZLWK�
ORVV�RI�FRQVFLRXVQHVV�RU�VHL]XUH��)DOOV�RFFXUUHG�LQ�SDWLHQWV�
UHFHLYLQJ�(5/($'$®�ZLWK�LQFUHDVHG�IUHTXHQF\�LQ�WKH�HOGHUO\��
(YDOXDWH�SDWLHQWV�IRU�IDOO�ULVN�
Seizure—ΖQ���UDQGRPL]HG�VWXGLHV��63$57$1�DQG�7Ζ7$1�����
SDWLHQWV��������WUHDWHG�ZLWK�(5/($'$®�DQG���SDWLHQW�WUHDWHG�
ZLWK�SODFHER��������H[SHULHQFHG�D�VHL]XUH��3HUPDQHQWO\�
GLVFRQWLQXH�(5/($'$®�LQ�SDWLHQWV�ZKR�GHYHORS�D�VHL]XUH�
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Brief Summary of Prescribing Information for ERLEADA® (apalutamide)
ERLEADA® (apalutamide) tablets, for oral use
See package insert for Full Prescribing Information

INDICATIONS AND USAGE
ERLEADA is indicated for the treatment of patients with 
• Metastatic castration-sensitive prostate cancer (mCSPC)
• Non-metastatic castration-resistant prostate cancer (nmCRPC)

CONTRAINDICATIONS
None.

WARNINGS AND PRECAUTIONS
Ischemic Cardiovascular Events
Ischemic cardiovascular events, including events leading to death, 
occurred in patients receiving ERLEADA. Monitor for signs and symptoms 
of ischemic heart disease. Optimize management of cardiovascular 
risk factors, such as hypertension, diabetes, or dyslipidemia. Consider 
discontinuation of ERLEADA for Grade 3 and 4 events.
In a randomized study (SPARTAN) of patients with nmCRPC, ischemic 
cardiovascular events occurred in 4% of patients treated with 
ERLEADA and 3% of patients treated with placebo. In a randomized 
study (TITAN) in patients with mCSPC, ischemic cardiovascular events 
occurred in 4% of patients treated with ERLEADA and 2% of patients 
treated with placebo. Across the SPARTAN and TITAN studies, 
6 patients (0.5%) treated with ERLEADA and 2 patients (0.2%) treated 
with placebo died from an ischemic cardiovascular event. Patients 
with current evidence of unstable angina, myocardial infarction, or 
congestive heart failure within six months of randomization were 
excluded from the SPARTAN and TITAN studies.
Fractures
Fractures occurred in patients receiving ERLEADA. Evaluate patients 
for fracture risk. Monitor and manage patients at risk for fractures 
according to established treatment guidelines and consider use of 
bone-targeted agents.
In a randomized study (SPARTAN) of patients with non-metastatic 
castration-resistant prostate cancer, fractures occurred in 12% of 
patients treated with ERLEADA and in 7% of patients treated with 
placebo. Grade 3-4 fractures occurred in 3% of patients treated with 
ERLEADA and in 1% of patients treated with placebo. The median 
time to onset of fracture was 314 days (range: 20 to 953 days) for 
patients treated with ERLEADA. Routine bone density assessment 
and treatment of osteoporosis with bone-targeted agents were not 
performed in the SPARTAN study.
In a randomized study (TITAN) of patients with metastatic castration-
sensitive prostate cancer, fractures occurred in 9% of patients treated  
with ERLEADA and in 6% of patients treated with placebo. Grade 3-4 
fractures were similar in both arms at 2%. The median time to onset 
of fracture was 56 days (range: 2 to 111 days) for patients treated with 
ERLEADA. Routine bone density assessment and treatment of osteoporosis 
with bone-targeted agents were not performed in the TITAN study.
Falls
Falls occurred in patients receiving ERLEADA with increased frequency in 
the elderly [See Use in Specific Populations]. Evaluate patients for fall risk.
In a randomized study (SPARTAN), falls occurred in 16% of patients 
treated with ERLEADA compared to 9% of patients treated with placebo. 
Falls were not associated with loss of consciousness or seizure.
Seizure
Seizure occurred in patients receiving ERLEADA. Permanently 
discontinue ERLEADA in patients who develop a seizure during 
treatment. It is unknown whether anti-epileptic medications will 
prevent seizures with ERLEADA. Advise patients of the risk of 
developing a seizure while receiving ERLEADA and of engaging in 
any activity where sudden loss of consciousness could cause harm 
to themselves or others.
In two randomized studies (SPARTAN and TITAN), five patients (0.4%) 
treated with ERLEADA and one patient treated with placebo (0.1%) 
experienced a seizure. Seizure occurred from 159 to 650 days after 
initiation of ERLEADA. Patients with a history of seizure, predisposing 
factors for seizure, or receiving drugs known to decrease the seizure 
threshold or to induce seizure were excluded. There is no clinical 
experience in re-administering ERLEADA to patients who experienced 
a seizure.
Embryo-Fetal Toxicity
The safety and efficacy of ERLEADA have not been established in 
females. Based on its mechanism of action, ERLEADA can cause fetal 
harm and loss of pregnancy when administered to a pregnant female 
[see Clinical Pharmacology (12.1) in full Prescribing Information]. Advise 
males with female partners of reproductive potential to use effective 
contraception during treatment and for 3 months after the last dose of 
ERLEADA [see Use in Specific Populations].

ADVERSE REACTIONS
The following are discussed in more detail in other sections of the labeling:
• Ischemic Cardiovascular Events [see Warnings and Precautions].
• Fractures [see Warnings and Precautions].
• Falls [see Warnings and Precautions].
• Seizure [see Warnings and Precautions].

Clinical Trial Experience
Because clinical trials are conducted under widely varying conditions, 
adverse reaction rates observed in the clinical trials of a drug cannot 
be directly compared to rates in the clinical trials of another drug and 
may not reflect the rates observed in practice.
The most common adverse reactions (≥  10%) that occurred more 
frequently in the ERLEADA-treated patients (≥  2% over placebo) 
from the randomized placebo-controlled clinical trials (TITAN and 
SPARTAN) were fatigue, arthralgia, rash, decreased appetite, fall, 
weight decreased, hypertension, hot flush, diarrhea, and fracture.

Metastatic Castration-sensitive Prostate Cancer (mCSPC)
TITAN, a randomized (1:1), double-blind, placebo-controlled, multi-center 
clinical study, enrolled patients who had mCSPC. In this study, patients 
received either ERLEADA at a dose of 240 mg daily or placebo. All patients 
in the TITAN study received a concomitant gonadotropin-releasing 
hormone (GnRH) analog or had prior bilateral orchiectomy. The median 
duration of exposure was 20 months (range: 0 to 34 months) in patients 
who received ERLEADA and 18  months (range: 0.1 to 34  months) in 
patients who received placebo.

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

Table 1: Adverse Reactions in TITAN (mCSPC)

System/Organ Class  
Adverse reaction

ERLEADA
N=524

Placebo
N=527

All Grades
%

Grade 3-4
%

All Grades
%

Grade 3-4
%

General disorders and  
administration site conditions

Fatigue1,3 26 3 25 2

Musculoskeletal and connective  
tissue disorders

Arthralgia3 17 0.4 15 0.9

Skin and subcutaneous  
tissue disorders

Rash2 28 6 9 0.6

Pruritus 11 <1 5 <1

Vascular disorders

Hot flush 23 0 16 0

Hypertension 18 8 16 9
1  Includes fatigue and asthenia
2  Includes rash, rash maculo-papular, rash generalized, urticaria, 

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

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

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

Table 2:  Laboratory Abnormalities Occurring in ≥ 15% of ERLEADA-
Treated Patients and at a Higher Incidence than Placebo 
(Between Arm Difference > 5% All Grades) in TITAN (mCSPC)

Laboratory Abnormality

ERLEADA
N=524

Placebo
N=527

All Grades
%

Grade 3-4
%

All Grades
%

Grade 3-4
%

Hematology

   White blood cell decreased 27 0.4 19 0.6

Chemistry

   Hypertriglyceridemia1 17 3 12 2
1 Does not reflect fasting values

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

Table 3: Adverse Reactions in SPARTAN (nmCRPC)

System/Organ Class  
Adverse reaction

ERLEADA
N=803

Placebo
N=398

All Grades
%

Grade 3-4
%

All Grades
%

Grade 3-4
%

General disorders and  
administration site conditions

Fatigue1,4 39 1 28 0.3

Musculoskeletal and  
connective tissue disorders

Arthralgia4 16 0 8 0

Skin and subcutaneous  
tissue disorders

Rash2 25 5 6 0.3

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

System/Organ Class  
Adverse reaction

ERLEADA
N=803

Placebo
N=398

All Grades
%

Grade 3-4
%

All Grades
%

Grade 3-4
%

Metabolism and nutrition disorders

Decreased appetite5 12 0.1 9 0

Peripheral edema6 11 0 9 0

Injury, poisoning and procedural  
complications

Fall4 16 2 9 0.8

Fracture3 12 3 7 0.8

Investigations

Weight decreased4 16 1 6 0.3

Vascular disorders

Hypertension 25 14 20 12

Hot flush 14 0 9 0

Gastrointestinal disorders

Diarrhea 20 1 15 0.5

Nausea 18 0 16 0

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

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

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

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

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

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

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

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

Laboratory Abnormality

ERLEADA
N=803

Placebo
N=398

All Grades
%

Grade 3-4
%

All Grades
%

Grade 3-4
%

Hematology

  Anemia 70 0.4 64 0.5

  Leukopenia 47 0.3 29 0

  Lymphopenia 41 2 21 2

Chemistry

  Hypercholesterolemia1 76 0.1 46 0

  Hyperglycemia1 70 2 59 1

  Hypertriglyceridemia1 67 2 49 0.8

  Hyperkalemia 32 2 22 0.5

1 Does not reflect fasting values

Rash
In the combined data of two randomized, placebo-controlled 
clinical studies, rash associated with ERLEADA was most commonly 
described as macular or maculo-papular. Adverse reactions of rash 
were reported for 26% of patients treated with ERLEADA versus 8% 
of patients treated with placebo. Grade 3 rashes (defined as covering 
>  30% body surface area [BSA]) were reported with ERLEADA 
treatment (6%) versus placebo (0.5%).
The onset of rash occurred at a median of 83  days of ERLEADA 
treatment. Rash resolved in 78% of patients within a median of 
78 days from onset of rash. Rash was commonly managed with oral 
antihistamines, topical corticosteroids, and 19% of patients received 
systemic corticosteroids. Dose reduction or dose interruption 
occurred in 14% and 28% of patients, respectively. Of the patients 
who had dose interruption, 59% experienced recurrence of rash upon 
reintroduction of ERLEADA. 
Hypothyroidism
In the combined data of two randomized, placebo-controlled clinical 
studies, hypothyroidism was reported for 8% of patients treated 
with ERLEADA and 2% of patients treated with placebo based on 
assessments of thyroid-stimulating hormone (TSH) every 4  months. 
Elevated TSH occurred in 25% of patients treated with ERLEADA 
and 7% of patients treated with placebo. The median onset was at 
the first scheduled assessment. There were no Grade 3 or 4 adverse 
reactions. Thyroid replacement therapy was initiated in 5% of patients 
treated with ERLEADA. Thyroid replacement therapy, when clinically 
indicated, should be initiated or dose-adjusted [see Drug Interactions].

DRUG INTERACTIONS
Effect of Other Drugs on ERLEADA
Strong CYP2C8 or CYP3A4 Inhibitors 
Co-administration of a strong CYP2C8 or CYP3A4 inhibitor is predicted 
to increase the steady-state exposure of the active moieties (sum of 
unbound apalutamide plus the potency-adjusted unbound N-desmethyl-
apalutamide). No initial dose adjustment is necessary however, reduce 

ERLEADA® (apalutamide) tablets ERLEADA® (apalutamide) tablets
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the ERLEADA dose based on tolerability [see Dosage and Administration (2.2) in full Prescribing Information]. 
Mild or moderate inhibitors of CYP2C8 or CYP3A4 are not expected to affect the exposure of apalutamide.
Effect of ERLEADA on Other Drugs
CYP3A4, CYP2C9, CYP2C19 and UGT Substrates
ERLEADA is a strong inducer of CYP3A4 and CYP2C19, and a weak inducer of CYP2C9 in humans. Concomitant 
use of ERLEADA with medications that are primarily metabolized by CYP3A4, CYP2C19, or CYP2C9 can result 
in lower exposure to these medications. Substitution for these medications is recommended when possible 
or evaluate for loss of activity if medication is continued. Concomitant administration of ERLEADA with 
medications that are substrates of UDP-glucuronosyl transferase (UGT) can result in decreased exposure. 
Use caution if substrates of UGT must be co-administered with ERLEADA and evaluate for loss of activity 
[see Clinical Pharmacology (12.3) in full Prescribing Information].
P-gp, BCRP or OATP1B1 Substrates
Apalutamide was shown to be a weak inducer of P-glycoprotein (P-gp), breast cancer resistance 
protein (BCRP), and organic anion transporting polypeptide 1B1 (OATP1B1) clinically. At steady-
state, apalutamide reduced the plasma exposure to fexofenadine (a P-gp substrate) and rosuvastatin 
(a BCRP/OATP1B1 substrate). Concomitant use of ERLEADA with medications that are substrates of 
P-gp, BCRP, or OATP1B1 can result in lower exposure of these medications. Use caution if substrates 
of P-gp, BCRP or OATP1B1 must be co-administered with ERLEADA and evaluate for loss of activity if 
medication is continued [see Clinical Pharmacology (12.3) in full Prescribing Information].

USE IN SPECIFIC POPULATIONS
Pregnancy
Risk Summary
The safety and efficacy of ERLEADA have not been established in females. Based on its mechanism of 
action, ERLEADA can cause fetal harm and loss of pregnancy [see Clinical Pharmacology (12.1) in full 
Prescribing Information]. There are no human data on the use of ERLEADA in pregnant women. ERLEADA 
is not indicated for use in females, so animal embryo-fetal developmental toxicology studies were not 
conducted with apalutamide.
Lactation
Risk Summary
The safety and efficacy of ERLEADA have not been established in females. There are no data on the 
presence of apalutamide or its metabolites in human milk, the effect on the breastfed child, or the 
effect on milk production.
Females and Males of Reproductive Potential
Contraception
Males
Based on the mechanism of action and findings in an animal reproduction study, advise male patients 
with female partners of reproductive potential to use effective contraception during treatment and for 
3 months after the last dose of ERLEADA. [see Use in Specific Populations].

Infertility
Males
Based on animal studies, ERLEADA may impair fertility in males of reproductive potential [see Nonclinical 
Toxicology (13.1) in full Prescribing Information].
Pediatric Use
Safety and effectiveness of ERLEADA in pediatric patients have not been established.
Geriatric Use
Of the 1327 patients who received ERLEADA in clinical studies, 19% of patients were less than 65 years, 
41% of patients were 65 years to 74 years, and 40% were 75 years and over.
No overall differences in effectiveness were observed between older and younger patients.
Of patients treated with ERLEADA (n=1073), Grade 3-4 adverse reactions occurred in 39% of patients 
younger than 65 years, 41% of patients 65-74 years, and 49% of patients 75 years or older. Falls in patients 
receiving ERLEADA with androgen deprivation therapy was elevated in the elderly, occurring in 8% of 
patients younger than 65 years, 10% of patients 65-74 years, and 19% of patients 75 years or older.

OVERDOSAGE
There is no known specific antidote for apalutamide overdose. In the event of an overdose, stop 
ERLEADA, undertake general supportive measures until clinical toxicity has been diminished or resolved.

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

Ischemic Cardiovascular Events
•  Inform patients that ERLEADA has been associated with ischemic cardiovascular events. Advise 

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

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

Warnings and Precautions].

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

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

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

they develop a rash [see Adverse Reactions].

Dosage and Administration
•  Inform patients receiving concomitant gonadotropin-releasing hormone (GnRH) analog therapy that 

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

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

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

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

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

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

for 3 months following the last dose of ERLEADA [see Use in Specific Populations].

Manufactured by: Manufactured for:
Janssen Ortho LLC Janssen Products, LP
Gurabo, PR 00778 Gurabo, PR 00778

© 2019 Janssen Pharmaceutical Companies
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According to the AUA 2018 report, “State 
of the Urology Workforce and Practice 
in the United States,” the median age 
of practicing urologists in the United 

States is 56 years (bit.ly/2018auacensus). Many urol-
ogists trained and have practiced for years in an 
era when there was little or no oversight of office-
based practice, especially for in-office surgical 
procedures. According to one source, surgery in 
the office setting was almost completely unregu-
lated in almost all 50 states less than 20 years ago 
(bit.ly/officesurgery).

That has changed. Today, most states have laws 
and/or rules governing the performance of proce-
dures and/or anesthesia in the office setting. Some 
of this regulatory activity may be the result of bad 
outcomes after liposuction and other cosmetic 
procedures performed in physician offices. Urol-
ogists are bringing more minimally invasive pro-
cedures into the office setting and even adopting 
new analgesic/anesthetic tools like nitrous oxide 
administration—activities that could trigger state 
regulations, depending on your location.

In this article, I will describe what you need to 
know in order to be sure you are compliant with 
your local rules and standards. (The following 
information does not constitute a legal opinion; for 
this, please consult with your health care attorney).

Variability seen among states
According to the Policy Surveillance Program, a 
useful dataset maintained by the LawAtlas Project 
and Temple University School of Law (bit.ly/offic-
esurgerylaws), 25 states have laws generally regu-
lating facilities that perform office-based surgery, 
18 have no law, one has a law pertinent to specific 
procedures, and seven states have no law but the 
state board of medicine has issued guidelines or 
policy in this area (table). The conduct that often 

triggers any regulation is frequently the level of 
anesthesia, which itself may be defined differently 
in different jurisdictions. In four states (AZ, DE, 
SC, TX), minimal sedation is all it takes to trigger 
regulations.

The types of procedures that trigger regulation 
are named in 22 states, and the most common trig-
ger is anything defined as office-based surgery/
procedure; other states specify liposuction and 
cosmetic procedures as triggers; Nevada, Texas, 
and Virginia regulations are independent of the 
type of procedure, and all the other states are silent 
on type. States vary in the requirements for licen-
sure and accreditation of facilities where office-
based surgery is performed. To illustrate how all 
of this could impact a urology practice, let’s take 
a look at three specific states: Florida, Texas, and 
Kentucky.

In Florida, office-based surgery is regulated in 
administrative code entitled, “Standard of care for 
office surgery” (bit.ly/flsurgerycode). Office sur-
gery is defined broadly as “any manual or operative 
procedure, including the use of lasers, performed 
upon the body of a living human being for the pur-
poses of preserving health, diagnosing or curing 
disease, repairing injury, correcting deformity or 
defects, prolonging life, relieving suffering” and 
specifically includes an endoscopic procedure with 
use of local or general anesthetic. In this author’s 
opinion, that would encompass vasectomy, cys-
toscopy, prostate biopsy, and most other urologic 
procedural services in the office.

Florida is one of the states where the level of 
anesthesia triggers the specific regulations. Most 
of the procedures in the example above would be 
considered Level 1 office surgery as they are per-
formed under local anesthesia or minimal sedation. 
The requirements for offices performing Level 
1 surgery in Florida include: Physician must be 
Advanced Cardiac Life Support certified, one assis-
tant must be Basic Life Support certified, and the 
office is required to have defined equipment and 
supplies available (oxygen, positive pressure venti-
lation device, four specific emergency drugs in five 
specified dosages). Further, the office is required to 
post signs and notify all patients that they conform 
to these standards. Levels 2 and 3 surgery require-
ments are different and more stringent.

In Texas, the regulations are triggered only by 
the level of anesthesia services, regardless of the 
type of procedure (bit.ly/txsurgerycode). Level 1 ser-
vices are defined as “Delivery of analgesics or anx-
iolytics by mouth, as prescribed for the patient on 
order of a physician, at a dose level low enough to 
allow the patient to remain ambulatory.” A vasec-
tomy performed upon a patient who took alprazol-
am (Xanax) would probably trigger requirements 
under this definition; those requirements include 
the presence of two personnel including the phy-
sician who must be Basic Life Support trained, 
oxygen, and bag mask valve. The intramuscular 
injection of meperidine (NSAIDs are excluded) 
for pain would fall under Level 3 services in Texas, 
which has more stringent personnel training and 
attendance requirements, the presence of a full 
crash cart with first-line advanced cardiac life sup-
port (ACLS) drugs, EKG monitor, adherence to 
ASA standards for post-anesthesia care, and more.

In Kentucky, there is no law or regulation 
regarding office-based surgery; instead, the Board 
of Medical Licensure has issued a “board opinion” 
(bit.ly/kyboardopinion) to assist licensees in deter-
mining standards of care in this area, which would 
presumably be invoked in malpractice allegations 
or board complaints/licensure actions. For exam-
ple, that opinion reads in part: “It is the acceptable 
and prevailing practice that the physician pursue 
continuing medical education in proper drug dos-
ages, management of toxicity or hypersensitivity 
to local anesthetic and other drugs. The physician 
should obtain and maintain ACLS certification.” 

ROBERT A. DOWLING, MD

How is office-based surgery 
regulated in your state?
Here’s how to make sure you are compliant with local rules and standards

Dr. Dowling is the president of Dowl-
ing Medical Director Services, a private 
health care consulting fi rm specializing in 
quality improvement, clinical informatics, 
and health care policy affecting specialty 

care. He is the former medical director of a large, metropolitan 
single-specialty urolgy group in Ft. Worth, TX. 
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Urologists using nitrous or 
considering its use may wish to 
consult their state dental board 
to understand any training, 
monitoring, or emergency 
equipment requirements that 
could form the basis of a relevant 
“standard of care” absent any 
regulation for physicians or their 
offices.
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The opinion specifies the emergency equipment 
and monitoring standards as well.

Nitrous oxide administration in urology offic-
es is growing in popularity, variably considered 
“analgesia” or “minimal sedation,” and typically 
not addressed in state laws or board rules for phy-
sicians. Urologists using nitrous or considering its 

use may wish to consult their state dental board to 
understand any training, monitoring, or emergen-
cy equipment requirements that could form the 
basis of a relevant “standard of care” absent any 
regulation for physicians or their offices.

Bottom line: The physician office is no longer a 
sanctuary from the oversight, regulation, or even 

accreditation that hospitals and surgery centers have 
long faced for surgical procedures—even minor 
ones. Rules differ significantly among states, and if 
you perform “office-based surgery,” you should be 
familiar with your state’s requirements. An easy 
online tool (bit.ly/officesurgerylaws) can help you find 
the pertinent information for your state.UT
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TABLE REGULATION OF OFFICE-BASED SURGERY BY STATE*

State Law Notes

Alabama Yes (Ala. Admin. Code r. 540-X-10-.06)

Alaska No The state medical board has issued guidelines, policy, or position statement for office-based surgery (OBS)

Arizona Yes (Ariz. Admin. Code Sec. R4-16-702)

Arkansas Yes (Ark. Code R. 060.00.1-35)

California Yes (Cal. Health & Safety Code Sec. 1248)

Colorado No The state medical board has issued guidelines, policy, or position statement for OBS generally 

Connecticut Yes (Conn Gen. Stat. Sec. 19a-493b(a))

Delaware Yes (Del. Code tit. 16 Sec. 122)

District of Columbia Yes (DC ST Sec. 44-501)

Florida Yes (Fla. Admin. Code Ann. r. 64B8-9.009(4))

Georgia No The state medical board has issued guidelines, policy, or position statement for OBS generally 

Illinois Yes (210 Ill. Comp. Stat. 5/3)

Indiana Yes (844 Ind. Admin. Code 5-5-20)

Kansas Yes (Kan. Admin. Regs. Sec. 100-25-3; Kan. Admin. Regs. 100-25-2)

Kentucky No The state medical board has issued guidelines, policy, or position statement for OBS generally 

Louisiana Yes (La. Admin. Code tit. 46, Sec. 7307)

Maryland No The state has a law regulating a specific surgery/procedure other than abortion

Massachusetts No The state medical board has issued guidelines, policy, or position statement for OBS generally

Mississippi Yes (30-17-2635 Miss. Code. Sec. 2.2)

Nevada Yes (Nev. Rev. Stat. Ann. Sec. 449.442)

New Jersey Yes (N.J. Admin. Code Sec. 13:35-4A.4)

New York Yes (N.Y. Public Health Law Sec.230-d)

North Carolina No The state medical board has issued guidelines, policy, or position statement for OBS generally

Ohio Yes (Ohio Admin. Code 4731-25-07)

Oklahoma No The state medical board has issued guidelines, policy, or position statement for OBS generally

Oregon Yes (Or. Admin. R. 847-017-0010; Or. Admin. R. 847-017-0035)

Pennsylvania Yes (28 Pa. Code Sec.551.31)

Rhode Island Yes (R.I. Gen. Laws Sec. 23-17-4; 31-4 R.I. Code R  3:2.0)

South Carolina Yes (S.C. Code Ann. Reg. 81-96)

Tennessee Yes (Tenn. Comp. R. & Regs. 0880-02-.21)

Texas Yes (22 Tex. Admin. Code Sec. 192.2)

Virginia Yes (18 Va. Admin. Code Sec. 85-20-360)

Washington Yes (Wash. Admin Code Sec. 246-919-601)

* Unlisted states do not have a law and/or rule governing the performance of procedures and/or anesthesia in the office setting
Source: Adapted from bit.ly/officesurgerylaws by Robert A. Dowling, MD

UT0320_056-057_Practice Matters.indd   57 3/12/20   8:47 AM



58 ∣ Urology Times ∣ MARCH 2020

he epartment of rology at Mayo linic in lorida seeks an office-based gen-
eral rologist for a full-time staff position to complement a thriving and e panding 
surgical practice. uccessful candidates must be proficient in office-based proce-
dures such as cystoscopy, vasectomy, and prostate biopsy. equires oard ligi-
bility or oard ertification ( ) in rology and eligible for lorida licensure.

The Department of Urology at Mayo Clinic Florida is ranked in the top 50 nationally 
by  ews and World eport. he rology residency program is a strong and 
e panding program ranked in the top 0 programs in the outheast nited tates 
by o imity.

Mayo linic in lorida is an integrated multi-specialty practice with over 400 physi-
cians covering all specialties.

ou are invited to partner with the nations best hospital ( . . ews  World 
eport 20 9-2020), ranked  in more specialties than any other care provider. 
racticing at Mayo linic provides a rewarding career that promotes e cellence in 

patient-centered care. ou can thrive in an environment that supports innovation 
and has a wealth of resources available to you  including an integrated M  and 
collaboration with top specialists  to give your patients the quality of care you 
want to achieve.

General 
Urologist
Full-time staff position

Interested? 
To apply online: jobs.mayoclinic.org   Keyword search: 5 00

Questions? Email: culbertson.nicole@mayo.edu

Central Ohio Urology Group is seeking BC/BE Urologists for physician 
partnership opportunities located in Columbus, OH. Physicians will enjoy 
state of the art equipment, multiple ancillary profit centers, 23 highly skilled 

and collegial physician partners, and group call options that provide work-life 
balance. With brand new medical suites, physicians can provide in-office 

procedures to patients and have direct access to both sub-specialty support 
and comprehensive cancer care. For fellowship trained physicians, there 

are opportunities to create a niche practice. Qualified candidates receive a 
robust benefits package, competitive salary, transition payment, student loan 

assistance and moving expenses.

JOIN ONE OF THE FASTEST GROWING GROUPS IN THE COUNTRY!

Columbus, Ohio is a fantastic place to raise a family and offers all the warmth 
and charm you can find only in the Midwest.

Site visits are being scheduled!  
Contact Audrey Barker,Vice President Physician Recruitment 

(740) 607-5924 (cell) | abarker@centralohiourology.com

HIRING
BC/BE UROLOGISTS

www.centralohiourology.com

FLORIDA OHIO

Marketplace
PRODUCTS, SERVICES AND CAREERS

MEDICAL EQUIPMENT

Watch how the GStirrups work at www.GStirrup.com

The Future of Patient Positioning

• Cushioned GStirrup® boots provide a safe and
comfortable place for patients to rest their feet and legs

• No tools required, installs in seconds
• Helpful for the elderly or paitents with neurological disorders
• Qualifies for the Disabled Access Tax Credit of almost 50%

Safely perform in-office procedures

To order contact your favorite distributor rep.
or order direct at 844-587-8719 or  

www.GStirrup.com 
$100 off with coupon Gstirrup2020

• Easily slide onto current footrests on almost any table

UT0320_058-059_Classifieds.indd   58 3/4/20   3:49 PM



MARCH 2020 Urology Times ∣ 59

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

The University of Vermont is an Equal Opportunity/Affirmative Action Employer. All qualified applicants will receive consideration for employment without regard to 
race, color, religion, sex, sexual orientation, gender identity, national origin, disability, protected veteran status, or any other category legally protected by federal or 

state law. The University encourages applications from all individuals who will contribute to the diversity and excellence of the institution.

Champlain Valley Physicians 
Hospital, Plattsburgh, NY 

The Division of Urology at the University of Vermont Larner College of 
Medicine in alliance with the University of Vermont Medical Center, 

is seeking Clinical Practice Physicians who are board eligible/
board certified Urologists to join the Urology service at our affiliate 
community medical center, Champlain Valley Physicians Hospital 
(CVPH) in Plattsburgh, New York.  CVPH is a progressive medical 

center with nine state-of-the-art OR’s and Ambulatory Surgery Center.  
This position offers the unique opportunity to work in a community 

setting while having an active affiliation with Vermont’s only Academic 
Medical Center; the only ACS verified Level 1 trauma center in the 

state providing tertiary care to patients from Vermont and Northern 
NY.  Serving the patients from Upstate New York for decades, the local 
urologic surgery practice recently joined the faculty at the University 

of Vermont and are now seeking additional colleagues to join the 
dynamic Urology faculty that span the network hospitals.  Specifically, 
the Division seeks applications from individuals seeking a community 

Urology employment opportunity with a collegial and collaborative 
setting with University support.  Plattsburgh is located on the shores 
of  Lake Champlain with easy access to the Adirondack Mountains, 

Olympic-Lake Placid region, Montreal and Burlington, VT.  

Applicants must be board certified or board eligible and eligible for 
medical licensure in the state of New York. This is a full-time, 12 month, 

salaried position. 

Interested individuals should apply online at  
https://www.uvmjobs.com/postings/31529   

(position number 00024781). Inquiries may be directed to  
Mark Plante, MD, FRCS(C), FACS, Chief of Urology  
via Kristin Allard at Kristin.Allard@uvmhealth.org 

Central Vermont  
Medical Center

The Division of Urology at the University of Vermont Larner College 
of Medicine in alliance with the University of Vermont Medical 
Center, is seeking a Clinical Practice Physician who is a board 

eligible/board certified Urologist to join the Urology service at our 
affiliate community medical center, Central Vermont Medical Center 

(CVMC).  This position offers the unique opportunity to work in a 
community setting while having an active affiliation with Vermont’s 

only Academic Medical Center; the only ACS verified Level 1 trauma 
center in the state providing tertiary care to patients from Vermont 
and Northern NY.  Duties will include general urologic patient care 
(adult and minor pediatric) with the opportunity to teach medical 

students and potentially urology residents.  Specifically, the Division 
seeks applications from individuals seeking a community Urology 
practice opportunity with a collegial and collaborative setting with 
University support.  The central Vermont region, 30 minutes from 

Burlington, Vermont, offers easy access to numerous outdoor 
activities with several ski areas just a short drive away.  

Applicants must be board certified or board eligible and eligible 
for medical licensure in the state of Vermont.  This is a full-time, 12 

month, salaried position.

Interested individuals should apply online at  
http://www.uvmjobs.com/postings/33676   

(position number 00023212). Inquiries may be directed to  
Mark Plante, MD, FRCS(C), FACS, Chief of Urology,  
via Kristin Allard at Kristin.Allard@uvmhealth.org
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How physicians behave after 
learning that they’re being 
sued for medical malprac-

tice can determine the outcome of the 
case, regardless of its legal and medical 
merits.

That’s why it’s important for physi-
cians to know how to act upon being 
served notice of a lawsuit. Urology Times 
sister brand Medical Economics spoke to 
malpractice defense attorneys and insur-
ers to determine the dos and don’ts to 
follow. The experts are: Ericka Adler, 
a malpractice defense attorney with 
Roetzel & Andress in Chicago; Richard 
Cahill, JD, vice president and associate 
general counsel, The Doctors Compa-
ny, a medical malpractice insurer; and 
Sam Rosenberg, a malpractice defense 
attorney with Rosenberg Jacobs Heller 
& Fleming, P.C. in Morris Plains, NJ.

The Dos
Notify your insurer as soon as you’re 
served. Not only does that get your 
insurer working on your behalf as soon 
as possible, it also means you’ll have legal 
representation faster, and that provides a 
protective shield for some conversations, 
says Adler. If doctors learn of a likely 
lawsuit before it’s filed, they should alert 
the insurer, she says.

Employed physicians should notify 
their employers immediately as well.

Learn about attorney-client priv-
ilege. This protects conversations 
between legal counsel and their cli-
ents from disclosure in lawsuits. How-
ever, it only applies once a client has 
retained or had counsel appointed, and 
only in conversations regarding the 
case. Defendants should talk about the 
case only when their attorney is pres-
ent and only with those people who 
are relevant to the case, says Rosen-
berg, who adds, “Everything you say 
can be used against you.”

Study your insurance policy. Phy-
sicians should review their malpractice 
policy to know exactly what is covered, 
the amount of coverage and what rights 
and responsibilities they have. Employed 
physicians should examine their con-

tracts to determine their own and their 
employer’s responsibilities. While many 
policies give the physician final say in 
whether a suit is settled, many employ-
ment contracts give the employer that 
discretion.

Ask questions. It’s natural upon 
being sued for physicians to have mul-
tiple questions for their attorneys. 
Physicians should ask their attorney 

about how long the process will take, 
the steps involved, and any other ques-
tions they have.

Talk to a mental health profession-
al, if necessary. Being sued for mal-
practice is a mental and emotional blow, 
and not being able to talk to friends and 
colleagues about it can place enormous 
stress on the physician.

“To have an adverse event is bad 
enough; when it results in a lawsuit 
that’s even worse,” Cahill said. Con-
versations with mental health profes-
sionals are, of course, privileged.

Be careful about treating the 
plaintiff. Rosenberg estimates that 
10% of defendants continue to treat 
the patients who are suing them. In 
those cases, they should treat them 
only for conditions unrelated to the 
lawsuit. Dropping the patient can be 
seen as an admission of guilt, he warns.

Follow through. Malpractice set-
tlements and adverse judgments are 
reported to the National Practitioner 
Data Bank (NPDB) and state medi-
cal boards. This information follows 
physicians throughout their careers. 
Adler says she tries, when negotiating 
employment contracts with hospitals, 
to give doctors the right of approval 
for the language in the NPDB report. 
Doctors can appeal notification word-
ing to the NPDB if they feel it’s unfair 
or inaccurate.

The Don’ts
Don’t panic. Being sued is common and 
the odds are in your favor. A study pub-
lished in the Archives of Internal Medicine 
found that about 55% of claims resulted 
in a lawsuit (2012; 172:892-4). Of those 
litigated claims, more than half were 
dismissed by the court. Of the rest, most 
were settled before a verdict; less than 
5% were decided by a trial verdict. And 
the verdict was in favor of the doctor 
80% of the time.

Don’t talk to anyone other than 
your attorney. This is one of the most 
difficult rules to follow, but also one 
of the most important, says Cahill. It’s 
natural to want to discuss the case with 
colleagues, friends, and others, but those 
conversations can come back to hurt the 
defense because they’re not privileged.

“Conversations with other provid-
ers, including employees, partners, 
colleagues, hospital administrators, 
and consultants, are generally subject 
to discovery and may create an adverse 
inference that the witnesses were some-
how colluding to get their story straight 
and thereby avoid liability,” Cahill said.

Don’t alter records. It’s tempting to 
go back and complete or correct the rel-
evant medical records, but doing so is a 
big mistake. Plaintiff attorneys will seize 
upon any alterations and make them 
look like a doctor’s attempt to conceal 
or destroy evidence, says Rosenberg.

Any change made to records should be 
dated, initialed and accompanied by an 
entry noting who made the change and 
why. Cahill recommends segregating 

What to do if you are sued 
for malpractice
Three malpractice attorneys weigh in with key dos and don’ts for physicians

“Conversations with 
other providers, including 
employees, partners, 
colleagues, hospital 
administrators, and 
consultants, are generally 
subject to discovery and 
may create an adverse 
inference that the witnesses 
were somehow colluding to 
get their story straight and 
thereby avoid liability.”

RICHARD CAHILL, JD

JAMES F. SWEENEY

Mr. Sweeney is a contributor 
to Urology Times sister brand 

Medical Economics, where this 
article was first published.
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the relevant original paper records and severely 
limiting access to them.

“Physicians with electronic health records 
should exercise similar care,” he said. “Changes 
to electronic entries should not be made with-
out a clear notation that it is an addendum or a 
late entry—those should be made only on rare 
occasion, should be objective and not self-serv-
ing and should never attempt to falsely contra-
dict prior entries.”

Don’t investigate. The natural impulse 
upon being sued is to go back and review the 
case, looking for errors, incomplete records, 
the involvement or liability of other providers, 
etc. This could involve talking to colleagues, 
staff, and others involved in the case, which can 
be seen as an effort to block the investigation 
or cover up wrongdoing.

Don’t talk to the plaintiff’s attorney. It’s 
not uncommon for a plaintiff’s attorney to call 
or email the office of the defendant doctor with 
a request for records or other information, says 
Rosenberg. Do not respond to such requests or 
talk to anyone on the plaintiff’s side, because the 
conversation can be used against you, he says. 
Let your attorney handle all records requests. 
And, of course, don’t offer a settlement.

Don’t use your personal attorney. Unless 
a doctor has been sued so often that his or her 
personal attorney is a malpractice specialist, it’s 
safer to be represented by an attorney appointed 
by the insurer or employer. They’re experts in 
malpractice law and are familiar with the tactics 
used by plaintiff’s attorneys.

“Using your own attorney is like going to 
a podiatrist to treat your heart disease,” said 
Rosenberg.

Don’t take a settlement personally. Most 
malpractice cases are settled out of court, often 
with no admission of wrongdoing. These settle-
ments usually are driven by the insurer’s deci-
sion that it’s easier and less expensive to settle 
than to go to trial, Adler says.

“For anyone to have to settle something when 
they’ve done nothing wrong is hard,” she said. 
“A lot of it is really about money. It’s a business 
decision and not about whether the doctor is 
good or bad.”UT

MALPRACTICE / Business

“For anyone to have to settle 
something when they’ve done 
nothing wrong is hard. A lot of 
it is really about money. It’s a 
business decision and not about 
whether the doctor is good or 
bad.”

ERICKA ADLER
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STUDY: MORE THAN ONE-THIRD OF MEDICAL STUDENTS EXPERIENCE 
MISTREATMENT BY FACULTY, PEERS, CLINICAL STAFF

By Keith A. Reynolds

More than one-third of medical students have reported experiencing at least one incident of mistreat-
ment by faculty, peers, or clinical staff, according to a new study in JAMA Internal Medicine (Feb. 24, 
2020 [Epub ahead of print]).

The study looked at 27,504 responses to the 2016 and 2017 Association of American Medical Colleges 
Graduation Questionnaire and found that 35.4% of respondents reported experiencing at least one form 
of mistreatment. The top form of mistreatment was public humiliation, with 21.1% of respondents 
reporting they experienced it.

The authors also found that female, Asian, underrepresented minority, multiracial, lesbian, gay, and bisexu-
al students all reported more incidents of mistreatment than their Caucasian, male, heterosexual peers.

Unsurprisingly, female students reported a greater amount of discrimination based on gender, while 
Asian, underrepresented minority, and multiracial students experience more based on their race or eth-
nicity than their Caucasian peers, and lesbian, gay, and bisexual students saw more discrimination 
based on sexual orientation, the study found.

The authors of the study write that the results can be indicative of the students being taught in a 
“non-inclusive learning environment,” and connected the research to prior studies that have found an 
association between mistreatment and discrimination with student reports of decreased physical and 
mental health, worsening grades, lower academic motivation, and persistence.

An editor’s note tied to the study says it stands as a reminder of the need to improve the learning climate 
in medical education (JAMA Internal Medicine (Feb. 24, 2020 [Epub ahead of print]). It suggests that 
action should be taken both institutionally and as individuals. It calls for attending physicians to act as 
“first responders” when microaggressions or offensive statements occur, supervisors should not mis-
take a student’s response to mistreatment as disinterest or lack of knowledge, and educators need to 
give useful and constructive feedback to underrepresented students while being mindful of implicit bias.
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Your Voice / Commentary from residents, non-physician providers, 
and other voices in the field

Fifteen minutes. 900 seconds. If 
you’re a bull rider, that is an eter-
nity. But for a physician meeting 
a patient for the first time, it’s 

the blink of an eye. Why? During that 
first visit with a patient, I need to establish 
a personal connection with the patient, 
figure out why they are in my office and 
what I can do about it, review any relevant 
imaging tests or labs, and—oh-by-the-
way—ask a bunch of medically irrelevant 
questions that I’m required to ask and 
document only for billing purposes.

And let’s not forget that I have to get all 
that information into the medical record 
so I can pay my staff.

Easy, right?
I’m not a huge fan of the TV show 

“House,” but I do love one particular 
scene where Dr. House encounters a 
young woman with poorly controlled 
asthma and learns that she is using her 
inhaler more akin to a perfume applier. 
(Check YouTube for “Dr. House asthma 
inhaler” if you haven’t seen this scene; it’s 
hilarious).

This is not a column about how best 
to communicate with your patient; those 
who know me would find communica-
tion tips coming from me comical at 
best. Rather, I wanted to point out the 
economic forces that are working to 
make the situation worse and discuss 
some potential changes in government 
regulations that may actually make the 
situation better.

First, the bad news. Let’s just accept 
that hospital administrators think of us 
as widgets. Administrators may claim to 
care about “quality” and “experience,” 
but when push comes to shove, one 
warm body is the same as another. Need 
an example? A hospital system near me is 
desperate to hire urologists. They have 
tried recruiting experienced urologists 
and failed, and now they are dangling lots 
of money at freshly minted urologists, 
hoping someone will be dumb enough 
to try to start a urology group. Good luck 
with that strategy, and I’m sorry for any 
patients who are hurt along the way.

In the end, until we as a community 
can agree on verifiable measures of qual-
ity and have these measures available 
publicly to patients who can then make 
informed decisions on their providers 
based on actual data and not on advertis-
ing, large hospitals will continue to look 
for the cheapest common denominator 
when it comes to physicians. But this sys-
tem is not sustainable. A survey by Mer-
ritt Hawkins showed that employed phy-
sicians worked more hours and saw fewer 
patients than physicians who own their 
own practice (bit.ly/merritthawkinssurvey). 
Why more hours on fewer patients? You 
could hypothesize that these hospital 
systems allow physicians to spend more 
time with patients, but the same survey 
shows the opposite; those who work for 
one of these larger systems spend more 
time doing administrative work and less 
time on patients.

And since pay is often related to pro-
ductivity, that sounds like a recipe for 
burnout. Work more, get paid less. Bril-
liant strategy. Further, a study by Dox-
imity shows that physician compensation 
has not increased over the last few years, 
although at least the pay gap between 
genders is decreasing (bit.ly/doximity-
compensationreport).

How about the good news? Believe it 
or not, the government may be moving 
toward helping us on two separate fronts. 

First, the Department of Health and 
Human Services is considering updating 
the Stark and anti-kickback laws. This 
is huge.

For those not familiar with it, the 
Stark law started as a prohibition against 
medical practices sharing laboratories. 
It later expanded to other “designated 
health services.” The argument was that 
allowing multiple practices to share a 
lab increases the financial incentive 
for unnecessary referrals for tests. The 
counterargument is that allowing a prac-
tice to have its own internal lab could 
create efficiencies and facilitate faster 
turnaround times.

But with professional revenue flatlin-
ing, many groups have started to consider 
mergers as a way around the Stark law, 
given the in-office ancillary exception. An 
update to the Stark law has the potential 
to allow groups to maintain their inde-
pendence while combining with other 
specialties to share the costs of expanding 
into various designated health services.

Additionally, CMS is on the verge of 
making some major changes to the med-
ical billing and coding system, which 
may give us more time to talk to patients 
by removing some of the current ridicu-
lous documentation requirements asso-
ciated with the current billing system. 
Simply put, these changes are designed 
to reduce the unnecessary documenta-
tion that we currently waste so much 
time doing.

Here’s an example: Let’s say it’s 0200 
and you meet a 40-year-old man in the 
ER with a 9-mm distal ureteral stone 
who is not infected and whose pain can-
not be controlled by the ER staff. Sounds 
like he needs ureteroscopy. When I’m 
talking to this patient, I ask if anyone 
in his family has ever had stones in the 
past. I want to know about any family 
history of stones.

Why? Is his answer in anyway going 
to change the procedure I’m about to do? 
No, of course not. I do it so that I can doc-
ument a family history because without a 
family history I can’t bill a level four visit. 
And there are numerous other examples 
of redundant or extraneous documen-
tation requirements that the proposed 
changes may eliminate.

Let’s hope that the new government 
changes allow those of us in the trenches 
of urology to spend more time with our 
patients so we can use our 15 minutes 
doing things that matter, like actually 
take care of our patients.UT

Admin burdens weigh down 
the patient visit
Legislative changes could help free up providers’ time

HENRY ROSEVEAR, MD

Dr. Rosevear, a urologist 
community practice in 

Colorado Springs, CO, is a 
blogger for Urology Times.

Let’s hope that the new 
government changes allow 
those of us in the trenches 
of urology to spend more 
time with our patients so 
we can use our 15 minutes 
doing things that matter, 
like actually take care of our 
patients.
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I  am a urologist.
I  am a patient.

Patients have a better recovery experience than TURP, with 
durable results and no new and lasting sexual dysfunction**1-5 

Rapid relief and recovery in days, not months1

Lowest catheter rate of the leading BPH procedures6

The only leading BPH procedure that does not destroy tissue

Proven durability through 5 years7

Real world outcomes consistent with randomized 
controlled data8

MAIN REASONS I CHOSE THE UROLIFT® SYSTEM 
AND RECOMMEND IT TO MY PATIENTS

Check out the data at UroLift.com
To learn more about My Story, visit www.info.UroLift.com/Butler

“
“

I went from getting up 3 times a night to 
sleeping through 6-8 hours! What a difference it 

has made at work as well. I can now complete 
longer surgeries without urgency to void.

Philip Butler, M.D., F.A.C.S.* Genesis Healthcare Partners and
UROLIFT® SYSTEM PATIENT
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UroLift® Implant
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Register  by April  1  and save 3 5%* w ith code GynOncA

Overview:

What You Will Learn:

Critical breakthroughs in gynecologic treatment options are changing the quality of patient care every day, enabling 
you to maximize the integration of targeted therapies and immunotherapy into your oncology clinical practice. 

The 11th Annual International Symposium on Ovarian Cancer and Other Gynecologic Malignancies® is a 1-day, 
educational meeting that grows your knowledge of key clinical topics in the management of ovarian cancers, 
and endometrial, uterine, and cervical malignancies. Purposefully developed for medical, surgical, and radiation 
oncologists, as well as other healthcare professionals, this meeting will improve your implementation of surgery, 
chemotherapy, PARP inhibitors, antiangiogenesis agents, checkpoint blockade, and even combination and other 
therapeutic strategies that will improve your patient care. It provides you with a unique opportunity to join world-
renowned, leading experts in informative debates and more, discussing the latest diagnostic, therapeutic, and 
supportive care strategies to deliver quality patient outcomes. 

In just 1 day, this compact meeting will help you provide better, cutting-edge care for your patients with 
gynecological malignancies.

• Understand the design, efficacy, and safety data of clinical trials 
investigating novel compounds and strategies 

• Apply new findings and recently presented data in clinical context, and 
understand their therapeutic implications 

• Potentiate trial enrollment for eligible patients in order to evaluate new 
agents or strategies 
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