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Retroperitoneal Lymph Node Dissection for Early  
Stage II Seminoma—New Standard of Care?
Siamak Daneshmand, MD
USC Norris Comprehensive Cancer Center

Brian Hu, MD
Loma Linda University

Introduction
Standard treatment for early 

metastatic seminoma (Stage IIA–B) 
includes external beam radiothera-
py (XRT) or systemic chemothera-
py.1 Although these treatments are 
efficacious, they can be associated 
with significant long-term toxici-
ties, which are often accentuated 
given the long-life expectancy of 
testicular cancer survivors.2–4 Al-
though the current management 
framework provides long-term 
disease-free survival in more than 
90% of patients presenting with 
or progressing to Stage II disease, 
long-term treatment-related patient 
burden remains a concern. Retro-
peritoneal lymph node dissection 
(RPLND) is an established and ef-
fective treatment for testicular germ 
cell tumors.  It is recommended for 
postchemotherapy residual masses 
and is an option in high-risk stage 
I, IIA and IIB nonseminomatous 
germ cell tumors.  There is a pauci-
ty of data, however, on the efficacy 
of RPLND as primary treatment 
for pure seminoma metastatic to 
the retroperitoneum.  Given the 
biological and clinical rationale for 
such an approach, we postulated 
that surgical management of re-
gional seminoma would be at least 
as curable as in similar stage non-
seminoma.

The Surgery in Early Metastat-
ic Seminoma (SEMS) trial was a 
 single-arm prospective phase II 
clinical trial (NCT02537548) eval-
uating the efficacy of RPLND as 
first-line treatment for pure testic-
ular seminoma with isolated retro-
peritoneal disease (1–3 cm). The 
lymph node enlargement could 
be synchronous with primary dis-
ease diagnosis (presenting stage 
IIA/B) or metachronous (stage I 
with recurrence). Exclusion criteria 
included history of prior chemo-
therapy, or serum tumor marker 
elevation of 1.5× the upper limit 
of normal.  All surgeries were per-

formed via an open approach. The 
study was initiated at the Univer-
sity of Southern California (USC) 
and included 11 other institutions 
throughout the U.S. and Canada: 
Indiana University, University of 
British Columbia, Loma Linda 
University, University of Oklaho-
ma, Emory University, Stanford 
University, Madigan Army Med-
ical Center, University of Texas 
Southwestern, Johns Hopkins Uni-
versity, Mayo Clinic and Universi-
ty of Chicago.   

Results
The trial consisted of 55 patients 

who were enrolled by 19 different 
previously vetted surgeons. Tem-
plates of dissection and nerve- 
sparing approaches were left to 
surgeon discretion (fig. 1). At USC, 
a midline extraperitoneal incision 
was employed with a median hos-
pital stay of 1 day (fig. 2). Patho-
logic upstaging occurred in 49% of 
patients, 16% had pN0, 22% had 
pN1, 56% had pN2, 6% had pN3. 
The overall recurrence rate was 
20% (11/55) with a median time 
to recurrence of 8 months. The 
2-year recurrence free survival was 
84% (46/55) and overall survival 
was 100% (fig. 3). Of those who 
relapsed 9 were treated with che-
motherapy and 2 were treated with 
additional surgery. There were 7 
(13%) patients who experienced 
short-term complications within 1 
year of RPLND (5 grade I–II and 
2 grade III Clavien-Dindo compli-
cations), with no patients thus far 
reporting long-term complications. 
Of the patients who underwent 
nerve sparing RPLND (48/55), 
only 4.2% (2/48) developed retro-
grade ejaculation. 

Several features and secondary 
outcomes of the trial design mer-
it discussion.  Our study, in which 
stage and volume assessments were 
made by expert high-volume sur-
geons, demonstrated a 16% rate of 
false positive rate in small volume 
marker negative seminoma patho-
logically determined to be N0 dis-
ease. These are the same subset 
of patients who would have been 
“cured” with chemotherapy or 

radiotherapy for disease that was 
never present.  In addition, nearly 
50% of patients were found to have 
more advanced volumes of disease 
at RPLND. This underscores the 
modest fidelity of current preoper-
ative clinical assessment in deter-
mining pathologic stage in small 
volume stage II, marker negative 
germ cell tumors.  

While the 2-year followup may 
be short and additional relapses may 
be discovered with further follow-
up, patterns and timing of relapse in 
seminoma are generally limited to 
the first 2 years and relapse beyond 
3 years is extremely rare.

The next planned development 
of a precision surgical approach is 
a large multicenter trial of RPLND 
in limited volume, marker negative 

stage II seminoma and nonsemi-
noma, guided by plasma miR371 
assessment to decrease the current 
rate of false positive radiograph-
ic assessments.  Plasma miR371 is 
 being studied across the full spec-
trum of disease in the North Ameri-
can intergroup trial, S1823 through 
SWOG and the NCTN. In multi-
ple large studies, miR371 appears 
to be a remarkably accurate liquid 
biomarker with positive predictive 
value approaching 100%.5

The SEMS trial represents a 
substantial opportunity to further 
reduce use of toxic modalities in 
early metastatic seminoma im-
proving long-term survivorship. 
In addition, it further solidifies the 

Figure 1. Right extended template.

Figure 2. Midline extraperitoneal RPLND.

Arrow-right Continued on page 5
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Arrow-right Continued on page 6

current recommendations for sur-
veillance in patients with clinical 
stage I disease, as we know that 
the vast majority of those who do 
relapse will have isolated retroperi-
toneal disease which in turn can be 
managed surgically. 

In conclusion, primary RPLND 
for small volume regional seminoma 
is safe and effective, and represents 
an excellent opportunity to cure the 
majority of patients without long term 
toxicity. Other similar trials are un-
derway (PRIMETEST, P Albers et 
al in Germany and Minimally Inva-
sive RPLND + adjuvant carbo for 
Stage IIA Seminoma, D Nichol and R 
Huddart et al in the UK) and should 
help further establish the efficacy of 
RPLND in this setting. 

Collaborators on the trial include 
Clint Cary, Tim Masterson, Lawrence 
Einhorn, Steve Boorjian, Christian 

Kollmansberger, Anne Schuckman, 
Alan So, Peter Black, Aditya Bagrodia, 
Eila Skinner, Mehrdad Alemozaffar, 
Timothy Brand, Scott Eggener, Phillip 
Pierorazio, Kelly Stratton, Lucia  Nappi 
and Craig Nichols. STOP

1. Gilligan T, Lin DW, Aggarwal R et al. Testicular 
cancer, version 2.2020, NCCN clinical practice 
guidelines in oncology. J Natl Compr Canc Netw 
2019; 17: 1529.

2. Kollmannsberger C, Moore C, Daneshmand S  
et al: Neoplasms of the testis. In: Cancer Medi-
cine, 8th ed. Edited by DW Kufe, WN Hait, WK 
Hong et al. Shelton, Connecticut: People’s Medi-
cal Publishing House 2011; p 1263.

3. Wood L, Kollmannsberger C, Jewett M et al: 
Canadian consensus guidelines for the manage-
ment of testicular germ cell cancer. Can Urol 
Assoc J 2010; 4: e19.

4. Haugnes HS, Bosl GJ, Boer H et al: Long-term 
and late effects of germ cell testicular cancer 
treatment and implications for follow-up. J Clin 
Oncol 2012; 30: 3752.

5. Nappi L, Kollmannsberger C and Nichols C: 
The role of micro-RNAs in management of germ 
cell tumors: future directions. Curr Opin Urol 
2020; 30: 258. 

Figure 3. Survival probability by month after surgery.

RPLND FOR EARLY STAGE II SEMINOMA
Arrow-right Continued from page 3

Best Practices for Ejaculation Preservation in BPH  
Surgery: Making Forward Progress on Retrograde  
Ejaculation
Sevann Helo, MD
The Mayo Clinic

While less than a third of men 
in the general population have co-
existing lower urinary tract symp-
toms (LUTS) and erectile dysfunc-
tion (ED), as many as 70% of men 
seeking treatment for LUTS have 
some degree of ED.1 The strong re-
lationship between LUTS and ED 
necessitates careful preoperative 
counseling regarding sexual side 
effects of benign prostatic hyper-
plasia (BPH) treatments, particu-
larly in men with preexisting ED. 
More than 90% of men who are 
contemplating or have undergone 
BPH surgery consider maintaining 
their erectile and ejaculatory func-
tion to be important.2 

Prior to 2013 surgical treatment 
options that preserved ejaculation 
were limited, forcing patients to 
choose the risk of sexual dysfunc-
tion vs improvement in LUTS. This 
discussion will be limited to surgi-
cal treatments supported by AUA 
Guidelines on the Surgical Man-

agement of BPH/LUTS, which en-
dorse prostatic urethral lift (PUL) 
and water vapor thermal therapy 
as options that may be offered to 
patients who desire preservation of 
erectile and ejaculatory function.3 
Aquablation, while not explicitly 
endorsed by AUA Guidelines as 
an option for preservation of ejac-
ulation, also carries a lower risk of 
ejaculatory dysfunction compared 
to traditional transurethral resec-
tion of prostate (TURP). 

Approved by the U.S. Food and 
Drug Administration in 2013, PUL 
(UroLift®) is a tissue-sparing ap-
proach that utilizes a transurethral 

implant placed under cystoscop-
ic guidance to retract obstructing 
lobes of the prostate. AUA Guide-
lines endorse PUL for glands be-
tween 30 g and 80 g in men without 
a median lobe. Of the 206 patients 
randomized to PUL (140) vs sham 
(66) International Prostate Symp-
tom Score (IPSS) improved from 
22.32 to 14.37, while International 
Index of Erectile Function (IIEF-
5) initially improved at 3, 6 and 24 
months, this was no longer statisti-
cally significant at 36 to 60 months. 
Similarly, Male Sexual Health 
Questionnaire-Ejaculatory Dys-
function (MSHQ-EjD) improved 

by 2.30 initially and trended to-
ward 0 over time until it was no 
longer statistically significant at 60 
months.4 Statistically significant im-
provements in MSHQ-EjD bother 
were maintained at all time points, 
for a final 6.3% improvement at 60 
months. Though not endorsed by 
AUA Guidelines for median lobes, 
in 2019 Rukstalis et al published 
their 12-month results of a non-
randomized PUL trial in subjects 
with an obstructive median lobe, 
demonstrating similar results com-
pared to patients who underwent 

Table. Minimally invasive BPH surgical treatment options effect of erectile dysfunction and ejaculatory dysfunction

BPH Treatment
Indicated for 

Prostate Size (g)

Endorsed by AUA 
Guidelines for 
Median Lobes

Length of Data 
Available (yrs)

Risk of New 
Onset ED (%)

Risk of Retrograde 
Ejaculation or  

Anejaculation (%)

Prostatic urethral lift4 30–80 No 5 0 0

Water vapor thermal therapy6 30–80 Yes 5 0 2.9

Aquablation7 30–80 Yes 3 3.4 11

Transurethral incision of prostate9 Less than 30 No --- --- 18.2
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PUL with no median lobe.5 No new 
onset cases of erectile or ejaculatory 
dysfunction were observed. Due to 
the nonrandomized nature of this 
study, it has not garnered a recom-
mendation from the AUA Guide-
lines for use in median lobes. 

Water vapor thermal therapy 
(Rezüm™ System) was approved 
in 2015 as a minimally invasive 
surgical therapy that uses convec-
tive radiofrequency thermal ther-
apy to ablate prostatic tissue. It is 
endorsed by the AUA Guidelines 

for glands between 30 g and 80 g, 
including men with a median lobe 
(figs. 1 and 2). Recently published 
5-year data from a randomized tri-
al (135 patients) vs sham control 
trial (61 controls) demonstrated an 
improvement in IPSS from 21.5 
to 11.1 at 5 years.6 At 12 months 
4.4% of patients reported decrease 
in ejaculatory volume, while 2.9% 
reported anejaculation. No chang-
es in MSHQ-EjD function were 
noted during the first 24 months, 
after which a statistically significant 

decline occurred at 36, 48 and 60 
months. Of the 51 patients includ-
ed in the analysis at 60 months, the 
MSHQ-EjD function domain de-
clined 2.0±3.9 (17.5%) from base-
line, which the authors asserted 
is consistent with the aging of the 
treated cohort. Statistically signifi-
cant improvements in MSHQ-EjD 
bother initially noted at 12, 24 and 
36 months were no longer sig-
nificant at 48 and 60 months. No 
reports of de novo device or proce-
dure-related ED were observed. 

The newest addition to the min-
imally invasive surgical treatments 
is aquablation (AquaBeam®). Aqua-
blation utilizes ultrasound and ro-
botics to ablate prostatic tissue with 
a heat-free, high-pressured saline 
jet. It is also endorsed by AUA 
Guidelines for glands between 30 
g to 80 g. Data from a prospec-
tive double-blind randomized 
trial comparing TURP (67) and 
Aquablation (117) in glands less 
than 80 g demonstrated an im-
provement in IPSS from 22.9 to 
8.5 in the Aquablation group vs 
22.2 to 13.9 in the TURP group at 
3 years (p=0.6848).7 No changes 
in MSHQ-EjD were noted in the 
aquablation group at all time points, 
while those in the TURP group av-
eraged 2.8 points lower than base-
line (p=0.0008). MSHQ-EjD both-
er score averaged 0.6 points higher 
in the TURP group (p=0.0411) at 
all time points, and no statistically 
significant changes in IIEF-15 were 
present in either group. Risk of 
anejaculation was 11% in the Aqua-
blation group vs 29% in the TURP 
group (p=0.0039). A followup trial 
of 101 men with glands 80 g to 150 
g demonstrated an improvement 
in IPSS from 23.2 to 5.8 at 2 years 
(p <0.0001). In this cohort of larger 
glands, the rate of ejaculatory dys-
function was 17% and risk of new 
onset erectile dysfunction was 1%.8

Unilateral transurethral incision 
of prostate (TUIP) has also histor-
ically been used to preserve ejac-
ulation. AUA Guidelines advise 
TUIP is an option to treat glands 
less than 30 g, but do not specifi-
cally endorse TUIP as a method to 
preserve ejaculation. A meta-analy-
sis of TUIP vs TURP demonstrates 
a lower risk of retrograde ejacula-
tion, 18.2% for TUIP vs 65.4% for 
TURP, albeit far from neglibile.9 

Prostate artery embolization may 
also pose a lower risk of ejaculatory 
dysfunction compared to TURP, 
but this treatment modality is not 
currently recommended outside of 
a clinical trial as high-quality ran-
domized control trials are limited. 
Additional areas of interest with 
trials currently underway include 
intraprostatic injections, as well as 
intraprostatic stents and devices.10

Preservation of erectile and ejac-
ulatory function is important to pa-
tients and should be at the forefront 
of any discussion regarding BPH 
surgery. Water vapor thermal ther-
apy and PUL carry the lowest risk 
of ejaculatory dysfunction for pa-
tients with glands 30 g to 80 g (see 
table). For men with glands great-
er than 80 g, aquablation may be 
an alternative to reduce the risk of 
ejaculatory dysfunction compared 
to TURP, photovaporization of 
prostate, transurethral microwave 
therapy, laser enucleation and 
simple prostatectomy. The role of 
prostate artery embolization in this 
arsenal of tools remains to be de-
termined. STOP

1. Seftel AD, de la Rosette J, Birt J et al: Coexisting 
lower urinary tract symptoms and erectile dys-
function: a systematic review of epidemiological 
data. Int J Clin Pract 2013; 67: 32.

2. Bouhadana D, Nguyen DD, Zorn KC et al: Pa-
tient perspectives on benign prostatic hyperpla-
sia surgery: a focus on sexual health. J Sex Med 
2020; 17: 2108.

3. Foster HE, Dahm P, Kohler TS et al: Surgical 
management of lower urinary tract symptoms 
attributed to benign prostatic hyperplasia: AUA 
Guideline amendment 2019. J Urol 2019; 202: 
592.

4. Roehrborn CG, Barkin J, Gange SN et al: Five 
year results of the prospective randomized con-
trolled prostatic urethral L.I.F.T. study. Can J 
Urol 2017; 24: 8802.

5. Rukstalis D, Grier D, Stroup SP et al: Prostatic 
urethral lift (PUL) for obstructive median lobes: 
12 month results of the MedLift Study. Prostate 
Cancer Prostatic Dis 2019; 22: 411.

6. McVary KT, Gittelman MC, Goldberg KA et al: 
Final 5-year outcomes of the multicenter ran-
domized sham-controlled trial of a water vapor 
thermal therapy for treatment of moderate to 
severe lower urinary tract symptoms secondary 
to benign prostatic hyperplasia. J Urol 2021; 
206: 715.

7. Gilling P, Barber N, Bidair M et al: Three-year 
outcomes after aquablation therapy compared to 
TURP: results from a blinded randomized trial. 
Can J Urol 2020; 27: 10072.

8. Desai M, Bidair M, Bhojani N et al: Aquabla-
tion for benign prostatic hyperplasia in large 
prostates (80–150 cc): 2-year results. Can J Urol 
2020; 27: 10147.

9. Reich O, Gratzke C and Stief CG: Techniques 
and long-term results of surgical procedures for 
BPH. Eur Urol 2006; 49: 970.

10. Ng BHS and Chung E: A state-of-art review on 
the preservation of sexual function among var-
ious minimally invasive surgical treatments for 
benign prostatic hyperplasia: impact on erectile 
and ejaculatory domains. Investig Clin Urol 
2021; 62: 148.

Figure 1. Obstructing median lobe on cystoscopy performed prior to water vapor thermal therapy.

Figure 2. View of bladder neck for same patient seen in figure 1 after water vapor thermal therapy.



NATESTO® RESTORES T levels 
WITHOUT SHUTTING  
    DOWN his system1-5

GIVE HIM A DIFFERENT  
TYPE OF T THERAPY

INDICATION 
Natesto is indicated for 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 conditions such as 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 

Limitations of use: 
• Safety and efficacy of Natesto in men with “age-related 

hypogonadism” (also referred to as “late-onset hypogonadism”) 
have not been established 

•  Safety and efficacy of Natesto in males less than 18 years old 
have not been established

IMPORTANT SAFETY INFORMATION
CONTRAINDICATIONS
Natesto is contraindicated in: 
•  Men with carcinoma of the breast, or known or suspected 

carcinoma of the prostate
•  Women who are or who may become pregnant, or who  

are breastfeeding. Natesto may cause fetal harm when 
administered to a pregnant woman. Natesto may cause 
serious adverse reactions in nursing infants. Exposure of a 
fetus or nursing infant to androgens may result in varying 
degrees of virilization. If a pregnant woman is exposed to 
Natesto, she should be apprised of the potential hazard to 
the fetus

WARNINGS AND PRECAUTIONS 
Use in Patients with Chronic Nasal Conditions and Alterations 
in Nasal Anatomy: Due to lack of clinical data on safety or 
efficacy, Natesto is not recommended for use in patients with a 
history of nasal disorders; history of nasal or sinus surgery; history 
of nasal fracture within the previous 6 months or nasal fracture that 
caused a deviated anterior nasal septum; mucosal inflammatory 
disorders (e.g., Sjogren’s syndrome); and sinus disease.
Worsening of Benign Prostatic Hyperplasia and Potential 
Risk of Prostate Cancer: Monitor patients with benign prostatic 
hyperplasia (BPH) treated with Natesto for worsening signs and 
symptoms of BPH. Patients treated with androgens may be at 
increased risk for prostate cancer. Evaluate patients for prostate 
cancer prior to initiating treatment. It would be appropriate to 
re-evaluate patients 3 to 6 months after initiation of treatment and 
then in accordance with prostate cancer screening practices.
Polycythemia: Increases in hematocrit, reflective of increases  
in red blood cell mass, may require discontinuation of Natesto. 
Check hematocrit prior to initiation. It would be appropriate to  
re-evaluate the hematocrit 3 to 6 months after starting 
testosterone treatment, and then annually. If hematocrit becomes 
elevated, stop therapy until hematocrit decreases to an acceptable 
level. An increase in red blood cell mass may increase the risk of 
thromboembolic events.
Venous Thromboembolism: Postmarketing reports of venous 
thromboembolic events (VTE), including deep vein thrombosis 
(DVT) and pulmonary embolism (PE), have been reported in 
patients using testosterone products such as Natesto. 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 VTE is suspected, 

discontinue treatment with Natesto and initiate appropriate 
workup and management.
Cardiovascular Risk: Long-term clinical safety trials have not  
been conducted to assess the cardiovascular outcomes of 
testosterone replacement therapy in men. Some studies, 
but not all, have reported an increased risk of major adverse 
cardiovascular events (MACE), such as non-fatal myocardial 
infarction, non-fatal stroke, and cardiovascular death, in 
association with use of testosterone replacement therapy in men. 
Patients should be informed of this possible risk when deciding 
whether to use or to continue to use Natesto. 
Abuse of Testosterone and Monitoring of Serum 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. If abuse is 
suspected, check testosterone levels to ensure they are within 
therapeutic range. 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.
Use in Women: Due to lack of controlled studies in women and 
potential virilizing effects, Natesto is not indicated for use in women.
Potential for Adverse Effects on Spermatogenesis: At large  
doses of exogenous androgens, including Natesto, spermatogenesis 
may be suppressed through feedback inhibition of pituitary 
follicle-stimulating hormone (FSH) that could lead to adverse 
effects on semen parameters, including sperm count.
Hepatic Adverse Effects: Prolonged use of high doses of orally 
active androgens (methyltestosterone) has been associated 
with serious hepatic adverse effects (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. Natesto is not known to cause these adverse 
effects. Nonetheless, patients should be instructed to report any 
signs or symptoms of hepatic dysfunction (e.g., jaundice). If these 
occur, promptly discontinue Natesto while the cause is evaluated.
Edema: Androgens, including Natesto, 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 may persist  
in patients being treated with androgens, including Natesto,  
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 and chronic 
lung disease. 
Lipids: Changes in the serum lipid profile may occur. Monitor 
the lipid profile periodically, particularly after starting 
testosterone therapy. Changes in serum lipid profile may require 
discontinuation of testosterone therapy.
Hypercalcemia: Androgens, including Natesto, should be used 
with caution in cancer patients at risk of hypercalcemia (and 
associated hypercalciuria). Regular monitoring of serum calcium 
concentrations is recommended in these patients.
Decreased Thyroxine-binding Globulin: Androgens, including 
Natesto, may decrease concentrations of thyroxine-binding 
globulins, 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. 

ADVERSE REACTIONS
Natesto was evaluated in a 90-day clinical study that included 
a 90-day extension period and a subsequent 180-day extension 
period. Among the 78 patients who received Natesto three times 
daily in the 90-day clinical study, 69 of those patients received 
Natesto treatment during the 90-day extension period. A total of  
18 patients received Natesto treatment in all three treatment 
periods, including the 90-day clinical study, the first 90-day 
extension period, and the second 180-day extension period.

 
90-day clinical study were prostate-specific antigen (PSA) 
increased (5.1

during the 90-day extension period, the most common adverse 

Among all subjects (n=306) who received Natesto at any dose 
in the 90-day clinical study and its 90- and 180-day extension 
periods, a total of 6 subjects withdrew from treatment for the 
following adverse reactions (reported by 1 subject each): nasal 
discomfort, headache, dysgeusia, PSA increased, allergic reaction 
(hives, swollen lips and tongue), and 1 patient with myalgia, 
arthralgia, fever, chills, and petechiae.
DRUG INTERACTIONS
Insulin: Natesto can cause changes in insulin sensitivity or 
glycemic control. In diabetic patients, androgens may decrease 
blood glucose and may necessitate a decrease in the dose of  
anti-diabetic medication. 
Oral Anticoagulants: 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 the initiation and termination of 
androgen therapy. 
Corticosteroids: Use of testosterone and corticosteroids 
concurrently may increase fluid retention and requires careful 
monitoring, particularly in patients with cardiac, renal, or  
hepatic disease. 
Oxymetazoline:

concentration of total testosterone was observed in males with 
symptomatic seasonal rhinitis when treated with oxymetazoline 
30 minutes prior to Natesto compared to when left untreated. 
Oxymetazoline does not impact the absorption of testosterone 
when concomitantly administered with Natesto. Drug interaction 
potential with other nasally administered drugs other than 
oxymetazoline has not been studied. 
USE IN SPECIFIC POPULATIONS
Pregnancy: Pregnancy Category X – Natesto is contraindicated 
during pregnancy or in women who may become pregnant. 
Testosterone is teratogenic and may cause fetal harm. Exposure of 
a fetus to androgens may result in varying degrees of virilization. 
If this drug is used during pregnancy or if the patient becomes 
pregnant while taking this drug, the patient should be apprised of 
the potential hazard to a fetus.
Nursing Mothers: Although it is not known how much 
testosterone transfers into human milk, Natesto is 
contraindicated in nursing women because of the potential  
for serious adverse reactions in nursing mothers.
Pediatric Use: Safety and efficacy of Natesto has not been 
established in pediatric patients less than 18 years of age. 
Improper use may result in acceleration of bone age and 
premature closure of epiphyses. 
Geriatric Use: There have not been sufficient numbers of 
geriatric patients involved in controlled clinical studies utilizing 
Natesto to determine whether efficacy in those over 65 years of 
age differs from younger subjects. There is insufficient  
long-term safety data in geriatric patients using Natesto to 

assess the potentially increased risk of cardiovascular disease 
and prostate cancer.  
Renal Impairment: No studies were conducted in patients with 
renal impairment.
Hepatic Impairment: No studies were conducted in patients with 
hepatic impairment.
Use in Men with Body Mass Index Greater than 35 kg/m2: Safety 
and efficacy of Natesto in males with body mass index greater 
than 35 kg/m  has not been established.
Allergic Rhinitis: Serum total testosterone concentrations 

rhinitis, whether treated with nasal decongestants such as 
oxymetazoline or left untreated.
DRUG ABUSE AND DEPENDENCE 
Natesto contains testosterone, a Schedule III controlled substance in 
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, may be abused by athletes  
and bodybuilders.
Serious adverse reactions have been reported in individuals who 
abuse anabolic androgenic steroids, and include cardiac arrest, 
myocardial infarction, hypertrophic cardiomyopathy, congestive 
heart failure, cerebrovascular accident, hepatotoxicity, and serious 
psychiatric manifestations, including major depression, mania, 
paranoia, psychosis, delusions, hallucinations, hostility,  
and aggression. 
The following adverse reactions have been reported in men: 
transient ischemic attacks, convulsions, hypomania, irritability, 
dyslipidemias, testicular atrophy, subfertility, and infertility. 
The following additional adverse reactions have been reported 
in women: hirsutism, virilization, deepening of voice, clitoral 
enlargement, breast atrophy, male-pattern baldness, and 
menstrual irregularities. 
The following adverse reactions have been reported in male and 
female adolescents: premature closure of bony epiphyses with 
termination of growth, and precocious puberty. 
Withdrawal symptoms can be experienced upon abrupt 
discontinuation in patients with addiction. Withdrawal symptoms 
include depressed mood, major depression, fatigue, craving, 
restlessness, irritability, anorexia, insomnia, decreased libido, and 
hypogonadotropic hypogonadism. Drug dependence in individuals 
using approved doses for approved indications have not  
been documented.
You are encouraged to report negative side effects of 
prescription drugs to the FDA. Visit www.fda.gov/medwatch or 
call 1-800-FDA-1088.
For more information, visit Natestohcp.com, or
call 1-833-698-3786. 
Please see Brief Summary of Full Prescribing Information on 
following page.
References: 1. Natesto (Prescribing Information). Mississauga, Ontario: Acerus 

2. Data on file. Acerus Pharmaceuticals 
Corporation. 3.
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hypogonadism: an Endocrine Society Clinical Practice Guideline. J Clin Endocrinol Metab. 

 5. McBride JA, Coward RM. Recovery of spermatogenesis following 
testosterone replacement therapy or anabolic-androgenic steroid use. Asian J Androl. 
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Natesto is an innovative intranasal therapy for testosterone (T) deficiency, 
designed to safely restore T levels to therapeutic range while allowing his 
hypothalamic-pituitary-gonadal (HPG) axis to remain active.1,2
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sed risk of cardiovascular disease

ain active.1,2
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NATESTO® (testosterone)
Brief Summary of Full Prescribing Information
INDICATIONS AND USAGE
Natesto nasal gel is an androgen indicated for replacement therapy in males for 
conditions associated with a deficiency or absence of endogenous testosterone:
 • Primary hypogonadism (congenital or acquired)*
 •  Hypogonadotropic hypogonadism (congenital or acquired)*
Limitations of use:
 •  Safety and efficacy of Natesto in men with “age-related hypogonadism” (also 

referred to as “late-onset hypogonadism”) have not been established.
 •  Safety and efficacy of Natesto in males less than 18 years old have not been established.

*The full description of these conditions can be found in the Full Prescribing Information.

CONTRAINDICATIONS
Natesto is contraindicated in men with carcinoma of the breast or known or 
suspected prostate cancer. Natesto is also contraindicated in pregnant or 
breast-feeding women. Testosterone may cause fetal harm.

WARNINGS AND PRECAUTIONS
 •  Nasal Adverse Reactions and Limited Long-Term Information on Nasal 

Safety: Nasal adverse reactions, including nasopharyngitis, rhinorrhea, epistaxis, 
nasal discomfort, and nasal scabbing, were reported in the clinical trial experience 
with Natesto. Patients should report any nasal symptoms or signs to their health 
care professional.

 •  Use in Patients with Chronic Nasal Conditions and Alterations in Nasal Anatomy: 
Due to lack of clinical data on safety or efficacy, Natesto is not recommended for use in 
patients with chronic nasal conditions or alterations in nasal anatomy.

 •  Worsening of Benign Prostatic Hyperplasia 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 treatment.

 •  Polycythemia: Increases in hematocrit, reflective of increases in red blood cell 
mass, may require discontinuation of Natesto. Check hematocrit prior to initiating 
testosterone treatment. An increase in red blood cell mass may increase the risk of 
thromboembolic events.

 •  Venous Thromboembolism: Venous thromboembolism (VTE), including deep 
vein thrombosis (DVT) and pulmonary embolism (PE), have been reported in 
patients using testosterone products. Evaluate patients with signs or symptoms 
consistent with DVT or PE. 

 •  Cardiovascular Risk: Some postmarketing studies have reported an increased 
risk of myocardial infarction and stroke associated with use of testosterone 
replacement therapy in men.

 •  Abuse of Testosterone and Monitoring of Serum 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.

 • Use in Women and Children: Women and children should not use Natesto.
 •  Potential for Adverse Effects on Spermatogenesis: Exogenous administration 

of androgens may lead to azoospermia.
 •  Hepatic Adverse Effects: Prolonged use of high doses of methyltestosterone has 

been associated with serious hepatic adverse effects. Peliosis hepatis can be a 
life-threatening or fatal complication. Patients should be instructed to report any 
signs or symptoms of hepatic dysfunction. If these occur, promptly discontinue 
Natesto while the cause is evaluated.

 •  Edema: Edema, with or without congestive heart failure, may be a serious 
complication in patients with pre-existing cardiac, renal, or hepatic disease. 

 •  Gynecomastia: Gynecomastia may develop and may persist in patients being 
treated with androgens, including Natesto, 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 and chronic lung disease.

 •  Lipids: Changes in the serum lipid profile may occur. Monitor the lipid profile 
periodically, particularly after starting testosterone therapy. 

 •   Hypercalcemia: Androgens, including Natesto, should be used with caution in 
cancer patients at risk of hypercalcemia (and associated hypercalciuria). Regular 
monitoring of serum calcium concentrations is recommended in these patients.

 •  Decreased Thyroxine-binding Globulin: Androgens, including Natesto, may 
decrease concentrations of thyroxine-binding globulins, 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.

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 reflect the rates observed in 
practice. The most common adverse reactions (incidence ≥3%) are: PSA increased, 
headache, rhinorrhea, epistaxis, nasal discomfort, nasopharyngitis, bronchitis, upper 
respiratory tract infection, sinusitis, and nasal scab.

DRUG INTERACTIONS
 •  Changes in insulin sensitivity or glycemic control may be seen with androgens and, 

therefore, may necessitate a decrease in anti-diabetic medication in diabetic patients.
 •  Changes in anticoagulant activity may be seen with androgens. More frequent 

monitoring of International Normalized Ratio (INR) and prothrombin time is 
recommended in patients taking warfarin.

 •  Use of testosterone with corticosteroids may result in increased fluid retention. 
Use with caution, particularly in patients with cardiac, renal, or hepatic disease.

USE IN SPECIFIC POPULATIONS
There are insufficient long-term safety data in geriatric patients using Natesto to 
assess the potential risks of cardiovascular disease and prostate cancer.
Please note that this information is not comprehensive. Visit Natestohcp.com 
or call 1-833-698-3786 to obtain the FDA-approved product labeling.
To report SUSPECTED ADVERSE REACTIONS, contact Acerus 
Pharmaceuticals Corporation at 1-833-698-3786 or FDA at 1-800-FDA-1088 
or www.fda.gov/medwatch.

Marketed by: Acerus Pharmaceuticals Corporation
Manufactured by: Haupt Pharma Amareg GmbH, 
Donaustaufer Str. 378, Regensburg, Bavaria D-93055, Germany

Approved: 10/2016
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Introduction
Penile squamous cancer is rare 

in the United States, although 
more prevalent in other areas, par-
ticularly Africa, Asia and South 
America. Patients often present at 
a late stage, with clinical malig-
nant adenopathy, initially to the 
groins, and then the pelvis. The 
rarity of this disease means that 
there is remarkably limited pro-
spective evidence to guide treat-
ment. Lymph node dissection can 
be both diagnostic and sometimes 
curative; however, surgery alone is 
often inadequate to effect a cure. 
Neoadjuvant chemotherapy, par-
ticularly the paclitaxel, ifosfamide 
and cisplatin (TIP) regimen, has 
been shown to have good effica-
cy in single-arm clinical trials for 
patients with bulky lymph node 
metastases.1 Chemoradiation has 
become the care standard for ini-
tial management in patients with 
other forms of locally advanced 
squamous cell carcinoma, partic-
ularly head and neck, anal and 
vulvar cancers.2–4 These data, in 
aggregate, form the basis for in-
vestigating different forms of pre-
surgical therapy among patients 
with penile cancer and clinically 
or radiologically evident regional 
lymph node metastases. 

Study Design
The aim of InPACT (NCT02305654) 

is to determine prospectively 
the potential benefits of chemo-
therapy or chemoradiation in 
addition to lymph node dissec-
tion in patients with clinical or 

radiological evidence of ingui-
nal lymph node metastases. The 
study is sponsored by both the 
National Cancer Institute (with 
the Eastern Cooperative Oncol-
ogy Group (ECOG-ACRIN) as 
lead) and Cancer Research UK 
(CRUK). Specifically, 2 import-
ant questions will be addressed 

in a 2-part study design: first, 
does neoadjuvant therapy of any 
kind improve outcomes (fig. 1, 
InPACT Neoadjuvant); second, 
in those patients who have un-
dergone inguinal lymph node 
dissection and have adverse 
pathological features, does pel-
vic lymph node dissection plus 

chemoradiation improve surviv-
al compared to chemoradiation 
alone (InPACT Pelvis). The trial 
design consists of 2 sequential 
randomizations, termed InPACT 
neo-adjuvant and InPACT Pelvis. 
Patients are stratified by  disease 

Figure 1. Trial schema for  InPACT Neoadjuvant Study (A) and InPACT Pelvis Study (B).

Arrow-right Continued on page 10
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burden at registration, and this 
guides randomization. Notably, 
a patient who has a low disease 
burden (where preoperative 
therapy would be inappropriate) 
can still be enrolled in InPACT 
and go directly to surgery (Arm 
A). Such patients may still partic-
ipate in the InPACT Pelvis com-
ponent of the trial if they have 
adverse pathological features in 
the inguinal dissection specimen. 

The statistical design follows 
a Bayesian approach, which has 
been used successfully in other 
rare diseases, and which focuses 
on the probability of selecting the 
superior treatment regimen rather 
than formal hypothesis testing.5,6 

Clinical End Points
InPACT is designed to answer 

a number of important clinical 
questions using prospective data 
gathered from centers that have 
undergone a rigorous credential-
ing process. This will help to stan-
dardize all elements of the patient’s 
care including 1) pathology inter-
pretation, 2) imaging and quality, 
3) surgical (quality and extent),  
4) systemic therapy and 5) radi-
ation therapy. The data gathered 
from this trial may re-define the 
treatment paradigm of penile can-
cer, and at a minimum it will pro-
vide the best evidence to support 
treatment paradigms and lay a 
foundation for future trials. 

The primary outcome of this tri-
al (in all patients) is overall surviv-
al time, with secondary outcome 
measures in the overall study pop-
ulation including : 1) disease-spe-
cific survival time, 2) disease-free 
survival time, 3) treatment related 
toxicity, 4) the occurrence of surgi-
cal complications, 5) the feasibility 
of pathological nodal assessment 
after systemic chemotherapy, and  
6) quality of life among participat-
ing centers. There are additional 
secondary outcome measures for 
the InPACT neoadjuvant treatment 
arm which include: 1) the rate of 
pathological complete remission, 
2) surgical operability, and 3) the 
feasibility of on-schedule delivery 
of neoadjuvant therapy. Lastly, a 
secondary outcome measure for 
patients randomized to InPACT 
pelvis includes the occurrence of 

lower limb and scrotal edema giv-
en the delivery of both surgery and 
radiotherapy.

Entering Patients on 
Study

InPACT was conceived as an 
international prospective study 
to improve the management of 
patients with regional nodal me-
tastases. Oversight committees in 
both the United Kingdom and in 
North America are responsible 
for credentialing sites and provide 
ongoing quality assurance of the 
treatment processes. Once a po-
tentially eligible patient is identi-
fied for the study, trial study co-
ordinators screen the subject for 
the following inclusion criteria 
including 1) age 18 years or old-
er and 2) clinical staging of N1-
N3 and M0. Prominent exclusion 
criteria are patients with distant 
metastases, with primary urethral 
cancer, with nonsquamous penile 
cancer and those with other con-
current malignancy.

The patient must have an 

ECOG performance status of 2 or 
less and must be fit for relevant ran-
domization arms with suitable he-
matologic and serologic biochem-
ical parameters. Other parameters 
to consider include suitable renal 
function as estimated by glomeru-
lar filtration rate (GFR) ≥50 ml/min  
(some discretion for GFR  
<50 ml/min is permitted and 
can affect treatment assignment 
for randomization). Palpable and 
measurable radiographic lymph 
node disease burden features 
stratify patients into one of 3 cat-
egories (low/intermediate/high): 
the disease burden category then 
affects how a patient would be 
registered and potentially ran-
domized.7 Low burden patients 
are registered directly into Arm 
A (surgery alone) as noted above. 
Patients with a high disease bur-
den (where surgery alone is un-
likely to be curative) are ran-
domized between Arms B and C 
(neoadjuvant therapy arms). If a 
patient has an intermediate bur-
den of disease he could be ran-
domized to Arm A, B or C. 

Given trial complexity and rig-
or, the site study team will spend 
considerable time in the informed 
consent process to ensure that pa-
tients are aware and agreeable to 
study treatment, and followup pro-
cedures as a part of the informed 
consent process. Facilitation of the 
communication process with study 
sites is the role of the leadership 
team of the North American Surgi-
cal Oversite Committee (NASOC; 
see Appendix for contacts), which 
has instituted videoconferencing 
with all new study principal inves-
tigators and coordinators. The NA-
SOC remains readily available to 
answer questions related to patient 
accrual, treatment or how to get 
new potential sites with an interest 
in InPACT up and running. The 
committee has also developed a 
new “quick reference” verification 
checklist that is available to study 
investigators and coordinators to 
ensure all study elements are com-
pleted (fig. 2).

Figure 2. InPACT Study verification checklist. 

InPACT: INSIGHTS AND UPDATES
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InPACT: INSIGHTS AND UPDATES
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InPACT Accrual Update
Based on the original statistical 

assumptions it was believed that 
about 400 patients with lymph 
node metastases could be accrued 
over a 5 year period. Planned re-
cruitment centers would consist of 
supra-regional high volume cen-
ters in the United Kingdom with 
an anticipated 20 centers in the 
United States and Canada. It was 
anticipated that 200 of the total 400 
patients would be accrued from the 
United States and Canada. It was 
estimated that if each site accrued 
2 patients per year then at 5 years 
the accrual objective would be met 
with respect to the United States 
and Canada.

Unfortunately worldwide re-
cruitment is lagging behind our 
initial projections. Once the study 
opened its first few sites in 2017, it 
was quickly realized that InPACT 
faced historic challenges related to 
1) credentialing site participants in-
cluding urologists, radiologists, ra-
diation oncologist and pathologists, 
2) getting sites IRB approved and 

open for accrual and, more recent-
ly, 3) COVID-19 and subsequent 
slowdowns in clinical research. The 
United Kingdom anticipated that 
European sites that had already 
expressed interest would be able 
to participate, but with the “Brex-
it” crisis all cooperative agreements 
were put on hold. 

Despite the many challeng-
es the trial has faced, 62 patients 
have been recruited to the trial 
worldwide with 6 centers open in 
the UK and 16 open in the U.S. 
and Canada (see table). The ma-
jority of patients (45, 72%) have 
been recruited in the U.S., where 
interest remains high. The table 
shows accrual sites and contacts 
in the U.S. and Canada. It is an-
ticipated that at least 2 addition-
al sites in the U.S. will open in 
2021–2022. InPACT has also 
generated worldwide interest and 
the InPACT Trial Steering Com-
mittee has explored a number 
of opportunities to expand into 
South America (1 approved site), 
Mexico (1 approved site), Italy  
(1 site negotiating to open trial) 

and India (several sites negotiating 
to join the trial).

A decision was made in ear-
ly 2021 to reduce the total study 
sample size to 200 patients. A 
Bayesian study design for 200 to-
tal patients accrued between the 
current date and 2024 (with an 
additional followup of 2 years) 
should provide sufficient end-
point data to meet the study ob-
jectives. Shown in figure 3 
is the original projected accrual 
curve and the new projected ac-
crual curve based upon 200 sub-
jects. Given the projected accrual 
and sample size adjustments one 
can see from the new curve that 
accrual is more in line with the 
adjusted study target. 

Summary
InPACT is a historic first in at-

tempting to provide “level one” 
evidence for the management of 
surgically resectable inguinal/pel-
vic metastases in penile cancer uti-
lizing multimodal treatment strat-
egies. Investigators are committed 
to providing the highest quality 
data and patient care. Despite ini-
tial challenges, the InPACT lead-
ership team remains cautiously 
optimistic that the study objec-
tives will be achieved based upon 
the high interest levels among cur-
rent partners and new internation-
al sites. STOP
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Table. EA8134 InPACT Trial: USA and Canadian accruing sites

Site Name Site Contact(s)

BCCA Cancer Centre for the Southern Interior Dr. Juanita Crook

BCCA Vancouver Cancer Centre Dr. Peter Black

Emory University Dr. Viraj Master

Fox Chase Dr. Daniel Geynisman

Mayo Clinic Dr. Lance Pagliaro

MDACC (MD Anderson Cancer Center) Dr. Curtis Pettaway

Medical University of South Carolina (MUSC) Dr. Robert Grubb

Moffitt Cancer Center Dr. Philippe Spiess

Ohio State University Dr. David Sharp

University of Chicago Dr. Scott Eggener

University of Colorado Dr. Janet Kukreja 

University of Kansas Cancer Center Dr. Hadley Wyre

University of Miami Dr. Chad Ritch

University of Oklahoma Dr. Brian Cross 

University of Virginia Dr. Stephen Culp

USC/Norris Comprehensive Cancer Center Dr. Anne Schuckman

UT Southwestern/Simmons Cancer Center-Dallas Dr. Vitaly Margulis 
Dr. Aditya Bagrodia

Figure 3. InPACT trial present vs targeted accruals with corresponding timelines.

Appendix. Study contacts

• USA
 Curtis Pettaway, MD (US Chair)
 cpettawa@mdanderson.org

 Philippe Spiess, MD (NASOC Chair)
 Philippe.Spiess@Moffit.org

 Viraj Master (NASOC)
 vmaster@emory.edu

 ECOG-Acrin Team
 ea8134team@jimmy.harvard.edu

• Canada
  Juanita Crook, MD (Canadian Study 

Chair)
 JCrook@bccancer.bc.ca

• UK
  Steve Nicholson, PhD (International 

Study Chair)
 wondersn@doctors.org.uk

 Steve Penegar, clinical trials manager
 InPACT-icrctsu@icr.ac.uk
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The Quality of Medical Information on the Internet
Stacy Loeb, MD, MSc, PhD (Hon)
New York University Langone Health and Manhattan 
Veterans Affairs

The Internet is an important 
source of health information for 
our patients and their families. 
Among adult Internet users, 72% 
say they have searched online 
for information about a range of 
health issues, the most popular 
being specific diseases and treat-
ments.1 The Internet can provide 
a valuable source of support and 
community, with 26% of adult 
Internet users reporting that they 
have read or watched someone 
else’s health experience and 16% 
saying they have gone online to 
find other people who share the 

same health condition within the 
past 12 months. 

However, many online resources 
fall short in providing useful health 
information for the lay public. One 
major problem is the understand-
ability and actionability of online 
information, which includes infor-
mation from health care profes-
sionals and organizations. Unfor-
tunately, we have found that many 
resources are presented above the 
recommended reading level for 
consumer health information and 
do not provide clear action steps 
for viewers.2

In addition, online resourc-
es may not present information 
that is culturally tailored or that 

reflects the diversity of the pop-
ulation. For example, we report-
ed under-representation of Black 
men in YouTube videos about 
clinical trials for prostate cancer.3 
We are currently studying the im-
pact of online information on ra-
cial disparities in prostate cancer 
in a grant from the Department of 
Defense.

Another significant problem is 
the dissemination of biased and/or 
misinformative information about 
health through online networks. 
For example, we reported that, 
among the top 150 YouTube vid-
eos in searches for “prostate can-
cer” and “bladder cancer,” more 
than a fifth contained a moderate 
to large amount of misinforma-
tion.4,5 Another new study reported 
on the top 50 news articles shared 
on Facebook and other social net-
works about 4 different cancers.6 
Among these 200 articles, 32.5% 
contained misinformation and 
30.5% contained harmful informa-
tion. Importantly, misinformative 
articles received more engagement 
from viewers.

The problem of online misinfor-
mation is not limited to oncology. 
Online content that is poor quality, 
false, misleading or commercially 
biased has been reported in female 
pelvic medicine, endourology, 
 sexual medicine and infertility.7 

Social media may be particular-
ly problematic in this regard. Mis-
information can be rapidly broad-
cast to large audiences in a “viral” 
way that was not previously possi-
ble. This phenomenon may be ex-
acerbated by interactions between 
users and by algorithms that priori-
tize popular content.8

Unfortunately, it is logistically 
infeasible for medical experts to 
manually review the vast quantity 
of online information. Therefore, 
an automated method to identify 
potentially misinformative con-
tent is needed. In an interdisci-
plinary collaboration, our group 
created a machine learning algo-
rithm incorporating multimodal 

features (eg meta-data, linguistic 
and acoustic features) to identify 
misinformation in YouTube vid-
eos about prostate cancer.9 The 
preliminary model had 74% accu-
racy, which we hope to improve 
through additional training. In the 
future, machine learning may fa-
cilitate a “smarter” search filter to 
help flag misinformation and pri-
oritize information that is likely to 
be of higher quality.

In the meantime, it is import-
ant for health care providers to 
direct patients to vetted sources 
of additional information. As the 
saying goes, “The solution to pol-
lution is dilution.” Active partic-
ipation of experts in the creation 
of online content can help to raise 
the signal above the noise and 
provide evidence-based informa-
tion about urological health to 
the public. STOP

Dr. Loeb is supported by the Department of 
Defense and the Prostate Cancer Foundation.
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Urological Practice
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University of Alabama School of Medicine,  
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Cryptocurrency is a rapidly 
evolving method of payment that 
is secured by blockchain technol-
ogy. It provides a decentralized 
form of payment between con-
sumer and provider of goods or 
services that is neither traceable 
nor identifiable by a third party. 
In recent history, cryptocurren-
cy has been utilized across the 

world to purchase various tangi-
ble products including jewelry, 
cars and boats. In fact, several 
well-known international cor-
porations have begun to accept 
cryptocurrency in recent years.1 

Interestingly, cryptocurrency 
has more recently penetrated 
into the health care industry as 
a form of payment in exchange 
for clinical services rendered. 
Many medical services are tradi-
tionally paid for as out-of-pocket 
costs, meaning that the consum-
er’s health care insurance policy 
does not universally cover costs 
for these select services. Exam-
ples include, but are not limited 
to, concierge medical care, aes-
thetic plastic and reconstructive 
surgeries, dermatological skin 
care procedures, and even some 
forms of novel cancer treatments. 

It is understood that these out-of-
pocket medical services for indi-
vidual patients are kept private 
under Health Insurance Portabil-
ity and Accountability Act (HI-
PAA) protections; however, pay-
ment with traditional currency, 
such as the United States dollar, 
leaves an identifiable paper trail 
between consumer and provid-
er, thereby limiting true security 
and confidentiality, which would 
be rendered fully anonymized 
with cryptocurrency use as a 
payment form. Recent history 
suggests that patients are already 
using cryptocurrency in select 
medical fields as a way to com-
bat traceable transactions for 
medical care services that may 
be considered more scrutinized 
or judged by today’s society. 

The forefront of cryptocurren-
cy adaptation in the health care 
industry lies within the field of 
plastic and reconstructive sur-
gery. Many plastic and recon-
structive surgeons across the 
world are currently accepting 
cryptocurrency as a valid form 
of payment.2,3 Alongside plastic 

surgery, dermatology clinics are 
also beginning to accept cryp-
tocurrency.4 These respective 
medical practices are meeting 
the demand of a patient pop-
ulation that desires a secure, 
unidentifiable way to pay for 
medical services. It is of strict 
importance that urologists and 
urology practices identify this al-
ternative payment as a potential 
avenue for patient security and 
consider offering cryptocurrency 
as an accepted form of monetary 
transaction. Doing so delivers 
a patient-centered approach to 
health care and gives urologi-
cal patients peace of mind that 
their services can be paid for in 
a secure, convenient manner. Of 
note, a urology practice in the 
Czech Republic recently began 
accepting cryptocurrency as a 
form of payment in 2021.5

It is important to understand 
that many common urological 
procedures are not covered by 
health care insurance.6,7 For ex-
ample, the mean out-of-pocket 

cost of an in vitro fertilization 
was as high as almost $20,000 
in 2013.7 While the monetary re-
quirement of the procedure is 
striking, it is as important to note 
the sensitive nature of the service 
provided. For health care condi-
tions or services that may serve as 
a source of psychological distress, 
patients may feel more comfort-
able and secure paying for these 
services if the privacy of this care 
could be guaranteed beyond the 
securities of provider–patient 
confidentiality, but also in the 
realm of payment tracing. Other 
procedures that are typically paid 
for out-of-pocket within the disci-
pline of urology include infertility 
services including assisted repro-
ductive techniques, cryopreserva-
tion of sperm, vasectomy rever-
sals, some novel forms of benign 
prostatic hyperplasia treatment 
and certain forms of focal abla-
tive prostate cancer treatment, 
among others.7  

While cryptocurrency is al-
ready being utilized in multiple 
medical fields, it naturally has 
skeptics and is the source of much 
criticism. Furthermore, there is 
inherent uncertainty and ambi-
guity with cryptocurrency when 
compared to traditional, tangible 
forms of government-backed cur-
rencies used for payment, such as 
the U.S. dollar.  Cryptocurrencies 
are a reliable source of currency 
for many consumers due to their 
direct exchange rates between the 
virtual currency and the respec-
tive patients’ centralized govern-
ment currency.8 Of course, cryp-
tocurrency does tend to fluctuate 
in value, but current trends sug-
gest increasing acceptance inter-
nationally. In 2021, El Salvador 
accepted Bitcoin as a legal ten-
der.9 While many providers may 
have varying opinions on crypto-
currency, it needs to be critically 
evaluated given its potential fu-
ture global adoption and role in 
medical payments. 

It is also important to consider 
the integration of cryptocurren-
cy in out-of-pocket health care 
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 services and the many barriers that 
may influence this. For instance, 
how will cryptocurrency evolve in 
different countries whose medical 
care is funded largely by a nation-
al public health system as a single 
payer? Canada, for one example, 
employs a universal health care 
system with the option to opt in 
for private health care insurance 
in the event that one elects to and 
has the financial means of doing 
so.9  Such a health care system may 
potentially permit for a more rap-
id expansion of cryptocurrency 
as an avenue for health care pay-
ment. Urologists and other health 
care providers in countries that 
give opportunity for supplemental 
health care in addition to baseline 
universal health care should look 
to accept cryptocurrency payment 
in preparation for those who are 
willing to pay a premium for out-
of-pocket concierge level health 
care. Nevertheless, all countries 
that provide urological health care 
should expect an increase in the 
demand for cryptocurrency as a 
valid source of payment due to its 
increasing availability, acceptance 
and privacy. 

The nuances of privacy within 
health care services in regard to 
cryptocurrency extend far beyond 
the purpose of this article. How-
ever, it is important to note that 
it is well within reason to believe 
that cryptocurrency will become 
a viable form of payment within 
health care in the near future due 
to its heavily encrypted nature. 
For now, this article illuminates 
the increasing probability of uro-
logical patients inquiring about 
cryptocurrency as a form of out-
of-pocket payment sometime in 
the future, potentially very soon. 
With the advent of health care 
practices in dermatology, plastic 
surgery and other surgical special-
ties with elective procedures like 
urology, validating cryptocurren-
cy as a valid form of monetary 
transaction, current and future 
urologists should recognize cryp-
tocurrency as an opportunity for 
business growth and marketing 
and be appropriately poised for 
this technological shift. STOP
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With New Imaging Software, Should Stone Volume  
Be the True Measure for Urolithiasis Research?
Tim Large, MD
Indiana University School of Medicine 

The prevalence of stone disease 
in the United States has been esti-
mated at 8.8% with an annual cost 
of $3.79 billion.1 A recent publica-
tion, assuming increases in popula-
tion size and stone prevalence, es-
timated a continual annual increase 
in cost of $1.24 billion per year 
through 2030.1 It is not surprising 
that technology surrounding the 
planning and execution of surgi-
cal treatment of nephrolithiasis is 
evolving to simplify and expedite 
stone removal to meet the increas-
ing demands of stone disease. 

Traditionally, the most common 
measured outcomes after nephroli-
thotripsy have included stone-free 
rates, postoperative pain scores, 
rates of sepsis and septic shock 
after surgery, operative time and, 
more recently, procedural costs.2 
Emerging now, however, as urolo-
gists are pushed to treat more dis-
ease, is a greater emphasis on surgi-
cal time stone clearance time, and 
lithotripsy potential is emerging as 
urologists are pushed to treat more 
stone disease. 

Additionally, the current spec-
trum of surgical approaches has 
become expansive. Ureteroscopy 
alone can be done with or with-
out a sheath, as a dusting or bas-
keting procedure, with standard or 
pulse-modulated holmium or thu-
lium fiber lasers. For percutaneous 
nephrolithotomy surgeons are ad-
justing patient positioning, sheath 
size, number of accesses, and most 
importantly lithotripters. Lastly, 
while external shockwave litho-
tripsy has had fewer advances, it is 
the workhorse for stone treatment 
and has an exciting contemporary 
in burst wave lithotripsy. Despite 
the explosion in surgical options, 
the guidelines are rigidly aligned 
with the greatest stone diameter in 
their recommendations for surgical 
approaches,3 having many down-
stream effects—one example being 
the contentious point of physician 
compensation discrepancies that 
exist for percutaneous nephrolitho-
tomy (50081 vs 50080) and uret-
eroscopy (52356).4  

Quantifying stone burden is a 
critical element from a surgeon’s 
perspective5 and along with stone 
location is considered a major pre-
operative predictor for treatment 
success. The obvious pitfall with us-
ing stone diameter to estimate stone 
burden is highlighted in an edito-
rial by De Coninck and  Traxer.6 
They illustrate that a “20 × 20 ×  
20 mm stone (4,189 mm3) is 16 times 
larger than a 20 × 5 × 5 mm stone  
(262 mm3), which is equiva-
lent to an 8 × 8 × 8 mm stone  
(268 mm3).”6 The glaring differ-
ence in stone burden between 
these 2 hypothetical 20 mm stones 
would likely be appreciated, radio-
graphically, by the treating urol-
ogist and an appropriate surgical 
approach selected to render the 
patient stone-free. The academic 
interest in accurately quantifying 
stone burden is intensifying as in-
creasingly more trials emerge com-
paring surgical approach and lith-
otripters. This is exemplified by a 
recent publication demonstrating 
that a difference in stone clear-
ance rates between the Trilogy 
(1,220±1,670 mm3/minute) and 
Shock Pulse-SE (770±680 mm3/
minute, p=0.054) systems ap-
peared only after controlling for 
total stone volume calculated with 
novel imaging software.7 This study 
was a straightforward comparison 
of 2 ultrasonic intracorporeal lith-

otripters, but perhaps more inter-
esting would be the comparison 
of the extremes such as dusting 
a 5,000 mm3 stone with ureteros-
copy and pulse modulated laser 
technology versus standard per-
cutaneous nephrolithotomy with 
a novel lithotripter. These types 
of studies answer interesting clin-
ical questions that have real world 
application for the practicing urol-
ogist, but a fair comparison starts 
with total stone volume as the 
metric for stone burden. 

There are several software ap-
plications currently available in-
cluding, but not limited to: qSAS 
(Mayo Clinic, Rochester, Minneso-
ta, https://ctcicblog.mayo.edu/ 
hubcap/qsas-stone-toolkit/), 3DSlic-
er (Boston, Massachusetts, https://
github.com/fredericpanthier/ 
SlicerKidneyStoneCalculator) and 
MATLAB 9.1 (Natick, Massachu-
setts; see figure). 3DSlicer is a free 
application while qSAS has a li-
censing agreement specifying its 
use for academic purposes. There 
are limitations to these applica-
tions. They typically require axial 
Digital Imaging and Communica-
tions in Medicine (DICOM) im-
ages only with thickness ranging 
from 1–5 mm. They are semi-au-
tomated software applications that 
require human stone or kidney 
tracings to calculate stone number, 
volume and density (Hounsfield 

units). Additional limitations in-
clude the lack of validation trials for 
these advanced software packages 
and studies demonstrating equiva-
lence to hand traced stone surface 
area for predicting stone free rates 
after surgery.8 Nevertheless, there 
is a growing interest in the appli-
cation of these software adjuncts 
highlighted by Ventimiglia et al in a 
recent publication proposing 2 nov-
el lithotripsy metrics: stone ablation 
(Joules/mm3) and ablation speed 
(mm3/second).9 Characterizing 
stone burden and complexity has 
been a primary focus for academic 
and clinical practice demonstrat-
ed with simple metrics like stone 
diameter to more comprehensive 
grading systems like the Guy’s 
stone score. The importance of re-
liably reporting stone burden has 
never been more apparent, and as 
stone volume software becomes 
fully automated and vetted with 
validation trials we should expect 
to see stone volume become the 
research standard for quantifying 
stone disease. STOP
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Figure. Example of qSAS imaging software with tracings of kidneys in axial plain (A), validation of 
appropriate kidney tracings on software rendered coronal imaging (B), and representation of qSAS 
dashboard with stone characteristics and 3D rendered image of lower pole stone (C). 
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The Role of Adjustable Slings in the Management of 
 Urinary Incontinence
Ervin Kocjancic, MD 
University of Illinois at Chicago

Alexandra L. Millman, MD, MPH
University of Illinois at Chicago

Management of male stress uri-
nary incontinence (SUI) is a con-
stantly developing field. Often sec-
ondary to radical prostatectomy, 
this condition has a significant im-
pact on quality of life. Although the 
artificial urinary sphincter (AUS) 
remains the gold standard, there is 
a continuous search for a less com-
plex solution. The adjustable male 
sling was born of the difficulty of 
achieving the perfect balance of 
tension in traditional slings: tight 
enough to create continence, but 
loose enough to avoid retention. 

What Are the Options?
There are 3 main types of adjust-

able male slings, which offer vari-
ations in positioning, material and 
method of adjustability: Argus-T® 
(Promedon, Cordoba, Argentina), 
ATOMS® (Adjustable Transobtur-
ator Male System; A.M.I.®, Feld-
kirch, Austria) and Remeex Male, 
or MRS (Male Re-adjustable Sys-
tem; Neomedic, Barcelona, Spain).1

Argus-T is a silicone-based sling 
consisting of a silicone pad that sits 
under the bulbar urethra and 2 sil-
icone arms that are brought out to 
the subcutaneous level via a trans-
obturator approach (fig. 1). There is 
no mesh component. The Argus-T 
is tightened by sliding 2 rings (re-
inforcement and adjustment rings) 
along each silicone arm. Adjust-
ments require an incision to access 
the rings.

ATOMS features an inflatable 
silicone cushion that sits under the 
bulbar urethra, 2 polypropylene 
mesh arms and a titanium access 
port for device inflation (fig. 2). 
The mesh arms are passed through 
the obturator foramen and then se-
cured back to the cushion, creating 
a 4-point fixation. The ATOMS is 
adjusted by increasing the volume 
of the cushion through percutane-
ous instillation of normal saline 
into a port located in the scrotum; 
adjustments are easily performed 
in the clinic. 

The Remeex Male consists of a 
short polypropylene mesh sling that 
sits under the bulbar urethra and is 
connected to a varitensor device by 
2 sutures (fig. 3). The varitensor sits 
in the suprapubic area, above the 
rectus fascia. This location cleverly 
provides increased resistance across 
the urethra when the patient increas-
es the abdominal pressure (eg during 
a cough). The device is adjusted by 
rotation of an external manipulator 
once the patient wakes from surgery. 
Adjustment is easily done with the 
patient in a standing position. Once 
adjusted, the external manipulator 

is removed, but it can be reconnect-
ed with a short procedure if further 
 adjustments are required.

Do They Work? 
The evidence base for adjust-

able male slings is growing. A re-
cent systematic review and me-
ta-analysis focusing on adjustable 
male slings found an overall cure 
rate (defined as 0–1 pad per day) 
of 69%.2 A systematic review and 
meta-analysis of all sling types by 
Meisterhofer et al reported that 
adjustable slings may have slight-

ly higher objective cure rates than 
fixed slings (pooled estimate 0.61 
vs 0.50), albeit with substantial het-
erogeneity among the studies and 
significant 95% confidence interval 
overlap between the estimates.3

Historically, male slings have 
been recommended for men with 
mild to moderate incontinence. 
There is hope that the adjustable 
slings may also prove efficacious for 
men with severe SUI. A meta-an-
alysis and systematic review by 
Guachetá Bomba et al compared 
adjustable male slings to AUS 
specifically for men with severe 
post-prostatectomy incontinence 
and found no significant difference 
in efficacy.4 However, although in-
cluded studies had at least 1 year 
of followup, this may not be long 
enough to assess durability of effect. 
Casteleijn and Cornel addressed 
the long-term durability of the Ar-
gus-T with 5-year followup data at 
their center.5 The authors divided 
patients into baseline incontinence 
less than vs more than 250 gm/day.  
Initially there was no difference in 
cure rates between groups; how-
ever, after 2 years of followup, 
the rates diverged (71% vs 40%, 
p=0.045) and the difference per-
sisted through to 5 years (54% vs 
29%, p=0.02). Other patient fac-
tors, such as history of radiation 
therapy, are likely important but 
have been inadequately studied. 

Are They Safe?
A main concern with any im-

plantable foreign material is the 
rate of extrusion, erosion and need 
for explant. The meta-analysis by 
da Silva et al reported an extru-
sion rate of 9.8% and local infec-
tion between 4% and 12%.2 They 
did not differentiate between types 
of adjustable sling; however, it is 
known that some sling materials 
are explanted more frequently than 
others. For example, a study by 
Friedl et al reported a 20% explant 
rate for the ATOMS device, with 
41% of explants being due to local 
titanium intolerance.6

Figure 1. Argus-T is completely silicone sling consisting of suburethral pad and transobturator 
notched arms with adjustment achieved by 2 sets of rings.

Figure 2. Adjustable Transobturator Male System (ATOMS) consists of volume-adjustable silicone 
cushion, polypropylene mesh arms that loop around inferior pubic rami and silicone-covered titanium 
scrotal port. Arrow-right Continued on page 19
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When Should You 
Consider an Adjustable 
Sling?

The American Urological Associ-
ation (AUA)/Society of Urodynam-
ics, Female Pelvic Medicine and 
Urogenital Reconstruction (SUFU) 
Guideline on Incontinence after 
Prostate Treatment does not differ-
entiate adjustable from fixed male 
slings; male slings are suggested as a 
treatment option for those with mild 
or moderate incontinence and only 
in special circumstances for those 
with severe incontinence.7 

With limited guidance, it is im-
portant to consider the individual 
patient’s circumstances. Comor-
bidities such as poor dexterity or 
cognition may preclude a patient 
from undergoing AUS even in the 
setting of severe incontinence, an 
excellent opportunity for adjust-
able sling use. 

Given the efficacy and safety dis-
cussed above, patient preference is 
paramount. Many patients wish to 
avoid a complex mechanical device 
such as the AUS even if the alterna-
tive may be less efficacious.8 When 
given the choice between a fixed 
and an adjustable sling, Chung et 
al demonstrated that many patients 
will choose an adjustable sling for 
the perceived advantage of a sim-
ple revision surgery in the face of 
persistent or recurrent incontin-
ence.9 In the instance that a patient 
does need a secondary incontin-
ence procedure, an adjustable male 
sling is a safe option, but patients 
should be counseled on the likely 
lower efficacy.10

Conclusion
Adjustable slings are appealing 

both to physicians wishing to precise-
ly tension the sling and to patients 
wishing to avoid a mechanical de-
vice or repeat major operation in the 
face of recurrent or persistent incon-
tinence. The safety is similar to AUS, 
and some studies suggest the efficacy 
approaches that of AUS even in the 
case of severe incontinence. STOP
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Figure 3. Remeex Male consists of polypropylene mesh sling connected by 2 polypropylene sutures 
to varitensor device placed in suprapubic area. Manipulator is removed with disconnector after 
adjustment is completed, before hospital discharge.  

ADJUSTABLE SLINGS FOR URINARY INCONTINENCE
Arrow-right Continued from page 18
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The Novo Small Cell Neuroendocrine Carcinoma of the 
Prostate: An Aggressive Variant of Prostate Cancer
Erick Sierra Díaz, MD
Hospital Angeles del Carmen

Carlos Beas Ruiz Velasco, MD
Hospital Angeles del Carmen

In 2020, the International Agen-
cy for Research on cancer report-
ed 1,414,259 new cases of prostate 
cancer, becoming the second most 
frequent type of neoplasia in males. 
Localized and metastatic adeno-
carcinoma of the prostate are well 
managed with several treatment 
options available. However, other 
variants such as neuroendocrine 
differentiation of prostate cell lines 
have increasingly become a clinical 
challenge. This aggressive variant 
of prostate cancer is characterized 
by hormone refractoriness, low or 
absent androgen receptors and is 
associated with low serum levels 
of prostate specific antigen (PSA).1 
The aim of this report is to present 
a rare case of a neuroendocrine 
prostate cancer case.

Case Presentation
A 45-year-old male was awak-

ened by an intense pain in the 
perineum. During the following 4 
days the patient used paracetamol 
and ibuprofen (self-medication) 
with no improvement. No other 
symptoms were reported, and the 
patient had no history of previous 
cancer or chronic pathology. The 
patient received medical attention 
from a urology surgeon. During 
the rectal digital examination, the 
prostate gland was solid and fixed. 
Serum levels of PSA were 2.8 ng/
ml. A transrectal ultrasound biopsy 
was performed reporting small cell 
neuroendocrine carcinoma. 

An open radical prostatectomy 
and pelvic lymph node dissection 
was performed with no intraoper-
ative complications. The diagnosis 
of the pathology report was small 
cell neuroendocrine carcinoma 
(WHO 2016) in 95% of the neo-
plasia with tumor necrosis of 60% 
and a mitotic index >20/2 mm2 
and a Gleason score 9 acinar ade-
nocarcinoma (4+5) ISUP 5 (2019) 

in 5% of the neoplasia. The cap-
sule, urethral and seminal vesicals 
were reported as infiltrated by the 
tumor.  Bilateral lymphatics were 
reported as negative for neopla-
sia. Figures 1–4 show microscopic 
features of the neoplasia.

Figures 1 and 2 show a mixed 
neoplasia pattern including small 
round cells with scarce eosinophil-
ic to clear cytoplasm. The nuclei 
show discrete variation in size with 
granular chromatin. The cells form 
small nests and, in some areas, a 
rosette pattern with extensive ne-
crosis and apoptosis is visible.

Figures 3 and 4 show micro-
scopic features compatible with 
mixed small cell neuroendocrine 
carcinoma negative for CD45 and 
AE1/AE3 cytokeratin and positive 
chromogranin with a proliferative 
index (ki67) of 60%.

At 6 months following surgery, 
the patient is under observation 
by oncology and urology. Conti-
nence is preserved and managed 
with 5-phospodiesterase inhibitors, 
which have shown partial results. 

Positron emission tomography 
(PET) scan reported local tumor 
and bone metastatic activity. There-
fore, the patient received adjuvant 
chemotherapy management with 6 
cycles of paclitaxel and carboplatin. 
Four weeks after finishing chemo-
therapy, the patient reported pelvic 
pain. A new PET scan showed local 
tumor activity and the patient is now 
under treatment with topotecan.

Discussion
Neuroendocrine carcinoma of 

the prostate may develop in pa-
tients with previous acinar adeno-
carcinoma in later stages of cas-
tration-resistant prostate cancer 
owing to lineage plasticity as an 

adaptative mechanism to targeted 
therapy.2,3 Adenocarcinoma of the 
prostate cells may acquire neuro-
endocrine differentiation and in 
extreme cases a complete transfor-
mation of small cell carcinoma.2 
Some molecules have been shown 
to trigger neuroendocrine differ-
entiation. Androgen-deprivation 
management might affect the ex-
pression of epithelial markers, such 
as a decrease in E-cadherin and an 
increased expression of mesen-
chymal markers (N-cadherin, vi-
mentin, Zeb1, Twist1 and Snail2) 
undergoing an epithelial and mes-
enchymal transition.2 Neuroen-
docrine differentiation, apoptosis 
and angiogenesis in prostate can-
cer cells under blocking androgen 
receptor treatment have been re-
lated to beta adrenergic signaling. 
Zhao and Li reported the role of 
beta-adrenergic signaling as a reg-
ulator of several cellular processes 
affecting development of aggres-
sive prostate cancer by regulating 
neuroendocrine differentiation.4 
Other biological markers are as-
sociated with neuroendocrine dif-
ferentiation such as IL-8 and IL-6 
in association with STAT3.5 The 
FOXA1 transcription factor is a 
necessary molecule for the devel-
opment and differentiation of ep-
ithelial cells in the prostate. This 
transcription factor recruits the an-
drogen receptor to lineage-specific 
genomic loci to turn on prostate 
gene expression, and is expressed 
at high levels in the prostate. Kim 
et al reported that FOXA1 was 
significantly down-regulated in 
neuroendocrine prostate cancer.5 
This neoplasia stage-dependent 
expression of FOXA12 is proba-
bly associated with its dual roles in 
promoting cell growth but inhibit-
ing neuroendocrine differentiation 
which are characteristics of castra-
tion-resistant prostate cancer and 
neuroendocrine prostate cancer.

While de novo cases are rare, it is 
assumed that these cases come from 
normal neuroendocrine cells or a 

CASE REPORT

Figure 1. Mixed neoplasia pattern including 
small round cells with scarce eosinophilic to 
clear cytoplasm. Nuclei show discrete variation 
in size with granular chromatin. Cells form small 
nests and, in some areas, rosette pattern with 
extensive necrosis and apoptosis is visible.

Figure 2. Microscopic features compatible 
with mixed small cell neuroendocrine carcino-
ma negative for CD45 and AE1/AE3 cytokeratin 
and positive chromogranin with a proliferative 
index (ki67) of 60%.

Figure 3. A mixed neoplasia pattern including 
small round cells with scarce eosinophilic to 
clear cytoplasm. The nuclei show discrete vari-
ation in size with granular chromatin. The cells 
form small nests and, in some areas, a rosette 
pattern with extensive necrosis and apoptosis 
is visible.

Figure 4. Microscopic features compatible 
with mixed small cell neuroendocrine carcinoma 
negative for CD45 and AE1/AE3 cytokeratin and 
positive chromogranin with proliferative index 
(ki67) of 60%. Arrow-right Continued on page 21
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multipotent stem cell located in the 
prostate, based on high  expression 
of CD44 and other genes related 
to stemness such as OCT-3/4 and 
Bmi. Scientific information suggests 
that neuroendocrine cells help to 
sustain surrounding prostate adeno-
carcinoma cellular growth through 
a paracrine mechanism via their se-
cretory products such as serotonin, 
neuron-specific enolase and others.2

Conclusion
Small cell neuroendocrine carci-

noma of the prostate is a rare con-
dition. Molecular mechanisms of 
cellular differentiation are not com-
pletely clear, especially in de novo 
cases. The present case is a good ex-
ample of an atypical presentation of 
an aggressive variant prostate can-
cer in a 45-year-old male. Informa-

tion about similar cases is necessary 
in order to provide an international 
consensus and to determine optimal 
management and prognosis. STOP
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In Utero Repair of Myelomeningocele—Should the 
 Management Paradigm for Neurogenic Bladder Change?
Antonio Macedo, Jr., MD
Federal University of São Paulo and  
CACAU-NUPEP

Marcela Leal da Cruz, MD
CACAU-NUPEP

In utero myelomeningocele 
(MMC) repair has shown ben-
efits with reduced need for ven-
triculoperitoneal shunt and im-
proved motor status (MOMS 
study).1 The potential improve-
ment in the bladder function is 
controversial, as the different 
studies published in the post-
MOMS era are conflicting: 
the American groups involved 
in MOMS2,3 and the Zurich 
group4,5 suggest benefits, while 
our studies in São Paulo, Bra-
zil go in the opposite direction 
and show no difference in the 
urological status, regardless of 
whether it is fetal or postnatal 
surgery.6–12

In 2011 we started a prospec-
tive urological followup protocol 
of patients with MMC operated 
in utero. After clinical evalua-
tion and radiological examina-
tions (urinary tract ultrasound, 
voiding cystourethrography and 
urodynamic evaluation [UE]) 
patients were categorized7 and 
treated as follows (fig. 1): 1) High 
Risk Pattern (overactive bladder 
with detrusor leak point pressure 
higher than 40 cmH2O and high-
er filling pressures also above 40 
cmH2O)—anticholinergics (0.2 
mg/kg) 2 or 3 times daily in as-
sociation with clean intermittent 
catheterization (CIC), 2) Incon-

tinent Pattern (overactive blad-
der with detrusor leak point 
pressure lower than 40 cmH2O 
or stable bladder but leaking be-
low 40 cmH2O), 3) Underactiv-
ity Pattern (underactive bladder 
with post-void residual urine)—
only CIC and 4) Normal Pattern 
(stable bladder cystometry with/
without leak page—only clinical 
surveillance.7 Our protocol sug-
gests assessments at 6-month in-
tervals until stability of the uro-
dynamic pattern and then yearly 
controls with further ultrasound 
and UE. All urodynamic evalu-
ations were performed using the 
same device and by the same in-
vestigators.

Incidence of Abnormal 
Bladder Patterns

Our first 100 cases evaluated 
at mean age of 5.8 months (me-
dian 4 months) were classified as 
high risk in 52.6%, incontinent 
in 27.4%, underactive bladder in 
4.2%, and only 14.7% had a nor-
mal bladder profile (fig. 2).9 CIC 
was initiated in 57.3% of cases and 
anticholinergics in 52.6%. Anti-
biotic prophylaxis was started in 
19.1% patients presenting with 
vesicoureteral reflux.9 This paper 
outlined the high incidence of ab-
normal bladder patterns and sug-
gests poor benefit of in utero MMC 
surgery towards the urinary tract. 
Very importantly, papers from 
the U.S. and Europe do not re-
cord patients with low sphincteric 
function and simply classify them 

as nonrisk. I consider this wrong. 
These patients will need major 
bladder reconstruction to be con-
tinent and therefore their bladder 

pattern should be counted as ab-
normal, too.

Figure 1. Bladder patterns in MMC.7

Figure 2. Bladder categorization after in utero MMC surgery: first 100 cases.9
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Urinary Continence
In a previous paper we looked 

for patients aged 5 years or older for 
evaluation of urinary and fecal con-
tinence.11 We identified 14 patients; 
3 patients had undergone surgery 
(2 augmentations, ie 1 in associ-
ation with a left colon antegrade 
colonic enema Macedo-Malone 
procedure and 1 mini-sling ure-
throplasty). Twelve patients under-
went CIC (85.7%). Only 3 (21.4%) 
patients had no urinary leakage. 
Eleven patients (78.6%) used dia-
pers. Eight patients (57.2%) under-
went retrograde rectal irrigation 
and 11 (78.6%) complained of fe-
cal loss. Despite the use of CIC in 
85.7% of the cases, the continence 
rate in MMC patients operated on 
in utero was low and 78.6% of the 
patients used diapers.11

We have recently reported on 
our experience in patients oper-
ated in utero and presenting with 
sphincter insufficiency patterns.12 
From a total of 117 patients we 
found 30 patients (25.64%) classi-

fied as incontinent when leaking 
at low pressure (<40 cmH2O). 
We noticed a change of bladder 
pattern with time as follows: 6 
patients became of high-risk pat-
tern, 5 normal and 2 with under-
active bladder pattern. The aver-
age interval between the first and 
last UE was 25.5 months (medi-
an: 15 months). We concluded 
that 43.47% of patients with low 
detrusor leak point pressure have 
kept the incontinent pattern. If 
the initial leak point pressure 
was below 30 cm H2O, 70% re-
mained with the incontinent pat-
tern.12

Response to Treatment 
in High-Risk Patterns and 
Incidence of Surgery

Between 2011 and 2020, we 
have studied 121 patients and 60 
(49.6%) of them were initially cat-
egorized as high-risk and includ-
ed in this study.13 The initial UE 

was performed at a mean age of 
7.9 months and hyperactivity was 
found in 83.3% (mean maximum 
pressure of 76.5 cmH2O). When 
evaluating patients with 2 or more 
UEs, we identified 44 patients (fol-
lowup: 36.8 months). The recatego-
rization of the bladder pattern con-
firmed maintenance of high-risk in 
61.4% and low-risk in 38.6% in the 
second examination. Patients who 
underwent 3, 4 and 5 UEs had a 
response close to 60% of change in 
the bladder pattern to low-risk. The 
incidence of surgery was 13.3% (3 
vesicostomy, 2 vesicoureteral re-
flux surgeries and 3 bladder aug-
mentation). Early urological treat-
ment of high-risk bladder patterns 
was effective at approximately 60% 
and the incidence of surgery was 
13.3%.13

Comparison of in Utero 
and Postnatal Repair 
Objectively Assessed by 
Urodynamic Evaluation

We compared the bladder sta-
tus in patients who underwent fe-
tal MMC surgery and postnatal 
repair. Group 1 consisted of in ute-
ro surgery and Group 2 consisted 
of postnatal repair. Group 3 was 
a subgroup of Group 2, including 
patients presenting initially with 
age below 12 months.10 We identi-
fied 88 patients in Group 1, 86 in 
Group 2 and 38 patients in Group 
3. The incidence of urinary tract 
infection was higher in the postna-
tal period (45% vs 20%). Hydrone-
phrosis occurred in 20.7%, 22.6% 
and 28.9% in Groups 1, 2 and 3, 
respectively. Vesicoureteral reflux 
was diagnosed in 15% in all groups. 
Urodynamic data showed a higher 
prevalence of detrusor overactiv-
ity in Group 1 and no difference 
in other urodynamic parameters. 
The high-risk bladder pattern at 

initial evaluation occurred in 56%, 
50% and 46% of groups 1, 2 and 
3, respectively. There was a trend 
to decrease the percentages of the 
high-risk bladder pattern and to in-
crease the normal pattern after the 
treatment in all groups.10 We were 
able to conclude that in utero repair 
did not improve urological param-
eters when compared to patients 
operated in the postnatal period. STOP
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Figure 3. Detrusor Pmax of high-risk pattern after treatment in active followup.13
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Medicolegal Principles in Penile Surgical  
Malpractice Lawsuits
Glenn W. Dopf, JD, LLM 
DOPF, P.C.

Martin B. Adams, JD
DOPF, P.C.

Because medicolegal challenges are more 
likely in genital surgery, the Editors 
invited Mr. Dopf to provide our readership 
with some general context on medicolegal 
principles.

Medicine is an art and a science. 
No doubt, surgical care can lead 
to patient dissatisfaction or injury, 
even when the surgeon does his or 
her best to achieve a satisfactory 
and successful outcome. The result 
can be that the patient (“plaintiff”) 
sues the surgeon (“defendant”) for 
medical malpractice. 

Elements of a Surgical 
Malpractice Lawsuit

A patient-plaintiff who sues a 
defendant-surgeon for medical 
malpractice must prove 4 elements 
to succeed in a lawsuit: 1) duty, 
2) breach of duty, 3) proximate 
causation and 4) damages. The phy-
sician-patient relationship is consen-
sual in nature. A surgeon’s duty of 
care owed to a patient is defined by 
the scope of surgical care and treat-
ment undertaken by the surgeon.

The surgical community sets 
the standard of care that a surgeon 
owes to the patient. One court has 
stated, “A physician’s duty is to 
provide the level of care accept-
able in the professional communi-
ty in which he practices … He is 
not required to achieve success in 
every case and cannot be held lia-
ble for mere errors of professional 
judgment….”1

When a surgeon fails to live up 
to the applicable standard of care, 
then the surgeon has breached a 
duty of care owed to the patient. 
That breach is a “departure” or “de-
viation” from the standard of care.

A plaintiff must show that the 

surgeon’s breach of a standard of 
care proximately caused plain-
tiff’s claimed injuries and damag-
es. Proximate cause is a legal term 
meaning that defendant’s breach 
of duty was a substantial factor in 
bringing about the injuries and 
damages.

Finally, a plaintiff must prove the 
damages that he suffered as a result 
of defendant-surgeon’s departure 
or deviation from the standard of 
surgical care. Damages typically 
include pain and suffering, such as 
scarring, disfigurement and impo-
tence. The patient may have had to 
undergo further surgical treatment, 
including removal of an implant, 
to correct damages caused by 
 defendant-penile surgeon. Plaintiff 
may also sue for economic damag-
es, such as medical expenses and 
loss of earnings and earning capac-
ity caused by the malpractice. 

Experts in Surgical 
Malpractice Trials

Medical malpractice trials have 
been called “battles of the experts.” 
When each side produces medical 
or surgical experts to state their cli-
ent’s position, the jury has the job 
of deciding which experts are more 
believable.

A trial is required where both 
plaintiff and defendant have med-
ical experts willing to testify on 
behalf of their client’s position. In 
a case where plaintiff claimed that 
defendants negligently performed 
penile augmentation surgery, de-
fendants’ pre-trial application to 
the court (“motion”) to dismiss 
the complaint was denied because 
“both parties have submitted ex-
pert medical evidence sufficient to 
support their respective conflicting 
positions. The parties’ submissions 
make clear that there are material 
disputed issues” as to whether al-
leged failures on the part of defen-
dant who performed the surgery 

proximately caused the patient’s 
erectile dysfunction, ruled the 
court.2

The trier of fact, whether a jury 
or a trial judge, may find that plain-
tiff’s expert’s opinion may be “enti-
tled to decidedly less weight” than 
that of defendant’s expert opinion 
where plaintiff’s expert’s experi-
ence in penile surgery is “extreme-
ly limited.” That expert may have 
had a urology practice that treated 
few patients with penile problems, 
and the expert may have had lim-
ited experience in performing pe-
nile surgery, as compared to defen-
dant’s expert.3

Informed Consent 
In addition to suing for surgi-

cal malpractice, plaintiff typically 
alleges that the surgeon failed to 
obtain plaintiff’s informed consent 
to surgery. A surgeon is required to 
disclose to a patient alternatives to 
proposed surgery as well as reason-
ably foreseeable risks and benefits 
involved, so that the patient can 
make a knowledgeable decision. 

The surgeon needs to disclose 
material risks of the procedure. In 
a case in which a patient with Pey-
ronie’s disease underwent surgery 
for insertion of an inflatable pe-
nile prosthesis, the patient suffered 
postoperative gangrene with resul-
tant near-complete amputation of 
his penis. A verdict for plaintiff was 
affirmed on appeal. “There was 
evidence that defendants did not 
discuss the risk of infection with 
plaintiff and did not give plaintiff 
any details about the failure rate of 
the prosthesis … Plaintiff testified 
that he would not have consent-
ed to the surgery if he had known 
of all of the material risks, includ-
ing the failure rate,” observed the 
appellate court.4

A written consent form is help-
ful to a surgeon in proving that the 
patient gave an informed consent. 

However, the written consent 
form is not decisive on its own. 
In a case arising from defendant’s 
performance of penile augmen-
tation surgery, the court refused 
to dismiss the complaint prior to 
trial. Plaintiff signed a consent 
form, which indicated that it is 
“possible” that plaintiff may ex-
perience decreased sensitivity, de-
creased angle of erection or sex-
ual dysfunction. The judge noted 
that “the form clearly downplayed 
these risks by, for example, stating 
that any sexual dysfunction would 
‘most likely … be temporary.’ 
Nor did the form disclose the risk 
of permanent sexual dysfunction 
or internal scarring … [which] 
was the cause of plaintiff’s post- 
procedure erectile problems. In 
addition, plaintiff’s deposition tes-
timony directly contradicts defen-
dant’s assertion that he verbally 
advised plaintiff of the reasonably 
foreseeable risks of the procedure, 
and he further alleges that the 
consent forms he signed shortly 
before the procedure commenced 
were never explained to him. Fi-
nally, plaintiff’s expert addressed 
the signed consent form by stating 
that ‘the authorization for penile 
augmentation obtained by [defen-
dant-surgeon] is misleading and 
minimized the risks of the pro-
cedure. Simply having [plaintiff] 
sign a consent form without ex-
plaining the risks of the procedure 
to him is not a proper informed 
consent.’…”5 STOP
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The Failed Pyeloplasty—Are There Minimally  
Invasive Options for Success?
Aznive Aghababian, BS
Children’s Hospital of Philadelphia
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Sameer Mittal, MD, MS
Children’s Hospital of Philadelphia

Ureteropelvic junction obstruc-
tion (UPJO) is the most common 
pathological cause of severe con-
genital hydronephrosis. Despite 
the relative frequency in which pa-
tients present and undergo repair 
for UPJO within a pediatric uro-
logical practice, studies show that 
the number of pyeloplasties per-
formed have steadily declined year 
over year from 2003–2015.1 This 
may be due to the increased use of 
dynamic and functional imaging in 
cases of severe dilation. In cases of 
equivocal drainage on renal scin-
tigraphy, observation is generally 
recommended, although increased 
use of magnetic resonance urog-
raphy may further elucidate the 
etiology of obstruction (ie crossing 
vessel). Our experience is that mag-
netic resonance urography (MRU), 
which offers high spatial resolution 
and assessment of drainage, has 
been a valuable tool, especially in 
cases of complex anatomy

Once diagnosed, the Ander-
son-Hynes dismembered py-
eloplasty has remained the gold 
standard for surgical repair. Al-
though overall cases have been 
declining ~7% annually, the robotic 
assisted approach has steadily in-
creased ~29% annually and ac-
counted for 40% of cases in 2015.2 
This shift toward utilization of min-
imally invasive surgery (MIS) has 

led many surgeons to replace con-
ventional approaches in their own 
practices. 

In recent studies, outcomes of the 
traditional open pyeloplasty have 
been reported to carry higher mor-
bidity rates, longer hospital stay, 
and higher analgesic use, while the 
MIS approach has been associated 
with shorter hospital stay and low-
er analgesic use.3 Studies have re-
ported success rates using an MIS 
technique, defined as resolution of 
symptoms, improvement of hydro-
nephrosis and/or improved drain-
age on renography between 92% 
and 98%, which is equivalent to the 
open approach. Although excel-
lent, there is still significant debate 
on the management approach for 
patients presenting with a failed 
pyeloplasty and/or recurrent ob-
struction. 

Multiple studies have looked 
at varying approaches of manage-
ment in cases of recurrent obstruc-
tion such as endourological proce-
dures including endopyelotomy, 
balloon dilation or temporizing 
ureteral stents with varying success 
with short followup duration.4,5 In 
a critical evaluation of our own ex-
perience with patients referred for 
management of re-obstruction after 
pyeloplasty, we found that patients 
may undergo a mean of 3.3 endo-
scopic procedures prior to defini-
tive repair with redo pyeloplasty.6

In cases where a redo recon-
struction is being considered, se-
lecting the best technique of ei-
ther open or minimally invasive 
approach has continued to foster 
debate due to the scarcity of data, 
small case numbers and a lack of 

appropriate control groups for ad-
equate comparison. In cases of re-
current UPJO, extensive scarring 
at the ureteropelvic junction locus 
from the index procedure or previ-
ous history of endourological pro-
cedures can lead to technical chal-
lenges of the redo operation. 

Recently, we retrospectively 
compared our single-institution out-
comes of redo robotic pyeloplasty 
with outcomes of those undergoing 
primary robotic pyeloplasty. We 
noted a longer procedure time (278 
vs 198.9 minutes) and hospital stay 
for redo cases, although there was 
no statistical difference in the post-
operative complications, need for 
additional endoscopic procedures, 
or success between the 2 groups.7 
This analysis reinforced our belief 
that the robotic approach is a safe 
and effective way to manage failed 
pyeloplasty with outcomes compa-
rable to primary robotic repair for 
UPJO. 

One benefit to the robotic ap-
proach for these cases is the abili-
ty to visualize the entire course of 
the renal pelvis, ureter and their 
respective orientations. The feared 
missed crossing vessel should be 
eliminated with this approach. A 
missed crossing vessel was seen in 
a number of our patients undergo-
ing redo pyeloplasty.

Additionally, our experience 
with robot-assisted laparoscopic 
ureterocalicostomy (RALUC) for 
refractory cases or those with sig-
nificant intrarenal dilation shows 
promise. A multi-institutional 
collaboration to report outcomes 
of pediatric patients undergoing 
RALUC was presented at the 2021 

AUA Annual Meeting. We showed 
that patients undergoing RALUC 
had 0% incidences of Grade III–V 
Clavien-Dindo complications with 
an overall success rate of 90.5%. 
Our results show that RALUC is 
a viable technique for refractory 
cases or complex anomalies with 
extensive scarring. 

Many other academic centers 
continue to report positive out-
comes for robotic reconstruction 
in children. This has led to the de-
velopment of a multi-institutional 
collaborative effort called the Pe-
diatric Urologic Robotic Surgeons 
(PURS) consortium. Currently, this 
consortium includes 7 high-volume 
pediatric institutions with the hopes 
to further multi-institutional report-
ing and knowledge sharing on the 
techniques of minimally invasive 
pediatric reconstruction. STOP
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Women in Urology
Susan M. MacDonald, MD
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The Ask Is MORE, the 
Opportunity Is LESS: 
Promotion for Women in 
Urology

Women are promoted more 
slowly compared to their male 
counterparts in urology, partic-
ularly from assistant to associate 
professor.1 The delay is multifacto-
rial. Janet Bickel argued that rather 
than a “glass ceiling,” the lack of 
progress for women in academic 
medicine is better attributed to “cu-
mulative career disadvantages.”2 In 
other words, death by a thousand 
cuts, all of which are small but to-
gether systemically slanting the 
playing field against our success 
and promotion. 

The “MORE”
More administrative tasks/

departmental housekeeping: 
Women are conditioned societally 
as nurturers to take care of what 
needs to be done and as young-
er professionals may not feel they 
can say no to administrative tasks 
or committees that take up valu-
able time. Making call schedules, 
championing telehealth, oversee-
ing medical student rotations and 
managing physician extenders are 
some of the many tasks that have 
been cited as time intensive tasks 
offered to women with poor trans-
lation into equity toward promo-
tion. In addition to the global/de-
partmental asks of more, there may 
be more day to day. In a qualitative 
study at the University of Michigan 
on barriers to promotion, one par-
ticipant said, “If my clinical sup-
port is asking me to do 10% or 15% 
more than they would ask the male 
colleagues to do, then that’s 10% 
to 15% of my time that I have to 
spend doing the clinical work that I 
don’t have for other things.”3

More potential bias against 
promotion: Promotional com-
mittees often lack female represen-
tation due to the slow generational 
shift of accepting women in med-

icine and/or delayed promotion. 
Additionally, lack of transparency 
in the process leads to non-uniform 
application of the requirements. 
In the 2018 AUA census, 30.1% of 
women vs 0.2% of men answered 
affirmative that “my professional 
growth is limited because of my 
gender.”4  

More duties at home: Wom-
en more often have spouses with 
full time careers and share in 
household responsibilities if not 
taking on a larger role. More than 
double the number of women urol-
ogists reported primary respon-
sibility of day-to-day household 
duties compared to men (19.6% 
vs 7.9%), and double the number 
of male urologists reported their 
partner was primarily responsible 
(48.8% vs 24.6%) in the 2018 AUA 
census.4 Similar numbers of men 
and women respectively reported 
a shared responsibility (38.9% vs 
42.1%), but the degree to which 
that responsibility is shared was 
not queried.4 Further, this is re-
inforced by the fact that 81.6% of 
female urologists report a spouse 
who works while only 46.1% of 
male urologists report the same.4 
A spouse who manages the house-
hold (of any gender) inherently 
contributes to the success of their 
surgical counterpart.

More leave for childbear-
ing: If a woman urologist takes ma-
ternity leave in practice it is typically 
8–12 weeks. Most faculty are hired 
as assistant professors between the 
ages of 31 and 35 years old, which 
coincides with the age of childbear-
ing for women urologists as reported 
by Lerner et al in 2009 (average age 
of 32.6 years for first child, 35.1 for 
second child, 36.5 for third child).5 
The time out of work alone could 
delay promotion, even ignoring the 
demands of motherhood such as 
breastfeeding and fatigue with night-
time waking that might make aca-
demic productivity difficult.

The “LESS”
Less respect: Women are com-

monly and repeatedly invalidated 
with the assumption that they are 
a trainee, nurse or physician ex-
tender. When women assert a po-

sition of authority in accordance 
with surgical culture, they can be 
deemed “aggressive” or “difficult 
to work with.” These profession-
al reputations then go on to influ-
ence promotional committees. The 
University of Michigan study cited 
above identified difficult interper-
sonal relations with both supervi-
sors and clinical support staff as a 
barrier to promotion.3 

Fewer role models/spon-
sors: People tend to favor mentees 
who resemble themselves, which 
is problematic since there are few 
women who hold leadership roles 
in urology. Successful women urol-
ogists also have unique insight on 
balancing the demands of home/
work as well as navigating the 
complex gender interactions with-
in a department. Women may be 
in particular need of mentoring 
due to self-imposed limitations, ie 
imposter syndrome vs the external 
expectation that they will be less 
successful due to their gender. 

Less grant funding: A mean 
of $39,106 less was awarded in Na-
tional Institutes of Health funding 
to first time female principal inves-
tigators as compared to their male 
colleagues.6 

Fewer opportunities for na-
tional recognition: A recent ex-
amination of plenary panels at the 
AUA meeting shows that the major-
ity were composed of all men (59%), 
and between the years of 2017 and 
2019 there was no increase in female 
representation.7 During the same 
time the number and proportion of 
female moderators at the plenary 
decreased each year.8 Female repre-
sentation on editorial boards of the 4 
highest impact journals has only in-
creased from 2.2% to 4.8% between 
2000 and 2018.9 

Less salary: Both baseline sal-
ary (~$76,321 per year discrepan-
cy after adjusting for hours, call, 
age, practice type and setting) and 
industry-sponsored payments have 
been shown to be lower for female 
urologists.10,11 How does money 
correlate? Money creates the op-
portunity to outsource the previ-
ously mentioned home duties (ie 
housekeeper, nanny), thus indirect-
ly creating time to focus on publi-
cations. Many in academic med-

icine write publications on nights 
and weekends, time which is scarce 
for women with children.  

In summary, these additional ex-
pectations combined with less men-
toring and resources affect women 
to varying degrees depending on 
institutional culture and the indi-
vidual’s age, demeanor, spouse and 
childbearing status. As biases and 
the resulting disparities are difficult 
to quantify, further research will be 
crucial in identifying the barriers ex-
perienced by women. While no sin-
gle factor is responsible for the delay 
in promoting women, the myriad in-
equalities make promotion an uphill 
battle for women in urology. Sugges-
tions to address this imbalance in-
clude equal pay, active mentorship/
sponsorship of women, increased 
visibility of women in leadership po-
sitions, equal distribution of admin-
istrative tasks between genders and 
promoting paternity leave for male 
urologists. STOP
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† All patients who enrolled in the TITAN study started ADT for mCSPC ≤6 months 
prior to randomization.2

Study Design: SPARTAN was a phase 3, multicenter, randomized, double-
blind, placebo-controlled trial of patients with nmCRPC (N=1207). Patients had 
a PSA doubling time ≤10 months and serum testosterone levels <50 ng/dL. All 
patients enrolled were confirmed to be non-metastatic by blinded central imaging 
review. Patients with a history of seizure, predisposing factors for seizure, or 
receiving drugs known to decrease the seizure threshold or to induce seizure were 
excluded. Patients were randomized 2:1 to receive ERLEADA®  
240 mg orally once daily or placebo orally once daily. All patients in the SPARTAN 
trial received a concomitant GnRH analog or had a bilateral orchiectomy. The 
primary endpoint was metastasis-free survival (MFS), defined as the time from 
randomization to the time of first evidence of blinded independent central 
review-confirmed distant metastasis, defined as new bone or soft tissue lesions 
or enlarged lymph nodes above the iliac bifurcation, or death due to any 
cause, whichever occurred first. Secondary endpoints were time to metastasis, 
progression-free survival, time to symptomatic progression, overall survival, and 
time to initiation of cytotoxic chemotherapy.1,3

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

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

IMPORTANT SAFETY INFORMATION 
WARNINGS AND PRECAUTIONS 
Cerebrovascular and Ischemic Cardiovascular Events — 
In a randomized study (SPARTAN) of patients with nmCRPC, ischemic 
cardiovascular events occurred in 4% of patients treated with 
ERLEADA® and 3% of patients treated with placebo. In a randomized 
study (TITAN) in patients with mCSPC, ischemic cardiovascular events 
occurred in 4% of patients treated with ERLEADA® and 2% of patients 
treated with placebo. Across the SPARTAN and TITAN studies, 5 
patients (0.5%) treated with ERLEADA® and 2 patients (0.2%) treated 
with placebo died from an ischemic cardiovascular event. Patients 
with history of unstable angina, myocardial infarction, congestive 
heart failure, stroke, or transient ischemic attack within 6 months of 
randomization were excluded from the SPARTAN and TITAN studies.
In the SPARTAN study, cerebrovascular events occurred in 4.7% of 
patients treated with ERLEADA® and 0.8% of patients treated with 
placebo. In the TITAN study, cerebrovascular events occurred in 1.9% 
of patients treated with ERLEADA® and 2.1% of patients treated with 
placebo. Across the SPARTAN and TITAN studies, 3 patients (0.2%) 
treated with ERLEADA®, and 2 patients (0.2%) treated with placebo 
died from a cerebrovascular event.
 

Cerebrovascular and ischemic cardiovascular events, including 
events leading to death, occurred in patients receiving ERLEADA®. 
Monitor for signs and symptoms of ischemic heart disease and 
cerebrovascular disorders. Optimize management of cardiovascular 
risk factors, such as hypertension, diabetes, or dyslipidemia. Consider 
discontinuation of ERLEADA® for Grade 3 and 4 events.
Fractures — In a randomized study (SPARTAN) of patients 
with nmCRPC, fractures occurred in 12% of patients treated 
with ERLEADA® and in 7% of patients treated with placebo. In a 
randomized study (TITAN) of patients with mCSPC, fractures occurred 
in 9% of patients treated with ERLEADA® and in 6% of patients 
treated with placebo. Evaluate patients for fracture risk. Monitor 
and manage patients at risk for fractures according to established 
treatment guidelines and consider use of bone-targeted agents. 
Falls — In a randomized study (SPARTAN), falls occurred in 
16% of patients treated with ERLEADA® compared with 9% of 
patients treated with placebo. Falls were not associated with loss 
of consciousness or seizure. Falls occurred in patients receiving 
ERLEADA® with increased frequency in the elderly. Evaluate patients 
for fall risk.
Seizure — In two randomized studies (SPARTAN and TITAN),  
5 patients (0.4%) treated with ERLEADA® and 1 patient treated with 
placebo (0.1%) experienced a seizure. Permanently discontinue 
ERLEADA® in patients who develop a seizure during treatment. It is 
unknown whether anti-epileptic medications will prevent seizures with 
ERLEADA®. Advise patients of the risk of developing a seizure while 
receiving ERLEADA® and of engaging in any activity where sudden loss 
of consciousness could cause harm to themselves or others.

Embryo-Fetal Toxicity — The safety and 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. 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 (8.1, 8.3)].

ADVERSE REACTIONS 
Adverse Reactions — The most common adverse reactions 
(≥10%) that occurred more frequently in the ERLEADA®-treated 
patients (≥2% over placebo) from the randomized placebo-controlled 
clinical trials (TITAN and SPARTAN) were fatigue, arthralgia, rash, 
decreased appetite, fall, weight decreased, hypertension, hot flush, 
diarrhea, and fracture. 
Laboratory Abnormalities — All Grades (Grade 3-4)
  •  Hematology — In the TITAN study: white blood cell decreased 

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

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

References: 1. ERLEADA® [Prescribing Information]. Horsham, PA: Janssen Biotech, Inc. 2. Chi KN, Agarwal N, Bjartell A, et al; for the TITAN Investigators.  
Apalutamide for metastatic, castration-sensitive prostate cancer. N Engl J Med. 2019;381(1):13-24. 3. Smith MR, Saad F, Chowdhury S, et al; for the SPARTAN  
Investigators. Apalutamide treatment and metastasis-free survival in prostate cancer. N Engl J Med. 2018;378(15):1408-1418.
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In the TITAN study*†:
33% reduction  
in the risk of death1 
(ERLEADA® + ADT vs placebo + ADT; median 
overall survival was not estimable in either arm; 
HR=0.67; 95% CI: 0.51, 0.89; P=0.0053)

In the SPARTAN study‡§:  
�-YEAR improvement  
in median MFS1 
(ERLEADA® + ADT vs placebo + ADT; 40.5 months vs 16.2 
months; HR=0.28; 95% CI: 0.23, 0.35; P<0.0001)
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Please see Brief Summary of full Prescribing Information for ERLEADA® on subsequent pages.

Rash — In 2 randomized studies (SPARTAN and TITAN), rash was 
most commonly described as macular or maculopapular. Adverse 
reactions of rash were 26% with ERLEADA® vs 8% with placebo. Grade 
3 rashes (defined as covering >30% body surface area [BSA]) were 
reported with ERLEADA® treatment (6%) vs placebo (0.5%).
The onset of rash occurred at a median of 83 days. Rash resolved 
in 78% of patients within a median of 78 days from onset of rash. 
Rash was commonly managed with oral antihistamines, topical 
corticosteroids, and 19% of patients received systemic corticosteroids. 
Dose reduction or dose interruption occurred in 14% and 28% of 
patients, respectively. Of the patients who had dose interruption, 59% 
experienced recurrence of rash upon reintroduction of ERLEADA®.
Hypothyroidism — In 2 randomized studies (SPARTAN and 
TITAN), 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, when clinically indicated, 
should be initiated or dose-adjusted.

DRUG INTERACTIONS
Effect of Other Drugs on ERLEADA® —  
Co-administration of a strong CYP2C8 or CYP3A4 inhibitor is 
predicted to increase the steady-state exposure of the active 
moieties. No initial dose adjustment is necessary; however, 
reduce the ERLEADA® dose based on tolerability [see Dosage and 
Administration (2.2)].

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. P-gp, BCRP, or OATP1B1 Substrates 
— Apalutamide is a weak inducer of P-glycoprotein (P-gp), breast 
cancer resistance protein (BCRP), and organic anion transporting 
polypeptide 1B1 (OATP1B1) clinically. Concomitant use of ERLEADA® 
with medications that are substrates of P-gp, BCRP, or OATP1B1 
can result in lower exposure of these medications. Use caution if 
substrates of P-gp, BCRP, or OATP1B1 must be co-administered with 
ERLEADA® and evaluate for loss of activity if medication is continued.

ADT = androgen deprivation therapy; AR = androgen receptor; CI = confidence 
interval; CT = computed tomography; GnRH = gonadotropin-releasing hormone;  
HR = hazard ratio; mCSPC = metastatic castration-sensitive prostate cancer;  
MFS = metastasis-free survival; nmCRPC = non-metastatic castration-resistant 
prostate cancer; PSA = prostate-specific antigen; rPFS = radiographic  
progression-free survival; SPARTAN = Selective Prostate Androgen Receptor 
Targeting with ARN-509; TITAN = Targeted Investigational Treatment Analysis of 
Novel Antiandrogen.

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

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

Study Design: SPARTAN was a phase 3, multicenter, randomized, double-
blind, placebo-controlled trial of patients with nmCRPC (N=1207). Patients had 
a PSA doubling time ≤10 months and serum testosterone levels <50 ng/dL. All 
patients enrolled were confirmed to be non-metastatic by blinded central imaging 
review. Patients with a history of seizure, predisposing factors for seizure, or 
receiving drugs known to decrease the seizure threshold or to induce seizure were 
excluded. Patients were randomized 2:1 to receive ERLEADA®  
240 mg orally once daily or placebo orally once daily. All patients in the SPARTAN 
trial received a concomitant GnRH analog or had a bilateral orchiectomy. The 
primary endpoint was metastasis-free survival (MFS), defined as the time from 
randomization to the time of first evidence of blinded independent central 
review-confirmed distant metastasis, defined as new bone or soft tissue lesions 
or enlarged lymph nodes above the iliac bifurcation, or death due to any 
cause, whichever occurred first. Secondary endpoints were time to metastasis, 
progression-free survival, time to symptomatic progression, overall survival, and 
time to initiation of cytotoxic chemotherapy.1,3

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

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

IMPORTANT SAFETY INFORMATION 
WARNINGS AND PRECAUTIONS 
Cerebrovascular and Ischemic Cardiovascular Events — 
In a randomized study (SPARTAN) of patients with nmCRPC, ischemic 
cardiovascular events occurred in 4% of patients treated with 
ERLEADA® and 3% of patients treated with placebo. In a randomized 
study (TITAN) in patients with mCSPC, ischemic cardiovascular events 
occurred in 4% of patients treated with ERLEADA® and 2% of patients 
treated with placebo. Across the SPARTAN and TITAN studies, 5 
patients (0.5%) treated with ERLEADA® and 2 patients (0.2%) treated 
with placebo died from an ischemic cardiovascular event. Patients 
with history of unstable angina, myocardial infarction, congestive 
heart failure, stroke, or transient ischemic attack within 6 months of 
randomization were excluded from the SPARTAN and TITAN studies.
In the SPARTAN study, cerebrovascular events occurred in 4.7% of 
patients treated with ERLEADA® and 0.8% of patients treated with 
placebo. In the TITAN study, cerebrovascular events occurred in 1.9% 
of patients treated with ERLEADA® and 2.1% of patients treated with 
placebo. Across the SPARTAN and TITAN studies, 3 patients (0.2%) 
treated with ERLEADA®, and 2 patients (0.2%) treated with placebo 
died from a cerebrovascular event.
 

Cerebrovascular and ischemic cardiovascular events, including 
events leading to death, occurred in patients receiving ERLEADA®. 
Monitor for signs and symptoms of ischemic heart disease and 
cerebrovascular disorders. Optimize management of cardiovascular 
risk factors, such as hypertension, diabetes, or dyslipidemia. Consider 
discontinuation of ERLEADA® for Grade 3 and 4 events.
Fractures — In a randomized study (SPARTAN) of patients 
with nmCRPC, fractures occurred in 12% of patients treated 
with ERLEADA® and in 7% of patients treated with placebo. In a 
randomized study (TITAN) of patients with mCSPC, fractures occurred 
in 9% of patients treated with ERLEADA® and in 6% of patients 
treated with placebo. Evaluate patients for fracture risk. Monitor 
and manage patients at risk for fractures according to established 
treatment guidelines and consider use of bone-targeted agents. 
Falls — In a randomized study (SPARTAN), falls occurred in 
16% of patients treated with ERLEADA® compared with 9% of 
patients treated with placebo. Falls were not associated with loss 
of consciousness or seizure. Falls occurred in patients receiving 
ERLEADA® with increased frequency in the elderly. Evaluate patients 
for fall risk.
Seizure — In two randomized studies (SPARTAN and TITAN),  
5 patients (0.4%) treated with ERLEADA® and 1 patient treated with 
placebo (0.1%) experienced a seizure. Permanently discontinue 
ERLEADA® in patients who develop a seizure during treatment. It is 
unknown whether anti-epileptic medications will prevent seizures with 
ERLEADA®. Advise patients of the risk of developing a seizure while 
receiving ERLEADA® and of engaging in any activity where sudden loss 
of consciousness could cause harm to themselves or others.

Embryo-Fetal Toxicity — The safety and 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. 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 (8.1, 8.3)].

ADVERSE REACTIONS 
Adverse Reactions — The most common adverse reactions 
(≥10%) that occurred more frequently in the ERLEADA®-treated 
patients (≥2% over placebo) from the randomized placebo-controlled 
clinical trials (TITAN and SPARTAN) were fatigue, arthralgia, rash, 
decreased appetite, fall, weight decreased, hypertension, hot flush, 
diarrhea, and fracture. 
Laboratory Abnormalities — All Grades (Grade 3-4)
  •  Hematology — In the TITAN study: white blood cell decreased 

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

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

References: 1. ERLEADA® [Prescribing Information]. Horsham, PA: Janssen Biotech, Inc. 2. Chi KN, Agarwal N, Bjartell A, et al; for the TITAN Investigators.  
Apalutamide for metastatic, castration-sensitive prostate cancer. N Engl J Med. 2019;381(1):13-24. 3. Smith MR, Saad F, Chowdhury S, et al; for the SPARTAN  
Investigators. Apalutamide treatment and metastasis-free survival in prostate cancer. N Engl J Med. 2018;378(15):1408-1418.
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33% reduction  
in the risk of death1 
(ERLEADA® + ADT vs placebo + ADT; median 
overall survival was not estimable in either arm; 
HR=0.67; 95% CI: 0.51, 0.89; P=0.0053)

In the SPARTAN study‡§:  
�-YEAR improvement  
in median MFS1 
(ERLEADA® + ADT vs placebo + ADT; 40.5 months vs 16.2 
months; HR=0.28; 95% CI: 0.23, 0.35; P<0.0001)
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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
Cerebrovascular and Ischemic Cardiovascular Events
Cerebrovascular and ischemic cardiovascular events, including events 
leading to death, occurred in patients receiving ERLEADA. Monitor for 
signs and symptoms of ischemic heart disease and cerebrovascular 
disorders. 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, 5 patients (0.5%) 
treated with ERLEADA, and 2 patients (0.2%) treated with placebo died 
from an ischemic cardiovascular event.
In the SPARTAN study, cerebrovascular events occurred in 4.7% of 
patients treated with ERLEADA and 0.8% of patients treated with placebo 
[see Clinical Trials Experience]. In the TITAN study, cerebrovascular 
events occurred in 1.9% of patients treated with ERLEADA and 2.1% of 
patients treated with placebo. Across the SPARTAN and TITAN studies, 
3 patients (0.2%) treated with ERLEADA, and 2 patients (0.2%) treated 
with placebo died from a cerebrovascular event.
Patients with history of unstable angina, myocardial infarction, congestive 
heart failure, stroke, or transient ischemic attack 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:
•  Cerebrovascular and 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
%

Musculoskeletal and connective  
tissue disorders

Arthralgiaa 17 0.4 15 0.9
Skin and subcutaneous  
tissue disorders

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

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

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

b  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

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
   Hypertriglyceridemiaa 17 3 12 2

a 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 33 months (range: 0.1 to 75 months) in 
patients who received ERLEADA and 11 months (range: 0.1 to 37 months) 
in patients who received placebo.
Twenty-four patients (3%) who were treated with ERLEADA died from 
adverse reactions. The reasons for death with ≥ 2 patients included 
infection (n=7), myocardial infarction (n=3), cerebrovascular event 
(n=2), and unknown reason (n=3). 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

Fatiguea,b 39 1 28 0.3
Musculoskeletal and connective  
tissue disorders

Arthralgiab 16 0 8 0
Skin and subcutaneous  
tissue disorders

Rashc 25 5 6 0.3
Metabolism and nutrition disorders

Decreased appetited 12 0.1 9 0
Peripheral edemae 11 0 9 0

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
%

Injury, poisoning and procedural  
complications

Fallb 16 2 9 0.8
Fracturef 12 3 7 0.8

Investigations
Weight decreasedb 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

a  Includes fatigue and asthenia
b  Per the Common Terminology Criteria for Adverse Reactions 

(CTCAE), the highest severity for these events is Grade 3
c  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

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

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

f  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

Additional clinically significant adverse reactions occurring in 2% or 
more of patients treated with ERLEADA included hypothyroidism (8% 
versus 2% on placebo), pruritus (6% versus 2% on placebo), and heart 
failure (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
   Hypercholesterolemiaa 76 0.1 46 0
   Hyperglycemiaa 70 2 59 1
   Hypertriglyceridemiaa 67 2 49 0.8
   Hyperkalemia 32 2 22 0.5

a Does not reflect fasting values
Rash
In the combined data of two randomized, placebo-controlled clinical 
studies, SPARTAN and TITAN, 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, SPARTAN and TITAN, hypothyroidism was reported for 8% of 
patients treated with ERLEADA and 2% of patients treated with placebo 
based on assessments of thyroid-stimulating hormone (TSH) every 4 
months. Elevated TSH occurred in 25% of patients treated with ERLEADA 
and 7% of patients treated with placebo. The median onset was at 
the first scheduled assessment. There were no Grade 3 or 4 adverse 
reactions. Thyroid replacement therapy was initiated in 5% of patients 
treated with ERLEADA. Thyroid replacement therapy, when clinically 
indicated, should be initiated or dose-adjusted [see Drug Interactions].
Post-Marketing Experience
The following additional adverse reactions have been identified during 
post-approval use of ERLEADA. Because these reactions are reported 
voluntarily from a population of uncertain size, it is not always possible 
to reliably estimate the frequency or establish a causal relationship to 
drug exposure.
Respiratory, Thoracic and Mediastinal Disorders: interstitial lung disease
Skin and Subcutaneous Tissue Disorders: Stevens-Johnson syndrome/
toxic epidermal necrolysis
DRUG INTERACTIONS
Effect of Other Drugs on ERLEADA
Strong CYP2C8 or CYP3A4 Inhibitors 
Co-administration of a strong CYP2C8 or CYP3A4 inhibitor is predicted 
to increase the steady-state exposure of the active moieties (sum of 
unbound apalutamide plus the potency-adjusted unbound N-desmethyl-
apalutamide). No initial dose adjustment is necessary however, reduce 
the ERLEADA dose based on tolerability [see Dosage and Administration 
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(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).
Cerebrovascular and Ischemic Cardiovascular Events
•  Inform patients that ERLEADA has been associated with cerebrovascular and ischemic cardiovascular 

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

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

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

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

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

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

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

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

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

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

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

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

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

for 3 months following the last dose of ERLEADA [see Use in Specific Populations].
Manufactured by: Manufactured for:
Janssen Ortho LLC Janssen Products, LP
Gurabo, PR 00778 Horsham, PA 19044
© 2019 Janssen Pharmaceutical Companies     cp-50510v5
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(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
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exposure. Use caution if substrates of UGT must be co-administered with ERLEADA and evaluate for loss 
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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].
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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).
Cerebrovascular and Ischemic Cardiovascular Events
•  Inform patients that ERLEADA has been associated with cerebrovascular and ischemic cardiovascular 

events. Advise patients to seek immediate medical attention if any symptoms suggestive of a 
cardiovascular or a cerebrovascular 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].
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•  Inform patients that ERLEADA is associated with rashes and to inform their healthcare provider if 

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

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

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

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

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

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

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

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

for 3 months following the last dose of ERLEADA [see Use in Specific Populations].
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A Urologist’s Perspective and Knowledge of Opioid  
Usage around Prostatectomy and Other Urological  
Procedures
Daniel J. Lee, MD, MS
University of Pennsylvania

Opioid abuse is a growing 
public health problem, with drug 
overdose deaths surpassing 93,000 
in 2020, a 29% increase from 
2019.1 Reliance on opioids after 
surgical procedures plays a large 
part in this epidemic. Of those 
who use heroin, about 80% first 
misused prescription opioids.2 
Up to 80% of prescribed opioids 
are left unused after commonly 
performed surgeries.3,4 Unused 
medication poses a risk to in-
dividuals and communities for 
nonmedical usage, diversion and 
unintentional overdose.5 Existing 
prescribing guidelines only cover 
limited types of procedures,6,7 are 
not well known or utilized8 and 
are reliant on phone call surveys 
that are difficult to scale.4,9  As a 
result, prescribing practice varies 
greatly for each procedure10 with 
studies showing large prescription 
amounts for low acuity procedures 
such as cystoscopy, transurethral 
resections of the prostate and va-
sectomies. Decreasing the amount 
of unused opioids while balancing 
adequate pain management re-
mains a priority for surgeons and 
for the broader public health.

There are certain essential com-
ponents that should be considered 
to improve opioid stewardship 
and decrease the overall impact of 
opioid overprescription on opioid 
abuse:

1.  Decrease (eliminate) opioid 
use 

2. Use existing guidelines
3. Use nonopioid options
4. Dispose of unused opioids

Opioids Are 
Overprescribed… and We 
Can Prescribe Less

Opioids are overprescribed by 
a large amount across a wide va-
riety of procedures. Up to 80% of 
opioids prescribed after commonly 
performed urological and surgical 
procedures are left unused.3,4 Mul-

tiple studies have substantiated that 
for certain common procedures, 
such as robotic prostatectomies, 
opioid prescriptions can be virtual-
ly eliminated.11 

One of the biggest barriers to de-
creased opioid use among provid-
ers has been a concern regarding 
preventable phone calls.8 Surgeons 
may prescribe more than twice the 
needed amount of opioids to avoid 

unnecessary phone calls.12 Howev-
er, multiple groups have demon-
strated that interventions reducing 
opioid prescriptions, according to 
evidence-based recommendations, 
can significantly decrease the num-
ber of unused opioid tablets while 
maintaining similar quality of life 
scores and without increasing un-
planned emergency room visits or 
phone calls.6,7,13 

Prescribing Less Is 
Good… But How Much 
Should We Prescribe?

Prescribing the right amount of 
opioids is dependent on knowing 
the amount of opioid needed for 
each procedure, understanding pa-
tient-reported pain and recovery 

Table 1. Existing guideline recommendations for urological procedures    

Source Surgery Description
Recommended 

Oxycodone 5 mg 
Equivalent

Source

Michigan OPEN Laparoscopic donor nephrectomy 0–10 https://michigan-open.org/prescrib-
ing-recommendations/

Hernia repair—minor or major 0–10

Prostatectomy 0–10

Philadelphia.GOV Inguinal herina repair 0 https://www.phila.gov/me-
dia/20181219135328/OpioidGuide-
lines-12_14.pdf

Cystoscopy, ureteroscopy 0

Vasectomy 0

Resection of bladder or prostate 0–8

Overton et al; American 
College of Surgeons Opioid 
Prescribing Guidelines for 
Common Surgical Proce-
dures

Open inguinal hernia repair 0–10 Overton HN, Hanna MN, Bruhn WE et 
al: Opioid-prescribing guidelines for 
common surgical procedures: an expert 
panel consensus. J Am Coll Surg 2018; 
227: 411

Robotic prostatectomy 0–10

Koo et al; Promoting Opioid 
Stewardship in Endourology 
Work Group

Diagnostic cystoscopy 0 Koo K, Faisal F, Gupta N et al: Recom-
mendations for opioid prescribing after 
endourological and minimally invasive 
urological surgery: an expert panel 
consensus. J Urol 2020; 203: 151

Transurethral resection of bladder tumor 0

Transurethral resection of prostate 0–5

Diagnostic ureteroscopy without stent 0

Ureteroscopy + laser lithotripsy without stent 0–5

Ureteroscopy + laser lithotripsy with stent 0–10

Urgent ureteral stent placement (for colic) 0–10

Elective ureteral stent placement (staged) 0–5

Percutaneous nephrolithotomy with ureteral stent 
palcement without nephrostomy tube

0–10

Percutaneous nephrolithotomy with ureteral stent 
palcement with nephrostomy tube

0–10

Any laparoscopic or robotic assisted surgery 0–15

Arrow-right Continued on page 31
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outcomes and being able to predict 
who may or may not need opioids. 
Multiple groups have measured 
patient-reported usage of opioids 
after certain common urological 
procedures and have published 
suggested guidelines for select pro-
cedures.4,7,13 However, awareness 
of existing guidelines among pro-
viders is quite low, and utilization 
of guidelines can be difficult if they 
are not readily available at the time 
the opioids are being prescribed.8 
Furthermore, existing guidelines for 
urological and surgical procedures 
only cover a portion of procedures,4 
are largely based on expert opin-
ion,7 are reliant on patient recall and 
phone surveys,14 and do not have 
patient-reported, prospective data 
(table 1). Using newer technology in-
terfaces, such as text messaging ser-
vices that can link with the electron-
ic health record, provides a scalable 
opportunity to engage postoperative 
patients and collect patient-report-
ed outcomes and opioid use di-
rectly from the patient at the point 
of care.15 As part of the opioid task 
force at the University of Pennsylva-
nia, we published preliminary data 
utilizing a text messaging program of 
177 patients undergoing a variety of 
urological procedures, which found 
that 60% of tablets were left unused 
and 75% of patients took fewer than 
5 opioid tablets following surgery,15 
far lower than the national mean 
prescribed after these procedures.16 
An updated analysis of over 1,500 
patients undergoing more than 100 
unique urological procedures is un-
der review for publication. Using the 
patient-reported data, we created 
potential evidence-based guidelines 
for individual procedures based on 
the amount of opioid pills used by 
the 75th percentile for those pro-
cedures, which may provide some 
clarity on how to prescribe the ap-
propriate amount of opioids for a 
variety of endoscopic and major 
open surgical procedures (table 2). 
Further collaborative studies need to 
be done in this space to help mea-
sure, test and validate how we can 
provide the best level of care for our 
patients.

Nonopioid Options Work
Many studies have shown the 

benefits of multimodal pain man-

agement, providing effective pain 
relief without the potential side ef-
fects of opioids and decreasing the 
risk of overall opioid overprescrip-
tion. Although multiple treatment 
options have been described, they 
all include some combination of 
the following:

 –  Acetaminophen: has been 
shown to be effective to re-
duce pain in postoperative 
settings;* can be used in 
combination with NSAIDs 
and have a synergistic ef-
fect on pain relief.*

 –  NSAIDs (such as ketoro-
lac): have been shown to 
have efficacy in the postsur-
gical setting, especially for 
the treatment of acute renal 

colic and after endoscopic 
urological procedures.

 –  Local anesthetics: especial-
ly those given as transver-
sus abdominis plane (TAP) 
blocks, have been used to 
provide local pain control 
and reduce overall opioid 
requirement. TAP blocks 
have been essential for use 
in the Enhanced Recov-
ery After Surgery (ERAS) 
pathways to provide an opi-
oid-free recovery. Utilizing 
bupivacaine or long-acting 
formulations with liposo-
mal bupivacaine (eg Expar-
el®) has been shown to sig-
nificantly decrease opioid 
requirement, although the 

data are mixed on the true 
efficacy of liposomal bupiv-
acaine, which is significant-
ly more costly.

Dispose of Unused 
Opioids

Facilitating opioid disposal may 
be an important lever to decrease 
the overall availability of opioids. 
Although opioid disposal or safe 
storage rates vary from study to 
study, the actual disposal rate for 
most of the larger observational 
studies rarely exceeded 9%.3 Pa-
tients may keep opioids for future 
use or a “rainy day” and to help 

Table 2. Proposed guidelines for urological procedures

Procedure 75th Percentile Tablets Used Proposed Guideline

Extracorporeal shock wave lithotripsy 1 0-5

Transurethral prostatectomy 2 0-5

Transurethral resection of bladder tumor 2 0-5

Transrectal, percutaneous procedures (transrectal ultrasound biopsy,  
fiducial markers, Interstim®)

3 0-5

Vasectomy 3 0-5

Robotic prostatectomy 3 0-5

Hydrocelectomy 4 0-5

Open prostatectomy 4 0-5

Robotic partial nephrectomy 4 0-5

Open bladder or pelvic reconstruction (partial cystectomy, Psoas hitch) 5 0-5

Cystoscopy 5 0-5

Urethroplasty, urethral surgery 6 5−10

Artificial urinary sphincter or sling 6 5−10

Penile surgery 6 5−10

Scrotal surgery 6 5−10

Inguinal surgery (radical orchiectomy, hernia) 7 5−10

Percutaneous nephrolithotomy 7 5−10

Ureteroscopy, laser lithotripsy 7 5−10

Testicular sperm extraction 7 5−10

Inflatable penile prosthesis 8 5−10

Varicocelectomy 8 5−10

Stent insertion 9 5−10

Open radical cystectomy 10 10−15

Robotic pyeloplasty and other (adrenalectomy, ureterectomy) 11 10−15

Robotic radical nephrectomy 11 10−15

Open nephrectomy 19 15−20

Retroperitoneal lymph node dissection, exploratory laparotomy, exenteration 20 15−20
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 other friends or relatives manage 
their pain.17 This may be a prevent-
able avenue for abuse, as almost 
70% of patients surveyed by the 
Substance Abuse and Mental Health 
Services Administration (SAMHSA) 
got their most recent opioid tablet 
from a friend or relative.18

There are multiple ways to dis-
pose of opioids properly, includ-
ing returning them to designated 
disposal locations, utilizing ship-
pable deactivation devices such 
as charcoal bags or flushing them 
down the toilet.19 Asking patients 
to  remember to find disposal cen-
ters and remember to bring unused 
opioids is inconvenient for most pa-
tients and therefore presents a sig-
nificant barrier to compliance for 
most patients. Charcoal bags can be 
an effective means to improve dis-
posal, as providing charcoal bags 
to patients after surgery can double 
the rate of disposal;20 however, scal-
ability to larger health systems may 
be difficult to manage. Providing 
information about flushing opioids 
may be helpful, as the most com-
monly prescribed opioids, includ-

ing oxycodone, hydrocodone and 
hydromorphone, are all included 
on the list of medications that are 
allowed to be flushed.19

Conclusion
Opioids are greatly overpre-

scribed for urological procedures. 
We can decrease opioid prescrip-
tions while still providing good 
patient care. We can follow and 
disseminate information on opioid 
prescribing guidelines. Nonopi-
oid alternatives may be helpful to 
reduce the need for opioids post-
operatively. Facilitating opioid 
disposal can help decrease avail-
ability of opioids for abuse. More 
implementation studies are need-
ed in this space to test and evalu-
ate the best methods for improv-
ing the quality of care in opioid 
stewardship. STOP
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An Update on the Use of Mitomycin C for Endoscopic 
Management of Vesicourethral Anastomotic Stenosis  
and Bladder Neck Contracture
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Contracture of the posterior ure-
thra at the junction with the blad-
der includes both vesicourethral 
anastomotic stenosis (VUAS) after 
prostatectomy for prostate can-
cer and bladder neck contracture 
(BNC) resulting from endoscopic 
intervention for benign prostate dis-
ease. Additionally, pelvic radiother-
apy can lead to posterior urethral 
stenosis in up to 32% of patients, 
particularly when associated with 
radical prostatectomy.1 The goal of 
treating VUAS and BNC is to re-
store physiological voiding, prevent 
urinary retention, maintain urinary 
continence and avoid the need for 
intermittent or indwelling cathe-
terization. Although most VUAS/
BNC will resolve after a single pro-
cedure, maximizing the efficacy of 
endoscopic management with ad-
juncts to reduce scar formation for 
recurrent VUAS/BNC is appealing 
in order to avoid the complexity 
and comorbidity of open or robotic 
bladder neck reconstruction. 

Mitomycin C (MMC) is an an-
tibiotic with antiproliferative prop-
erties including inhibition of fibro-
blast proliferation and collagen 
deposition that has been employed 
in clinical medicine for over 50 
years. It has been widely used in the 
management of various diseases of 
scarring or contracture and was first 
described for the management of 
VUAS and BNC in 2011.2 Since the 
initial description, multiple cohort 
studies have evaluated endoscopic 
incision, dilation or resection of the 
vesicourethral anastomosis or blad-
der neck with MMC injection, as 
summarized in the table.2–9

Despite differences in surgi-
cal technique and dosage, overall 
success after 1 and 2 treatments is 
58%–75% and 73%–89%, respec-
tively, in this difficult patient cohort. 
In the largest multi-institutional 
series, overall patency at median 
followup of 21.1 months was 90% 

when allowing for patients receiv-
ing 3 or more treatments, including 
an overall success rate of 76% in 24 
irradiated patients.9 While studies 
on the efficacy of endoscopic MMC 
do not usually describe the rate and 
degree of stress incontinence, the 
rate of all patients treated with ure-
throtomy and MMC who go on to 
receive artificial urinary sphincter is 
25%–45%.4,8

To our knowledge, only 1 study 
has reported adverse events poten-
tially related to MMC in endoscop-
ic management of VUAS/BNC. A 
study of patients from 6 institutions 
observed severe adverse events 
in 4/55 (7%) patients including the 
devastating complications of recto-
urethral fistula, osteitis pubis and ne-
crosis of the trigone.4 It is important 
to note, however, that the technique 
of incisions was not standardized in 
the group (hot and cold knife), and 
the dosing of MMC in these patients 
ranged from 2–4.5 mg with 3 of 4 pa-
tients receiving at least 4 mg. These 
complications highlight the impor-
tance of a standardized protocol in 
terms of the urethrotomy type, loca-
tion of incision and dose of MMC. 
Our technique is to incise (cold knife 
is our preference) through the con-

tracture, but not so deeply as to be in 
the surrounding structures. Addition-
ally, it is important to avoid incisions 
at both the 6 o’clock and 12 o’clock 
positions to avoid the proximity of 
the rectum and pubic symphysis.

The existing data on the opti-
mal endoscopic management of 
VUAS/BNC are limited due to a 
lack of randomized trials, variance 
in followup and definition of suc-
cess, different incision or resection 
techniques and lack of stratification 
between VUAS and BNC. Of note, 
the management of these patients 
is addressed with 3 guideline state-
ments in the AUA 2016 Male Ure-
thral Stricture Guidelines, which 
allow for dilation, incision or resec-
tion of the vesicourethral anasto-
mosis or bladder neck, or for open 
reconstruction.10 Adjunctive endo-
scopic therapies, including MMC, 
are not directly addressed. Thus, 
studies directly comparing various 
techniques and treatment modali-
ties are important moving forward. 
Although we offer robotic bladder 
neck reconstruction or urinary di-
version to patients with recurrent 
VAUS/BNC (required in some 
cases, ie obliterated bladder neck), 
we believe there is utility with 

urethrotomy and low-dose MMC 
injection for recalcitrant VUAS/
BNC due to the low morbidity and 
proven success rate demonstrated 
in multiple studies2–9 as the vast 
majority of patients avoid intermit-
tent or indwelling catheterization 
or more complex reconstructive 
procedures. As with all complex 
medical conditions, thorough pa-
tient counseling and shared deci-
sion making are imperative when 
deciding how to treat our patient’s 
recurrent VUAS/BNC. STOP
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internal urethrotomy with intralesional mitomy-
cin C and short-term clean intermittent catheter-

Table. Summary of studies using MMC for VUAS/BNC management

Source Technique No. Total Dosage/  
Concentration

Median  
Followup (mos)

No. Serious  
Adverse Events

% Results after 
1 or 2 

Treatments

Vanni2 CKI, MMCI × 3–4 incision sites 18 NR / 0.3–0.4 mg/ml 12 0 1: 72
2: 89

Lyon3 Bipolar TUIBN, MMCI × 4 sites 13 2 mg / 0.4 mg/ml) 16.5 0 1: 62
2: 77

Redshaw4 TUR or TUI, MMCI at incision sites 55 0.4–10 mg (0.1–1 mg/ml) 8.6 4 (7%) 1: 58
2: 75

Nagpal5 CKI, MMCI × 3–4 incision sites 40 NR / 0.3–0.4 mg/ml) 20.5 0 1: 75
2: 88

Farrell6 CKI × 4 sites, MMCI at incision sites, 
daily CIC

11* 4 mg (0.4 mg/ml) 23† 0 1: 64
2. 73

Koslov7 HKI × 3 sites, MMCI at incision sites 9 0.5 mg 20 0 1: 89

Sourial8 MMCI × 3 sites, dilation to 26 Fr 29 0.1 mg (0.05 mg/ml) 12 0 1: 79
2. 86

Rozanski9 CKI, MMCI × 3–4 incision sites 86 NR / 0.3–0.4 mg/ml 21.1 0 1: 65
2. 83

CKI, cold knife incision. HKI, hot knife incision. TUIBN, transurethral incision bladder neck.
*VUAS/BNC patients in a total cohort of 37.
†Includes entire cohort, not only VUAS/BNC.
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Introduction
Traditionally, spinal dysraphism 

or spina bifida had a high mortality 
rate of 50%–70% by the age of 20 
years. In the late 1950s, the refine-
ment of ventriculoperitoneal shunts 
(VPSs) and advancements in the 
management of neurological and 
urological sequelae had dramati-
cally improved survival and quality 
of life for patients with the disease.1 
VPS placement, the most common 
procedure used in management of 
hydrocephalus in this patient popu-
lation, has a very rare risk of shunt 
erosion into the viscera. Indeed, 
there are only 2 cases of VPS ero-
sion into the bladder reported in 
literature, both of which were man-
aged by suprapubic cystostomy, 
VPS removal, cystorraphy and anti-
biotic treatment.2 The introduction 
of clean intermittent catheterization 
by Lapides et al in 1972, together 
with anticholinergic medication or 
intravesical injection of Botox®, has 
become the basis of conservative 
management of consequent neuro-
genic bladder.3,4 Alternatively, aug-
mentation cystoplasty has become 
a viable surgical option for patients 
whose urodynamic parameters and 
clinical course fail conservative 
measures. Augmentation cystoplas-
ty is not without its morbidities, 

however, including urolithiasis, 
electrolyte abnormalities, bladder 
perforation, and a mortality rate of 
7%–9%.5,6 In this article, we present 
a rare case of an adult patient who 
presented with VPS erosion into her 
augmented bladder in the setting of 
a hostile abdomen. The purpose of 
this report is to describe a minimal-
ly invasive endoscopic technique to 
extract the intravesical portion of 
an eroded VPS as an alternative to 
open surgery.

Case Report
A 31-year-old female with a his-

tory of lumbosacral myelomenin-
gocele, hydrocephalus, status post 
VPS placement, syringomyelia, 
tethered cord, Arnold Chiari II 
malformation, neurogenic bowel 
and neurogenic bladder associated 
with urinary incontinence present-
ed to her primary care physician 
with discharge from a prior midline 
incision. The patient had under-
gone an exploratory laparotomy 
with augmentation ileocecocysto-
plasty, creation of a continent cath-
eterizable stoma and a rectus fascial 
miduretheral sling approximately 1 
year prior to presentation. Further 
history revealed that the patient had 
been noncompliant with intermit-
tent catheterization and had alter-
natively been placing a stoma appli-
ance over her urostomy for passive 
overflow urinary drainage. In addi-
tion, the patient had been treated 
for several urinary tract infections 
in the interim and had spontaneous 
nonpurulent serous drainage from 
her midline incision. Given physical 
examination and history suggestive 
of possible fistula formation, a com-

puterized tomography (CT) scan 
of the abdomen and pelvis was or-
dered, and the patient was directed 
to the emergency department.

Imaging revealed a portion of the 
patient’s VPS had eroded into the 
augmented bladder (fig. 1, A and 
B) and identified a fluid collection 
along the inferior left rectus sheath 
with a possible fistulous tract to 
the abdominal wall. Accordingly, 
an indwelling Foley catheter was 
placed into the patient’s urostomy, 
and urgent consultation of the neu-
rosurgery and general surgery ser-
vices was performed. The neuro-
surgery team excised the proximal 
portions of the VPS; however, the 
intra-abdominal and bladder por-
tions of the VPS remained. 

Given the patient’s hostile ab-
domen, extensive adhesiolysis and 
complex abdominal closure after 
her ileocecocystoplasty, the deci-
sion was made to remove the blad-
der portion of the VPS cystoscopi-
cally. The patient was taken to the 
operating room and a fluoroscopic 
cystogram was performed to as-
sess for bladder contrast leak and if 

there was any connection with the 
cutaneous fistula. The cystogram 
was negative for intra or extraperi-
toneal bladder rupture and bladder 
fistulation. Cystoscopy revealed 2 
separate perforations of the VPS 
through the bowel portion of the 
augmented bladder (fig. 2). Due to 
the site of erosion being too distant 
to reach using rigid cystoscopy, a 
flexible cystoscope was used. The 
VPS was captured using a ureteral 
stent capturing device, pulled out-
side of the urethral meatus, and 
held on gentle tension by an assis-
tant surgeon. The flexible cysto-
scope was re-introduced alongside 
the externalized VPS. The site of 
erosion was identified. A 550 μm 
holmium laser fiber was introduced 
through the cystoscope and used to 
gently cut the eroded shunt tubes 
as deep into the ileal mucosa as 
possible. The eroded portions of 
the VPS tubes were then removed. 
Postoperative CT scan showed no 
evidence of residual tube portions 
in the bladder (fig. 3, A and B). 

CASE REPORT

Figure 1. Preoperative axial (A) and coronal (B) sections of CT scan showing VPS tubes inside aug-
mented bladder (arrows).
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Discussion
The introduction of VPS in 1908 

has led to a dramatic improvement 
in the management of increased 
intracranial pressure.7 However, 
the procedure has been reported to 
 carry a rare risk of migration into 
virtually any abdominal organ with 
few reported cases of migration 
into the urinary bladder.8 The main 
cause of shunt erosion into the lu-
men of body cavities has not yet 

been fully identified, but it is hy-
pothesized that it may be related to 
sharp stiff ends of some VPSs,9 thin 
visceral wall and strong peristaltic 
waves in children, perforation fol-
lowing adhesions caused by chron-
ic irritation and inflammation by 
the shunt, previous surgery, infec-
tion, increased intrabdominal pres-
sure, abdominal musculature con-
traction, silicone or latex allergy, 
and long abdominal parts of shunt 
tubes.8 We hereby present the rare 

case of VPS erosion into an aug-
mented bladder of an adult patient. 
We also reported the endoscopic 
technique extracting those eroded 
shunt tubes in order to avoid the 
rather morbid and complicated ab-
dominal approach. 

Conclusion
Erosion into abdominopelvic vis-

cera, including urinary bladder, is a 
rare complication of VPS placement 

in adults as well as in children. In se-
lect cases, resection of the intraves-
ical portion of the penetrating VPS 
can be performed endoscopically to 
mitigate the morbidity and mortality 
of open surgery. STOP
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Figure 3. Postoperative axial (A) and coronal (B) sections of CT scan showing VPS tubes outside side 
augmented bladder (arrows).

Figure 2. Cystoscopic image of eroding VPS 
tubes into augmented bladder.

A Movable Feast: Len, Ben and Friendships
Kevin R. Loughlin MD, MBA
Harvard Medical School

“If you are lucky enough to 
have lived in Paris as a young man, 
then wherever you go for the rest 
of your life, it stays with you, for 
Paris was a moveable feast.” These 
words by Ernest Hemingway, tak-
en from a letter he wrote to a friend 
in 1950, are found on the title page 
of his memorable book, A Moveable 
Feast. What do these words have to 
do with urology? The recent death 
of Len Zinman caused me to reflect 
about this on many levels.

If I may paraphrase Heming-
way, if you were lucky enough to 
have trained in Boston as a young 
man (or woman, although there 
should have been many more of 
them) in the 1980s, then whatev-
er you did in urology for the rest 
of your career, the Boston training 
stayed with you. When Ben Gittes 
returned to Boston from San Diego 

in the late 1970s, one of the first 
things he did was to establish a Sat-
urday morning city-wide—really a 
region-wide—grand rounds. It was 
held in a large meeting room on the 
top floor of the Harvard Countway 
Medical Library and quickly be-
came known as Countway Rounds. 
There were 3 cases presented each 
Saturday morning both by private 
practitioners and the residency 
programs in the region. All the vis-
iting professors at the regional res-
idency programs were invited to 
cap off their visits by presenting to 
the entire urological community at 

Countway, so it quickly became an 
intellectual resource for national as 
well as local talent.

In addition to these academic 
resources, what became a movable 
feast was to observe the weekly in-
terchange between Len Zinman and 
Ben Gittes. Although they were 2 of 
the urological giants of the era, what 
has endured, for me, was their friend-
ship and affection for each other.

Many academic urologists, given 
time, can prepare a good lecture; 
what separated Len and Ben was 
the spontaneity of their insights and 
analyses. Challenging diagnostic 
and management dilemmas would 
be presented, and either or both of 
them would rise and come to the 
quiddity of the case instantaneous-
ly. Beyond that, their interchanges, 
filled with anecdotes, would exhib-
it the underlying respect and fond-
ness they had for each other. 

Among the young residents who 
were lucky enough to live in that 

urological crucible that was Boston 
in the 1980s, as Hemingway did in 
the Paris of the 1920s, were Bill 
Bihrle and myself. Both of us were 
raised on Long Island with very 
similar backgrounds, starting with 
attendance at rival parochial high 
schools and finishing with surgical 
stints at Bellevue before coming to 
Boston for urological training. Len 
and Ben shared a friendship for al-
most 40 years, about the same time 
Bill and I have been friends. What-
ever professional accomplish-
ments Bill and I have achieved are 
due to Len and Ben and the other 
outstanding Boston faculty of the 
era. However, Len and Ben gave 
us something much more durable 
than simply urological knowledge. 
They demonstrated the value of 
lasting friendship going through 
our careers together. Paris for 
writers in the 1920s and Boston 
for urologists in the 1980s—both 
moveable feasts. STOP

GIANTS OF UROLOGY

Ben GittesLen Zinman
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Introduction
Prostatic cystic lesions are rare, 

with a 0.5%–7.9% prevalence.1 
Mostly asymptomatic, prostat-
ic cystic lesions are chiefly found 
incidentally during cystoscopy or 
other diagnostic imaging for un-
related conditions.2 As a matter 
of fact, the noticeable increase in 
diagnosis of prostatic cystic lesions 
is attributed to the increased utili-
zation of transrectal ultrasound in 
urological practice.2 The patho-
genesis of prostatic cystic lesions 
can range from benign fluid col-
lection to bacterial in etiology to 
neoplasia.3 Prostatic cystic lesions 
can present with symptoms re-
lated to obstruction or infection 
depending largely on the degree 
of obstruction.4 Differential diag-
nosis can be challenging and can 
include pure cysts (prostatic cysts, 
seminal vesical cysts or müllerian 
duct remnant cysts), posterior ure-
thral diverticuli or an infectious 
process.5 Imaging can help with 
diagnosis, which may include tran-
srectal ultrasound (TRUS) or mag-
netic resonance imaging (MRI) of 
the prostate. Imaging should be 
individualized based on clinical 
presentation.3 Specifically, prostat-
ic urethral diverticuli are rare in 
nature and are usually congenital 
or secondary to instrumentation, 
explaining limited literature on the 
diagnosis and management of pros-
tatic diverticuli. However, the eti-
ology (congenital or secondary) is 
of no real significance with respect 
to management.5 In this case, we 
report the presentation, diagnosis 
and management of prostatic ure-
thral diverticuli as a rare cause of 
post-void discharge with or without 
lower urinary symptoms (LUTS).

Case Presentation
A 38-year-old male presented 

to us with the chief complaint of 
“seminal discharge” after voiding. 
Additionally, he reported voiding 
discomfort at the urethral meatus, 
continuous suprapubic discomfort 
and occasional urinary incontinence 
without awareness. Patient’s medical 
history was significant for obstruc-
tive sleep apnea, neurogenic blad-
der and Parkinson’s disease. Physi-
cal examination was unremarkable. 
A renal ultrasound was ordered and 
showed no abnormalities. Prostatic 
fluid was collected and sent for fluid 
culture, which was negative for in-
fection. The patient failed multiple 
combinations of alpha blockers, an-
timuscarinics, long antibiotic course 
as well as over-the-counter medica-
tions.  Given the mixed LUTS at a 
young age with history of neurologi-
cal disease, videourodynamic evalu-
ation was performed and revealed a 
low maximum cystometric  capacity 
and bladder outlet obstruction at the 
level of the bladder neck. As such, 
a flexible cystoscopy was prompted, 
which showed a cystic appearing le-
sion at the bladder neck, extending 
to the left prostatic lobe and produc-
ing a white, mucoidal discharge into 
the bladder (figs. 1 and 2). A pelvic 
MRI was then ordered and showed 
a nonenhancing 4.3 cm cystic focus 
in the left paramedian prostatic lobe 
bulging into the urethra at the lev-
el of the internal urethral sphincter 
and bladder neck. The MRI find-
ings combined with the cystoscopic 
picture confirmed the diagnosis of 
prostatic cyst/urethral diverticu-

lum. Accordingly, we performed a 
semi-transurethral resection of the 
prostate (semi-TURP) which en-
tailed resection of the proximal por-
tion of the left prostatic lobe where 
the cystic lesion was located. We 
avoided complete TURP to mini-
mize the risk of retrograde ejacula-
tion in this young man. After that, 
the cyst was sent to pathology, con-
firming its benign nature with no evi-
dence of glandular or stromal hyper-
plasia, inflammation or malignancy. 
At 1 month postoperatively, the pa-
tient reported resolution of seminal 
discharge and voiding LUTS. 

Discussion
Prostatic cystic lesions as a cause 

for LUTS and urethral discharge 
are rare. In this case, urodynam-
ic study was performed, given his 
mixed LUTS at a young age. The 
study showed bladder outlet ob-
struction. This finding, along with 
refractory urethral discharge, led 
to the use of cystoscopy, which 
showed the urethral cyst described 
above. In order to further delin-
eate the anatomy of the cyst, fur-
ther imaging using pelvic MRI 
was done, which confirmed single 
cyst with no loculation, soft tissue 
or septation inside.  We preferred 
MRI over TRUS as an imaging 
modality in this scenario because 
of the deep location of the cyst 
into the luminal side of the pros-
tatic urethra and the bladder neck. 

Furthermore, TRUS could cause 
more discomfort in this young 
patient. In addition, MRI is the 
preferred diagnostic technique in 
evaluation of neoplasia with other 
cystic contents (eg central necrosis, 
hemorrhage with malignant focus 
or degeneration).3 Transurethral 
resection of the cyst was the treat-
ment of choice in this case because 
the simple aspiration of the cyst 
has a high rate of recurrence.

Conclusion
Although rare, prostatic cystic 

lesions should be thought of as one 
of the differentials in patients with 
post-void discharge with or with-
out LUTS. Cystoscopy and proper 
imaging can help establish the di-
agnosis. Transurethral resection is 
more effective treatment than the 
mere cyst aspiration. STOP
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CASE REPORT

Figure 1. Cystoscopic image of prostatic cystic lesion.

Figure 2. Cystoscopic image of prostatic cystic 
lesion.

Figure 3. MRI of the pelvis showing the 
 prostatic cyst (arrow).
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Due to the increased demands 
of an aging American population 
in the setting of a concurrently 
aging urologist workforce and a 
limited pipeline of new urologists, 
multiple estimates suggest an im-
pending shortage of urologists.1–3 
Though urology continues to be 
a male-dominated specialty, there 
has been a dramatic increase in the 
number of female urologists, who 
now make up 10.3% of practicing 
urologists.4 Given the dynamic na-
ture of the urology census, a need 
for thorough review of current urol-
ogy hiring practices is pertinent. 
Therefore, we sought to better de-
scribe census-reported factors con-
cerning urologist recruitment and 
hiring, financial changes over time 
and barriers to success in an effort 
to identify areas to support future 
urologists.

Of the 13,352 practicing urol-
ogists making up a total of 4,223 
practices in 2020, 1,972 (14.8%) 
completed the American Urolog-
ical Association (AUA) Census.4 
With respect to hiring, 23.3% of 
urological practices reported hir-
ing or were anticipating hiring; no-
tably, the rate of hire/anticipated 
hiring was greater in the Northeast 
(39.9%) and lower in the Western 
Section (20.5%; table 1). Of these 
practices 46.8% were academic 
medical centers, 32.3% private 
groups, 22% private and public 
hospitals, and 8.6% solo practices. 
The initial contract term break-
down was: 3 or more years (31%), 
no fixed term (24.2%), 1 year 
(22.9%) and 2 years (21.9%).

Based on the Census data, hir-
ing preferences tended to differ 
between academic medical centers 
and solo practices/private groups. 
A majority (87.5%) of solo practices 
were looking for a General Urol-

ogy provider, possibly suggesting 
the relative lack of need of spe-
cialty training for resident-grad-
uates entering the non-academ-
ic setting (table 2); furthermore, 
66.7% of private groups did not 
have a fellowship requirement in 
considering hire. Conversely, aca-
demic medical centers sought fel-
lowship-trained providers (57%); 
54.7% and 38.6% of medical cen-
ters preferred or required fellow-
ship training, respectively (table 3). 
Noticeably, 69 of 81 (86.1%) of New 
York section practices preferred a 
fellowship-trained urologist (Ta-

ble 4). The following represents 
the specific hired sub-specialists: 
Urologic-Oncology (25.5%), Fe-
male Pelvic Medicine and Recon-
struction (22.0%), Robotic Surgery 
(13.1%), Endourology/Stone Dis-
ease (12.7%), Men’s Health (10.8%) 
and Pediatrics (10.8%). 

The majority (66.2%) of prac-
ticing urologists reported having a 
contract or salary guarantee. Those 
in the private practice setting ex-
perienced higher rates of contract 
or salary guarantee (40.6%) when 
compared to those at academic 
centers (23.2%). When negotiating 

contracts, 46.6% of urologists did 
not use any benchmark data, which 
was closely followed by Medical 
Group Management Association 
(40.6%), American Medical Group 
Association (10.2%), Other (7.4%), 
Merritt Hawkins (3.8%) and Sulli-
van Cotter (3.7%).

Of urologists, 91% reported their 
income either remained the same 
or increased as compared to the 
year prior. Those in the academ-
ic setting described a higher rate 
of salary increase (47.1%) than did 

Table 1. Specialty requirement in recruitment by AUA section

AUA Section No. Practices*

Practices Hiring or Anticipating Hiring in 2020

Hiring Practices Specialty Requirement†

No. %
General Only Specialized Only Both

No. % No. % No. %

Mid-Atlantic 325 88 27.2 40 45.6 20 22.6 28 31.8

New England 219 72 32.8 30 41.7 14 18.8 28 39.5

New York 352 81 23.1 47 57.8 23 28.0 12 14.3

North Central 750 164 21.9 83 50.9 51 31.2 30 18.0

Northeastern 157 63 39.9 42 66.6 10 15.9 11 17.5

South Central 655 137 20.9 80 58.2 30 22.3 27 19.5

Southeastern 932 207 22.2 119 57.7 48 23.2 40 19.1

Western 833 171 20.5 79 46.3 37 21.5 55 32.3

Total 4,223 983 23.3 520 52.9 233 23.7 230 23.4

*Estimated numbers of practices by practice setting are slightly different from what were reported in the 2020 AUA Census report. The former utilized half of the samples in the 

module covering hiring questions while the latter utilized the full samples from all modules. 

†The totals (counts and percentages) may not be equal to the sum of the subtotals due to rounding errors.

Table 2. Specialty requirement in recruitment by practice setting

Practice Setting No. Practices*

Practices Hiring or Anticipating Hiring in 2020

Hiring Practices Specialty Requirement†

No. %
General Only Specialized Only Both

No. % No. % No. %

Solo practices 1,264 108 8.6 95 87.5 5 4.7 8 7.8

Private groups (2 or more urologists) 1,394 451 32.3 259 57.5 67 14.9 124 27.6

AMCs 460 215 46.8 45 20.9 123 57.0 47 22.1

Non-AMC hospitals 860 190 22.0 111 58.8 31 16.3 47 24.9

Other settings 245 19 7.8 10 53.4 7 35.0 2 11.6

Total 4,223 983 23.3 520 53.0 233 23.7 230 23.4

AMC, academic medical center.

*Estimated numbers of practices by practice setting are slightly different from what were reported in the 2020 AUA Census report. The former utilized half of the samples in the 

module covering hiring questions while the latter utilized the full samples from all modules. 

†The totals (counts and percentages) may not be equal to the sum of the subtotals due to rounding errors. 
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those in private practice (37.6%). 
Furthermore, a lower number of 
academics reported decreases in 
salary (6.4%) compared to those in 
private practice (14.5%). The most 
common compensation determi-
nation factors amongst practicing 
urologists were individual rela-

tive value units (56.4%), followed 
by group/practice relative value 
units (17.7%), administrative work 
(16.9%), patient satisfaction scores 
(13.9%), research productivity 
(9.8%) and equipment/real estate 
ownership (3.8%). 

Concerning barriers to profes-

sional success, lack of time was 
reported as the most consider-
able barrier (32.9%), followed 
by lack of autonomy, education 
and other (17.2%); lack of control 
over scheduling (15.9%) and lack 
of control over staffing decisions 
(10.3%).

Focusing on gender-related dif-
ferences, approximately 93% of 
female urologists reported barriers 
to professional success compared 
to their male urologist counterparts 
(74.5%). The most cited barrier for 
females was lack of control over 
staffing decisions or scheduling 
(46.2%), whereas the most cited 
barrier for males was lack of time 
(33.7%). 

The findings of this analysis il-
lustrate variability in hiring prac-
ticing, financials, negotiation and 
barriers to success in the work-
place. With a better understanding 
of these specific variables, we can 
offer more targeted avenues of sup-
port for future urologists, including 
assistance and guidance in negoti-
ating initial contracts, promoting 
contract or salary guarantees, and 
alleviating barriers to profession-
al success. The latter seems to be 
a particular context-sensitive issue 
depending on practice type and 
provider gender

Further study is warranted to 
further understand these issues 
and to determine how best to sup-
port urologists in navigating hiring 
practices and professional success. 
A more thorough understanding 
will help in identifying concrete 
areas for structural change or ad-
vocacy.
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Table 3. Fellowship requirement in recruitment by practice setting

Practice Setting No. Practices*

Practices Hiring or Anticipating Hiring in 2020

Hiring Practices Fellowship Requirement Known†

No. %
Not Required Preferred Required

No. % No. % No. %

Solo practices 1,264 108 8.6 32 29.8 61 56.0 15 14.2

Private groups (2 or more urologists) 1,394 451 32.3 286 66.7 102 23.7 41 9.5

AMC 460 215 46.8 14 6.7 116 54.7 81 38.6

Non-AMC hospitals 860 190 22.0 134 71.6 40 21.4 13 7.0

Other settings 245 19 7.8 10 55.7 8 44.3 0 0.0

Total 4,223 983 23.3 477 50.0 326 34.2 151 15.8

AMC, academic medical center.

*Estimated numbers of practices by practice setting are slightly different from what were reported in the 2020 AUA Census report. The former utilized half of the samples in the 

module covering hiring questions while the latter utilized the full samples from all modules. 

†Practices without known fellowship requirement were excluded in the calculation. The totals (counts and percentages) may not be equal to the sum of the subtotals due to 

rounding errors.

Table 4. Fellowship requirement in recruitment by AUA section

AUA Section No. Practices*

Practices Hiring or Anticipating Hiring in 2020

Hiring Practices Fellowship Requirement Known†

No. %
Not Required Preferred Required

No. % No. % No. %

Mid-Atlantic 325 88 27.2 45 52.8 31 36.4 9 10.8

New England 219 72 32.8 29 42.2 20 28.1 21 29.7

New York 352 81 23.1 0 0.0 69 86.1 11 13.9

North Central 750 164 21.9 82 50.2 47 28.5 35 21.3

Northeastern 157 63 39.9 35 56.1 24 38.4 3 5.5

South Central 655 137 20.9 72 53.0 40 29.1 24 17.9

Southeastern 932 207 22.2 121 63.5 48 24.9 22 11.6

Western 833 171 20.5 92 55.5 48 29.3 25 15.2

Total 4,223 983 23.3 477 50.0 326 34.2 151 15.8

*Estimated numbers of practices by practice setting are slightly different from what were reported in the 2020 AUA Census report. The former utilized half of the samples in the 

module covering hiring questions while the latter utilized the full samples from all modules. 

†Practices without known fellowship requirement were excluded in the calculation. The totals (counts and percentages) may not be equal to the sum of the subtotals due to 

rounding errors.   
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Flip It and Reverse It—What Is Reverse Mentorship  
and Is It Right For Medicine? 
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Mentorship as a concept has 
existed informally in medicine 
for a long time; however, it has 
increasingly become formalized 
as a crucial part of the profes-
sional and personal development 
within medical education. Tra-
ditionally, mentorship consists 
of an older, more experienced 
person guiding a younger men-
tee in developing the skills and 
knowledge necessary for their 
professional advancement. With-
in urology we have seen the cre-
ation of mentorship programs at 
the institutional, regional and na-
tional level. This is an important 
development, as mentorship has 
been linked to significant men-
tee benefits including facilitating 
specialty choice, career satisfac-
tion and increased productivity.1 
There are numerous mentorship 
models that exist, such as the 
classical model, cascading men-
toring, group mentoring, network 
mentoring, spot mentoring and 
virtual mentoring.2 A more recent 
mentorship model that has been 
described is known as “reverse 
mentorship,” and it has potential 
benefits within medicine. 

Reverse mentorship relies on 
the reversal of the traditional roles 
of mentor and mentee and abol-
ishes the hierarchy inherent in this 
relationship. Typically, a younger 
specialist takes on the role of men-
tor to guide, assist or teach a more 
experienced mentee. This flipped 
relationship allows a more fluid 
2-way learning process and can 
help to build social capital within 
the work place. The relationship 
is defined by a shared goal of col-
laboration and mutual learning as 
opposed to advancement of a sin-
gle party as is typical in traditional 
mentorship. 

Reverse mentorship devel-
oped largely in the technology 
and business fields. In 1999, Jack 
Welch, chief executive of General 
Electric, is said to have returned 

from a trip overseas and have 
ordered his senior staff to find 
junior mentors who could teach 
them computer skills.3 In rapidly 
developing technology fields, this 
was imperative so that the lead-
ers at the top did not become out 
of touch with the reality on the 
ground. Studies in the technolo-
gy and business literature suggest 
that reverse mentorship is partic-
ularly useful in fields with rapid 
transformation of technology, in-
cluding social media. 

The benefits of reverse mentor-
ing are significant for both mentors 
and mentees. For the younger men-
tors it allows practice in providing 
honest feedback and mentorship, 
an opportunity to role model for 
more senior leaders, and improved 
workplace communication. Men-
tors benefit in exposure to new 
content and skills, increased re-
search output,4 greater insight into 
workplace dynamics and renewed 
enthusiasm for a topic or task. 

Reverse mentorship can also be 
used to advance minority voices, 
which may be absent among senior 
level staff members. This was done 
successfully to explore shortcom-
ings within initiatives to increase 
diversity, equity and inclusion 
(DEI) at the NHS (National Health 
System) in the UK. Senior lead-
ers in the NHS were paired with 
young minority staff who served as 
reverse mentors to them.5 Young 
mentors met one-on-one with the 
leaders and observed them in their 
departments. The aim was to use 
the insight gained to provide con-
structive feedback to the senior 
mentee to help them critically re-
flect on the “extent to which their 
behavior and department practices 
were effective or needed improve-
ment.”5 This is an interesting use of 
reverse mentorship and encourag-
es DEI initiatives as step-wise with 
gradual improvement over time. 
The more junior mentors felt that 
diversity and inclusion were skills 
that could be taught. On the other 
hand, this program did place the 
burden of making changes on the 

younger minority staff member, 
which can be very problematic if 
not done safely and in a secure, 
trusting relationship. 

Within medicine we have many 
of the features that suggest reverse 
mentorship would be beneficial. 
Younger staff members are often 
more adept at the technology- 
laden delivery of modern medicine 
(eg electronic medical records and 
telehealth) and research methods/
literature review.6 Current train-
ees and early career physicians 
have also championed physician 
well-being and novel medical ed-
ucation techniques. Learning from 
early career staff may be key to 
enhancing student engagement as 
we have seen an increased use of 
flipped classroom and social me-
dia use within medical education.7 
Additionally, medicine remains hi-
erarchical and regimented at many 
levels. There is a gap that exists 
between the younger “Millennial” 
staff and older “Boomer” leaders, 
which can create mismatched ex-
pectations.6 A JAMA op-ed article 
on “Mentoring Millennials” out-
lined this gap and suggested this 
can lead to conflict and unsuccess-
ful mentorship relationships.8 Re-
verse mentorship provides a way 
to create mutual respect and learn 
together. Within medicine and 
urology specifically, it is also im-
portant to draw upon the diversity 
of younger staff members. Urolo-
gy features a shifting demographic 
with under-represented minority 
and female urologists making up a 
greater proportion of early career 
providers.9 While we must be care-
ful not to place the burden of DEI 
on underrepresented minorities, 
there is a lot to be gained by in-
creasing the power of their voices. 

Reverse mentorship is not 
without challenges. Inherent in 
the structure of reverse mentor-
ship is a challenge to well-estab-
lished power dynamics. There 
is a risk for a younger mentor to 
lack confidence. The goal is that 
by  providing new and innovative 
knowledge to the relationship, the 

less experienced mentor is con-
sidered an equal to the more ex-
perienced mentee. However, this 
can fail and inhibit development 
of a successful mentorship rela-
tionship. Reverse mentorship will 
not be possible or appropriate in 
every situation or relationship. It 
is important when entering a re-
lationship that challenges estab-
lished hierarchy that expectations 
and goals are clearly set. 

To have a successful reverse 
mentorship relationship, it is 
important that mutual trust and 
respect exist between mentor 
and mentee. An article about 
reverse mentorship in the tech-
nology field suggests 3 ground 
rules: 1) mentorship must be a 
2-way street where insight flows 
in both directions, 2) co-create to 
have a tangible outcome of the 
mentorship relationship and 3) 
keep it informal by allowing an 
initial meaningful conversation 
to evolve into a substantive rela-
tionship.6 Reverse mentorship al-
lows us to get fresh perspectives, 
improve diversity, challenge in-
grained views and draw on the 
strengths of all members of the 
health care team. STOP
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Prebay ZJ, Lankford J, Gunase-
karan V et al: A cross-section-
al analysis of factors associated 
with appointment completion 
and visit modality during vir-
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UPJ.0000000000000263.

Like the rest of the country, our 
institution was forced to adapt to the 
new realities imposed by the coro-
navirus pandemic and embraced 
virtual medicine, fully transitioning 
our clinic operations to telehealth 
across all providers and subspecial-
ties. As the only academic institu-
tion in the largest metropolitan area 
in Wisconsin, we have the privilege 
of treating a diverse patient popula-
tion. We also have the responsibil-
ity to strive toward equitable care 
for all patients, which our institu-
tion and others have traditionally 
fallen short of. With this in mind, 
we asked how the transition to tele-
health impacted access to care for 
our urological patients.1 We asked 
2 questions: were certain factors 
or demographics more commonly 
associated with appointment com-
pletion, and were the same factors 
associated with patients scheduling 
their appointment via telephone or 
video visits?

We retrospectively reviewed ev-
ery patient appointment over the 
first 6 months of the pandemic. 
There were almost 4,000 appoint-
ments included, with approximate-
ly 80% of appointments completed 
and nearly 60% scheduled over 
video as opposed to telephone. Ap-
proximately three-quarters of our 
patients were male, with an average 
age of 60.5 years. Close to 80% of 
patients self-reported race as white, 
12.1% reported Black race and the 
remaining 10% reported as other/
unknown. We found that afternoon 
and telephone visits were more 
likely to be completed, as were 

visits scheduled with physicians 
rather than advanced practice pro-
viders (APPs; table 1). In terms of 
visit modality, females were more 
likely than males to use video visits 
(table 2). Perhaps unsurprisingly, 
multiple patient factors that could 
be considered social determinants 

of health were associated with both 
appointment completion and vis-
it modality, specifically race, age, 
median income of home zip code 
and insurance provider (private vs 
Medicare vs Medicaid). We also 
noted patients were more likely to 
attend appointments and use video 

calls when scheduled through our 
institution’s satellite clinics, which 
may reflect hidden differences in 
social determinants of health be-
tween our various campuses. The 
division of urology and scheduled 

JOURNAL BRIEFS: Urology Practice®

Table 1. Comparison of appointment completion rate using chi-squared or univariate logistic regression based on patient or appointment-specific factors

Completed Not Completed Total p Value

No. gender (%):   0.10

 Male 2,335 (80.1) 581 (19.9) 2,916

 Female 661 (77.5) 192 (22.5) 853

No. insurance status (%): <0.01

 Private 1,504 (78.3) 418 (21.7) 1,922

 Medicare 1,055 (80.8) 251 (19.2) 1,306

 Medicaid 258 (72.3) 99 (27.7) 357

No. time of day (%): 0.04

 Morning  1,732 (78.3)  479 (21.7) 2,211

 Afternoon 1,264 (81.1) 294 (18.9) 1,558

No. provider type (%):  <0.01

 MD  2,140 (81.2)  494 (18.8) 2,634

 APP 856 (75.4) 279 (24.6) 1,135

No. race (%):   <0.01

 Black 346 (75.7) 111 (24.3) 457

 White 2,335 (79.0) 622 (21.0) 2,957

 Unknown/other 315 (88.7) 40 (11.3) 355

No. location (%): 0.03

 Froedtert Memorial Lutheran Hospital 2,498 (78.9) 669 (21.1) 3,167

 Off-site 498 (82.7) 104 (17.3) 602

No. visit type (%): <0.01

 Video 1,710 (76.9) 515 (23.1) 2,225

 Telephone 1,286 (83.3) 258 (16.7) 1,544

No. division (%): 0.01

 General 1,633 (78.0) 461 (22.0) 2,094

 Oncology 1,363 (81.4) 312 (18.6) 1,675

No. scheduled appointment length (%): <0.01

 15 mins 1,621 (81.5) 369 (18.5) 1,990

 30 mins 1,295 (76.7) 393 (23.3) 1,688

Median income, OR (95% CI) 1.00 (1.00–1.00) 0.03

Median age, OR (95% CI) 1.01 (1.00–1.01) 0.02

Median mos, OR (95% CI) 0.89 (0.85–0.95) <0.01
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length of appointment also showed 
statistically significant differences 
for both appointment completion 
rate and visit modality, which we 
speculate indicates that new patient 
visits and visits for cancer-related 
care are more of a priority for pa-
tients and less likely to be missed. 
Additionally, these appointments 
may have favored video calls in 
order to facilitate a virtual “face-
to-face” discussion. Patients were 

also less likely to complete visits by 
month over the course of the study. 

Racial differences in care exist in 
urology, as noted recently by Bern-
stein et al regarding prostatectomy 
rates between white and Black pa-
tients over the pandemic,2 and by 
Chen et al regarding differences in 
male fertility evaluation and treat-
ment.3 Such disparities existed prior 
to the pandemic but have been ex-
acerbated by responses to the pan-

demic. With our study, we sought 
to understand the impact of such 
disparities with telehealth. As we 
work to refine the role of telehealth, 
we have a potential opportunity to 
mitigate sociodemographic dispari-
ties, which we should not squander. 
Telehealth has the potential to pos-
itively impact care for patients and 
providers, and it has been shown 
to save patients time and money 
among a male infertility practice.4 

Patients also have expressed pos-
itive experiences with telehealth, 
even prior to the pandemic.5 But to 
equitably ensure these benefits on 
a broad scale, community and in-
frastructure interventions will be re-
quired. To begin, efforts could focus 
on pre-appointment planning and 
counseling with the patient groups 
identified as being less likely to 
complete an appointment. We also 
believe it is important to continue 
offering and recognizing telephone 
calls as a valid care modality, as 
phone calls are more accessible for 
some patients. However, the abil-
ity to connect with a patient over 
video does have value, and not all 
patients have access to the requisite 
devices or internet connectivity. 
This represents an opportunity to 
integrate health care into the com-
munity. Places such as town halls 
or public libraries could serve as 
“virtual clinics” where communi-
ty members could use community 
provided internet and computers or 
tablets to attend their appointment, 
which still would likely be more 
convenient than having to travel 
to a doctor’s office for care. The 
forced transition to telehealth has 
offered new avenues to improve 
patient care and ensure equitable 
access. The inherent inequities that 
have long existed in health care 
are embedded within telehealth as 
well, but with intentional efforts as 
a community we can continue to 
optimize telehealth and improve 
patient care. STOP

1. Prebay ZJ, Lankford J, Gunasekaran V et 
al: A cross-sectional analysis of factors as-
sociated with appointment completion and 
visit modality during virtual urology visits. 
Urol Pract 2021; https://doi.org/10.1097/
UPJ.0000000000000263.

2. Bernstein AN, Talwar R, Handorf E et al: As-
sessment of prostate cancer treatment among 
Black and white patients during the COVID-19 
pandemic. JAMA Oncol 2021; 22: e212755. 

3. Chen AB, Jarvi KA, Lajkosz K et al: One size 
does not fit all: variations by ethnicity in de-
mographic characteristics of men seeking fer-
tility treatment across North America. Fertil 
Steril 2021; https:// doi.org/ 10.1016/j.fertn-
stert.2021.06.029. 

4. Andino J, Zhu A, Chopra Z et al: Video visits 
are practical for the follow-up and management 
of established male infertility patients. Urology 
2021; 154: 158. 

5. Glassman DT, Puri AK, Weingarten S et al: 
Initial experience with telemedicine at a single 
institution. Urol Pract 2018; 5: 367.

Table 2. Comparison of patients being scheduled for video or phone visit based on patient and appointment-specific factors

Video Visit Phone Visit Total p Value

No. gender (%): 0.01

 Male 1,690 (58.0) 1,226 (42.0) 2,916

 Female 535 (62.7) 318 (37.3) 853

No. insurance status (%): <0.01

 Private 1,300 (67.6) 622 (32.4) 1,922

 Medicare 630 (48.2) 676 (51.8) 1,306

 Medicaid 176 (49.3) 181 (50.7) 357

No. time of day (%): 0.07

 Morning 1,278 (57.8) 933 (42.2) 2,211

 Afternoon 947 (60.8) 611 (39.2) 1,558

No. provider type (%): 0.47

 MD 1,565 (59.4)   1,069 (40.6) 2,634

 APP 660 (58.1) 475 (41.9) 1,135

No. race (%): <0.01

 Black 213 (46.6) 244 (53.4) 457

 White 1,834 (62.0) 1,123 (38.0) 2,957

 Other 178 (50.1) 177 (49.9) 355

No. location (%): <0.01

 Froedtert Memorial Lutheran Hospital 1,815 (57.3) 1,352 (42.7) 3,167

 Off-site 410 (68.1) 192 (31.9) 602

No. division (%): <0.01

 General 1,338 (63.9) 756 (36.1) 2,094

 Oncology 887 (53.0) 788 (47.0) 1,675

No. scheduled appointment length (%): <0.01

 15 mins 752 (37.8) 1,238 (62.2) 1,990

 30 mins 1,393 (82.5) 295 (17.5) 1,688

Median income, OR (95% CI) 1.00 (1.00–1.00) <0.01

Median age, OR (95% CI) 0.96 (0.96–0.97) <0.01

Median mos, OR (95% CI) 1.34 (1.28–1.41) <0.01

TELEHEALTH DISPARITIES AT A METROPOLITAN INSTITUTION
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Figure. Number of prostatectomies performed per practice after initial lockdown.

AQUA Registry Data Snapshot: How the COVID-19 
Pandemic Impacted Utilization of Prostatectomy among 
Different Racial/Ethnic Groups
Daniel Lee, MD, MS
University of Pennsylvania

The COVID-19 pandemic 
caused significant delays in cancer 
treatment. However, how these 
delays have affected different ra-
cial/ethnic groups has not been 
well understood. Prostate cancer 
has among the highest disparities 
in treatment outcomes by race of 
any cancer, so we sought to eval-
uate how rates of prostate cancer 
treatment varied by race during the 
COVID-19 pandemic. 

Verana Health, the data partner 
of the AUA Quality (AQUA) Reg-
istry, evaluated how COVID-19 af-
fected racial differences in prostate 
cancer care in a nationwide registry. 
AQUA Registry data were used to 
measure the rate of prostatectomies 
before and during the COVID-19 
pandemic. An evaluation of 105 
practices from January 2019 to 
April 2021 found large decreases in 
the number of prostatectomies per-
formed per practice after the initial 

lockdown in March 2020 (see table 
and figure).1 The decreased utili-

zation of prostatectomy has been 
relatively stable throughout 2020 

after the lockdown and has not re-
turned to pre-pandemic numbers. 
Overall, the percent decreases were 
largest among Caucasian men, with 
a 35.3%  decrease in prostatecto-
my, compared to a 23.5% decrease 
among Black men and 0% among 
Asian men. Interestingly, prostatec-
tomies among Black men recovered 
slightly in August 2020 compared 
to March 2020 (9.2% increase), in 
contrast to a continued lower level 
among Caucasian (14% decrease) 
and Asian men (25% decrease). 

Further investigation is need-
ed to establish the impact of the 
COVID-19 pandemic on different 
racial/ethnic groups and utilization 
of any prostate cancer treatment 
over time, including surveillance, 
radiation and androgen depriva-
tion therapy. STOP

1. Bernstein AN, Talwar R, Handorf E et al: As-
sessment of prostate cancer treatment among 
Black and White patients during the COVID-19 
pandemic. JAMA Oncol 2021; doi: 10.1001/ja-
maoncol.2021.2755.

Table. Percent changes

February–April 2020 March–August 2020

Black or African American −23.53% +9.21% (increase)

Asian −0% −25%

Caucasian −35.28% −14.17%

Have You Read?
Daniel A. Shoskes, MD
Cleveland Clinic

Eklund M, Jäderling F, Disca-
cciati A et al: MRI-targeted 
or standard biopsy in pros-
tate cancer screening. N Engl 
J Med 2021; doi: 10.1056/NEJ-
Moa2100852.

The role of using magnetic reso-
nance imaging (MRI) targets alone 
or in addition to standard biopsy 
templates continues to be contro-
versial. In this study, the authors 
conducted a population-based 
noninferiority trial of prostate can-
cer screening in which men 50 to 
74 years of age from the general 
population were invited by mail to 
participate; participants with pros-
tate specific antigen (PSA) levels of 
3 ng/ml or higher were random-
ly assigned to undergo a standard 

biopsy (standard biopsy group) or 
MRI, with targeted and standard 
biopsy if the MRI results suggest-
ed prostate cancer (experimental 
biopsy group). The primary out-
come was the proportion of men in 
the intention-to-treat population in 
whom clinically significant cancer 
(Gleason score ≥7) was diagnosed. 
A key secondary outcome was the 
detection of clinically insignifi-
cant cancers (Gleason score 6). Of 
12,750 men enrolled, 1,532 had 
PSA levels of 3 ng/ml or higher 
and were randomly assigned to un-
dergo biopsy: 603 were assigned to 
the standard biopsy group and 929 
to the experimental biopsy group. 
In the intention-to-treat analysis, 
clinically significant cancer was 
diagnosed in 192 men (21%) in 
the experimental biopsy group, as 
compared to 106 men (18%) in the 

standard biopsy group (p <0.001 
for noninferiority). The percentage 
of clinically insignificant cancers 
was lower in the experimental bi-
opsy group than in the standard 
biopsy group (4% [41 participants] 
vs 12% [73 participants]; difference, 
−8 percentage points; 95% CI, −11 
to −5).

The authors conclude that MRI 
with targeted and standard biopsy 
in men with MRI results suggestive 
of prostate cancer was noninferior 
to standard biopsy for detecting 
clinically significant prostate can-
cer in a population-based screening 
trial and resulted in less detection 
of clinically insignificant cancer.

Hakam N, Sadighian M, 
Nabavizadeh B et al: Contem-
porary trends and end-re-
sults of National Institutes of 

Health grant funding to de-
partments of urology in the 
United States: a 10-year An-
alysis. J Urol 2021; 206: 427–433.

The National Institutes of 
Health (NIH) is a crucial source 
of funding for clinical and trans-
lational research, and urology as a 
specialty has had variable success 
in securing it. In this study, the au-
thors queried the NIH grant data-
base for all grants awarded to urol-
ogy departments between 2010 
and 2019. Information regarding 
the value of the grant, funded in-
stitution, successful publication of 
the research and category of uro-
logical subspecialty were collect-
ed. Data on principal investiga-
tors were extracted from publicly 
available information. There were 
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509 grants awarded to urology be-
tween 2010 and 2019, for a total 
value of $640,873,867 and a me-
dian per-project value of $675,484 
(IQR 344,170–1,369,385). Over 
the study period, total funding 
decreased by 15.6% and was low-
er compared to other surgical 
subspecialties. Most grants were 
awarded by the National Cancer 
Institute and National Institute of 
Diabetes and Digestive and Kid-
ney Diseases (85%) to Western or 
North Central institutions (52.5%) 
and had principal investigators 
who specialized in urologic on-
cology (56.4%), followed by gen-
eral urologists (21.5%). Female 
principal investigators led 21.6% 
of urology grants and were more 
likely PhD basic scientists than 
males (64.4% vs 38.2%, p=0.001). 
In total, 10,404 publications linked 
to the 509 grants were produced, 
of which 28.5% were published in 
journals with an impact factor ≥10.

The authors conclude that urol-
ogy is underrepresented in NIH 
grant funding compared to other 
surgical fields. During the past de-
cade, there was a further decrease 
in the total budget of NIH grants 
to urology.

Baker Z, Bhaskar N, Herbst 
KW et al: Sample size, power, 
and risk of misclassification 
in pediatric urology hospi-
tal rankings. J Urol 2021; 206: 
436–446.

The U.S. News & World Re-
port rankings are widely used as 
marketing tools and measures of 
quality. As its methodology has 
shifted from reputational scores to 
clinical outcomes, it is fair game 
to question the validity and rigor 
of those analyses. In this study, 
the authors investigated 2019 and 
2020 U.S. News & World Report 
methodologies of assessing pediat-
ric urology surgical revision rates 

for distal hypospadias, pyeloplas-
ty and ureteral reimplantation to 
evaluate statistical power and mis-
classification risks. Median annual 
volumes of distal hypospadias, py-
eloplasty and ureteral reimplanta-
tion procedures by hospital from 
2016 to 2018 were calculated us-
ing the Pediatric Health Informa-
tion System® database. U.S. News 
& World Report 2019 and 2020 
methodologies were assessed to 
calculate power required to detect 
differences between hospitals and 
risk of hospital misclassifications. 
Median (IQR) annual hospital 
procedure volume was 72 (43–97) 
for distal hypospadias procedures, 
19 (9–34) for pyeloplasties and 35 
(19–50) for ureteral reimplanta-
tions. Based on 2019 methodolo-
gy, in order to achieve 80% power, 
764 cases/hospital are required to 
distinguish between a 1% vs 3% 
surgical revision rate, 1,500 cas-
es/hospital are required to distin-

guish between a 3% vs 5% revision 
rate and 282 cases/hospital are re-
quired to distinguish between a 1% 
vs 5% revision rate. Based on 2020 
methodology, 98.0% of hospitals 
do not have adequate ureteral re-
implantation volume to achieve 
full points even when reporting no 
revisions; similarly, 66.0% do not 
have adequate pyeloplasty volume 
and 10.9% do not have adequate 
distal hypospadias volume. Risks 
of misclassification exceed 50% in 
several instances among hospitals 
reporting distal hypospadias and 
pyeloplasty revisions using both 
2019 and 2020 methodology.

The authors conclude that 
based on median-volume hospi-
tals, current U.S. News & World 
Report methods for classifying 
revision rates for distal hypospa-
dias,  pyeloplasty and ureteral 
reimplantation have insufficient 
power and are at high risk for 
misclassification. STOP
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Coding for 52601—What is a TURP?
Jonathan N. Rubenstein, MD, FACS
Chair, AUA Coding and Reimbursement Committee 
Chesapeake Urology Associates

Introduction
Current Procedural Terminology 

(CPT) code 52601 describes Trans-
urethral electrosurgical resection of pros-
tate, including control of postoperative 
bleeding, complete (vasectomy, meatoto-
my, cystourethroscopy, urethral calibra-
tion and/or dilation, and internal ure-
throtomy are included), also known as 
a “TURP” procedure. It is import-
ant to understand what the code de-
scriptor means for accurate coding 
and billing. To bill CPT 52601, the 
amount of tissue removed should be 
the maximum that is reasonable and 
necessary in an attempt to improve 
a patient’s voiding parameters typi-
cally in 1 procedure (unless a 2-stage 
procedure is planned in advance 
due to prostate size).  One does not 
need to perform a complete remov-
al of all prostate tissue, but the sur-
geon should do their best to remove 

as much tissue as possible and rea-
sonable.  The parenthetical serves to 
describe which procedures cannot 
be billed separately if performed at 
the same time as a TURP but none 
are needed to be performed to bill 
the code without the need for a re-
duced services modifier.  

History 
Originally there were 5 CPT 

codes used to report TURP proce-
dures:

52601 Transurethral electro-
surgical resection of prostate, 
including control of postoper-
ative bleeding, complete (va-
sectomy, meatotomy, cystoure-
throscopy, urethral calibration 
and/or dilation, and internal 
urethrotomy are included)
52612 Transurethral resection of 
prostate; first stage of two-stage 
resection (partial resection)
52614 Transurethral resection 
of prostate; second stage of 
two-stage resection (resection 

completed)
52620 Transurethral resec-
tion; of residual obstructive tis-
sue after 90 days postoperative
52630 Transurethral resec-
tion; of regrowth of obstructive 
tissue longer than one year 
postoperative

There are currently 2 CPT 
codes, with code descriptors and 
parentheticals as noted:

CPT 52601 Transurethral 
electrosurgical resection of pros-
tate, including control of post-
operative bleeding, complete 
(vasectomy, meatotomy, cysto-
urethroscopy, urethral calibra-
tion and/or dilation, and inter-
nal urethrotomy are included)
(52612, 52614, 52620 have 
been deleted.  For first stage 
transurethral partial resec-
tion of prostate, use 52601.  
For second stage partial re-
section of prostate, use 52601 
with modifier 58.  For trans-
urethral resection of residual 
or regrowth of obstructive 

prostate tissue, use 52630)

CPT 52630 Transurethral 
resection; residual or regrowth 
of obstructive prostate tissue, 
complete (vasectomy, meatoto-
my, cystourethroscopy, urethral 
calibration and/or dilation, 
and internal urethrotomy are 
included) 
(For resection of residual 
prostate tissue performed 
within the postoperative 
period of a related pro-
cedure performed by the 
same physician, append 
modifier 78)

CPT codes 52612 and 52614 were 
used to report 2-stage TURP pro-
cedures if the prostate was too large 
to accomplish the resection goals in 
1 procedure, using CPT 52612 to 
report the first stage (an “incom-
plete” TURP) and CPT code 52614 
the second stage (appended with 
modifier 58 if  needed). The word 

CODING TIPS AND TRICKS
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“complete” was therefore included 
in CPT code 52601 to describe the 
intent of the surgeon to complete 
the resection in 1 procedure rather 
than 2, not to describe complete-
ness of tissue removal.  CPT codes 
52612 and 52614 have since been 
deleted, along with the addition of 
parentheticals to CPT codes 52601 
and 52630. The parentheticals 
note that CPT 52601 should be 
used for the first stage resection 
(no modifier needed) if there was 
a planned 2-stage procedure with 
CPT code 52601 also being used 
for the second stage using modifier 
58. In contrast, CPT 52630 would 
be used to report the second stage 
procedure if unplanned.  Note that 
the Centers for Medicare & Med-
icaid Services has rules that CPT 
52601 is a “once-in-a-lifetime” pro-
cedure, so CPT 52630 would be re-
ported for the second stage TURP 
whether planned or unplanned.

CPT codes 52620 and 52630 
described resection of residual ob-
structive tissue after 90 days post-
operative or >1 year postopera-
tive, respectively. As these codes 
also led to some coding confusion 
and were deemed to have overlap 

and redundancy, CPT code 52620 
was later deleted and the code de-
scriptor of 52630 was modified to 
match that of CPT 52601; a paren-
thetical with coding guidance was 
also added.

Question 1: Does “All of 
the Prostate Tissue” Need 
to be Removed to Bill 
CPT 52601 to Satisfy the 
Word “Complete” in the 
Descriptor?

No. The meaning of the word 
“complete” in CPT 52601 implies 
that the surgeon is attempting to 
complete the resection in 1 setting in-
stead of a planned 2-stage procedure, 
where the first stage was known to 
be incomplete.  It was not intended 
to describe the completeness of the 
tissue removal. CPT code 52601 
should be reported (without a mod-
ifier) any time a patient is brought to 
the operating room with the goal of 
removing as much prostate tissue as 
reasonable to improve patient void-
ing parameters.  Note that it may 

even take more work to remove 
more tissue in a patient with a larger 
gland than all of the tissue in a pa-
tient with a smaller gland, yet both 
still meeting patient outcome goals. 

It is critical that surgeons are 
honest and accurate in their re-
porting, appending modifier 52 
when appropriate. Examples 
may include performing a limit-
ed “channel TURP,” resection of 
prostate due to a prostatic abscess, 
or removal of a mass.  Please note 
that the use of a reduced services 
modifier in these cases is still up to 
the discretion of the surgeon, and 
the use of a modifier is not neces-
sary merely because of the indi-
cation for the procedure.  If the 
surgeon believes that the amount 
of tissue resected and the amount 
of work performed was significant 
enough to report CPT 52601 with-
out a modifier, it is within their 
expertise and clinical judgment to 
do so. The surgeon’s notes should 
reflect this.

Question 2: Do the 
Procedures within the 

Parenthetical Need to 
be Performed to Bill CPT 
52601?

No. The parentheticals after CPT 
codes 52601 and 52630 are written 
in a way to describe procedures 
that are included if performed but 
are not needed to be performed to 
bill the code unmodified.  

Conclusion
CPT code 52601 can be report-

ed (without a modifier) when a 
surgeon removes as much tissue 
as is reasonable and necessary in 
an attempt to improve a patient’s 
voiding parameters.  There are no 
requirements with respect to a min-
imum or maximum amount of tis-
sue needing to be resected.   None 
of the procedures listed in the par-
enthetical may be billed separately 
if performed at the same time, yet 
none of the procedures listed in the 
parenthetical need to be performed 
to report CPT 52601 unmodified.  
Surgeons need to be honest about 
their reporting and work per-
formed and should append modi-
fier 52 when appropriate. STOP

CODING FOR 52601—WHAT IS A TURP?
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Concurrent and Overlapping Urological Surgery
Parth K. Modi, MD, MS
University of Chicago

Eric A. Singer, MD, MA, MS, FACS, 
FASCO
Rutgers Cancer Institute of New Jersey and Rutgers 
Robert Wood Johnson Medical School

Raj S. Pruthi, MD, MHA, FACS
University of California, San Francisco

The ethics column seeks to introduce 
readers of AUANews to the authors’ per-
spectives on a wide range of contemporary 
ethical issues faced by practicing urologists.

Case
Dr. Jones is the urologist on call this 

week at her University teaching hospi-
tal. She has scheduled a robotic radical 
cystectomy with neobladder for Mr. A 
and has a cystoscopy and stent place-
ment for Ms. B, a patient who was 
admitted overnight for an obstructing 

ureteral stone. She will be assisted by 
a chief resident for the cystectomy and a 
junior resident for the stent placement. 

She greets each patient in the preop-
erative area and answers last minute 
questions about surgery and the consent. 
She then walks to Mr. A’s operating 
room to be present for the time out. She 
tells the chief resident that she will just 
be next door performing the stent proce-
dure and then return. She then walks to 
Ms. B’s room and performs the time out 
and the ureteral stent placement. 

She returns to Mr. A’s room and 
finds that the chief resident has placed 
ports and taken down some colonic 
adhesions. She joins the resident and 
they complete the cystectomy. The next 
morning she is called by the chief res-
ident who notes Mr. A has a rigid ab-
domen and is concerned that Mr. A has 
intraperitoneal sepsis. On abdominal 

exploration, they find a missed colonic 
injury requiring abdominal washout 
and proximal diversion. 

Discussion
A patient’s informed consent pri-

or to surgery, as an acknowledge-
ment of the patient’s autonomy, is 
a well-established standard of sur-
gical care. Despite the ubiquity of 
informed consent discussions, there 
are several common surgical sce-
narios in which informed consent is 
not straightforward. In this article, 
we will discuss one of these scenar-
ios: a surgeon participating in con-
current or overlapping procedures.

Concurrent surgery occurs 
when 1 primary attending sur-
geon is responsible for more than 
1 surgical procedure with the 

key or critical portions occurring 
all, or in part, at the same time.1 
Overlapping surgery describes a 
similar scenario, but without any 
key or critical portions occurring 
simultaneously (see figure). High 
profile media investigations into 
concurrent and overlapping sur-
gery have cast this practice as an 
unacceptable risk to patient safety 
and a potential source of improp-
er billing. A 2016 report of the 
U.S. Senate Finance Committee 
recommended that hospitals pro-
hibit concurrent surgery and reg-
ulate overlapping surgery.2 Specif-
ically, they encouraged hospitals 
to ensure that informed consent 
discussions adequately include a 
discussion of overlapping proce-

MEDICAL ETHICS
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dures. As a result, many individ-
ual institutions have developed 
policies addressing overlapping 
surgeries, striving to clearly define 
the parameters, ensure surgeon 
accountability and better inform 
patients regarding the practice.

A clear and transparent conver-
sation about overlapping surgery 
and the role of other surgeons 
(including residents or assistants) 
is essential to adequate informed 
consent. However, this may be a 
challenging discussion for sever-
al reasons. First, patients may be 
unaware of the number of peo-
ple involved in a routine surgical 
procedure. Indeed, the language 
regarding students and surgical 
trainees on consent documents 
is vague and this topic is often 
brushed over by surgeons for fear 
of undermining a patient’s trust.3 
Second, patients may expect that 
the attending surgeon will be pres-
ent for all parts of the surgical pro-
cedure (“from skin to skin”). Pa-
tients may perceive that all parts 
of a surgical procedure are tense 
and high-risk, unaware of the 
“low-intensity” work and prepara-
tion that is part of most surgical 
procedures. Further, there is no 
universal definition of the “crit-
ical portion” of a surgical proce-
dure, and this may vary based 
on patient factors. The American 
College of Surgeons defines the 
critical portions of an operation 
as “those stages when essential 
technical expertise and surgical 
judgment are necessary to achieve 
an optimal patient outcome.”1 
The meaning of “optimal patient 
outcome” leaves much room for 
interpretation. Additionally, they 
state that the critical portions of 
an operation are determined by 
the primary attending surgeon.1  
Finally, patients may be hesitant 
to allow trainees to participate in 
their operation. While the need 
for training surgeons is agreeable 
in the abstract, some patients may 
be less open to that idea in their 
own surgical care.

Informed consent, according to 

the AUA Code of Ethics,4 requires 
the disclosure of “reasonable ex-
pectations” of surgery as well as 
the “identification of other medical 
personnel who will be participating 
directly in the care delivery.” The 
presence of the attending surgeon 
during surgery is a reasonable ex-
pectation of patients. Therefore, it 
is essential for the urologist to dis-
close trainee/assistant participation 
and the portions of the procedure 
during which the attending may 
not be present.  

In the case example, Dr. Jones 
did not discuss her absence during 
part of the procedure with the pa-
tient. Allowing the chief resident to 
start the surgical procedure prior to 
her presence may be appropriate, 
despite the fact that a complication 
occurred at some point during the 
surgery. However, transparency re-
garding the surgeon’s presence and 
the presence of assistants/surgical 
trainees is essential to maintain-
ing trust in the patient-physician 
 relationship.

A recent meta-analysis of ret-
rospective studies found no as-
sociation between overlapping 
surgery and short-term mortality 
or morbidity.5 Another large ret-
rospective analysis found no dif-
ference in mortality or morbidity 

on average, but did note a higher 
mortality and complication rate 
for a subgroup of patients at high 
preoperative predicted risk under-
going overlapping surgery.6 Both 
noted a longer operative time as-
sociated with overlapping surgery. 
Two recent retrospective studies of 
overlapping urological surgery at 
academic centers similarly found 
no difference in short term mor-
bidity or mortality.7,8 In addition 
to the data regarding outcomes, it 
is important to note that surgery 
is itself a scarce resource. Surgeon 
and operating room time is in lim-
ited supply and increasing access 
for patients through increased ef-
ficiency is a benefit of overlapping 
surgery.

In spite of the data suggesting 
equivalent outcomes of overlap-
ping surgery, patient perception 
is mixed. Two recent surveys of 
patients regarding overlapping 
surgery found that patients were 
uncomfortable with concurrent sur-
gery and neutral or mixed regard-
ing the acceptability of overlapping 
noncritical portions of surgery.9,10 
These data, along with the relative 
lack of patient understanding about 
concurrent or overlapping surgery, 
establish the need for a transparent 
conversation regarding these prac-

tices during the informed consent 
process well prior to the day of 
 surgery. STOP

1. American College of Surgeons: Statements on 
Principles, April 12, 2016. Available at https://
www.facs.org/about-acs/statements/stonprin. 
Accessed August 5, 2021.

2. Senate Finance Committee: Concurrent and 
Overlapping Surgeries: Additional Measures 
Warranted, published 2016, updated Decem-
ber 6, 2016. Available at https://www.finance.
senate.gov/download/f inance-concur rent - 
surgeries-report. Accessed August 5, 2021.

3. Langerman A: Concurrent surgery and in-
formed consent. JAMA Surg 2016; 151: 601.

4. American Urological Association: Code of 
Ethics. Available at https://www.auanet.org/
myaua/aua-ethics/code-of-ethics. Accessed Au-
gust 5, 2021.

5. Gartland RM, Alves K, Brasil NC et al: Does 
overlapping surgery result in worse surgical out-
comes? A systematic review and meta-analysis. 
Am J Surg 2019; 218: 181.

6. Sun E, Mello MM, Rishel CA et al: Association 
of overlapping surgery with perioperative out-
comes. JAMA 2019; 321: 762.

7. Glauser G, Goodrich S, McClintock SD et al: 
Evaluation of short-term outcomes following 
overlapping urologic surgery at a large academic 
medical center. Urology 2020; 138: 30.

8. Nabavizadeh R, Higgins MI, Patil D et al: Over-
lapping urological surgeries at a tertiary aca-
demic center. Urology 2021; 148: 118.

9. Edgington JP, Petravick ME, Idowu OA et al: 
Preferably not my surgery: a survey of patient 
and family member comfort with concurrent 
and overlapping surgeries. J Bone Joint Surg Am 
2017; 99: 1883.

10. Kim A, Alluri R, Kang H et al: Not without 
my attending: a survey of patient and fami-
ly member attitudes and perceptions about 
concurrent and overlapping surgery. Spine J 
2021; 21: 889
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Report of the Western Section American Urological  
Association and Invitation to the 97th Annual Meeting
Kathleen Kobashi, MD, FACS
President, Western Section of the American Urological 
Association, Virginia Mason Medical Center

It is my honor and privilege to 
serve as the first female president 
of the Western Section (but defi-
nitely not the last!).  I feel a deep 
sense of responsibility to an orga-
nization that has been so dear to 
me for nearly my entire life and 
appreciate your trust and confi-
dence in me to fulfill the duties and 
carry on the tremendous traditions 
of camaraderie, member engage-
ment, academic excellence and 
ongoing growth.  I am humbled 
to work alongside the officers, the 

board of directors and the DeSan-
tis Management Group to achieve 
our mission and goals as a thriving 
organization.  

I can’t think of a better place to 
reunite and unwind than the luxu-
rious Renaissance Esmeralda Re-
sort in the tranquil resort town of 
Indian Wells, California (October 
31–November 1, 2021), especially 
after the past year’s unexpected cir-
cumstances that have challenged us 
all.  You may recall that the West-
ern Section had a delightful annual 
meeting at the same resort in 2015.  
Subsequently, many attendees 
asked to return. We are so fortu-
nate that Dr. Mike Sanford and his 

wife Lori, who kindly chaired the 
2015 meeting’s local arrangements, 
will again serve to ensure that we 
have the best experience possible.   
Mark your calendars for this phe-
nomenal annual meeting, an in 
person array of academic and so-
cial activities. 

I wish to congratulate and 
a cknowledge our Immediate 
Past-president, Dr. Chris Amling, 
for holding the Association steady 
while navigating the then-uncer-
tain future of the Maui meeting, 
which unfortunately did not come 
to pass.  However, with the com-
bined effort of the Program Chair 
and Secretary, Dr. Chris Porter, the 

officers and the DeSantis Manage-
ment Group “studios,” the meeting 
was produced as a resoundingly 
successful “virtual” production that 
offered up to 28.75 CME credits, 
which was highly attended by both 
professionals and industry.

I am incredibly grateful for 
the opportunity and privilege to 
serve this wonderful urological 
community and look forward to 
seeing everyone again at the 97th 
Annual Meeting in Indian Wells 
this October–November. Let’s go 
forward together! Online registra-
tion for this meeting can be found 
at www.surgewest.org. STOP

SECTION AND SPECIALTY MEETINGS 

FROM THE AUA PRESIDENT

Inaugural Address
Raju Thomas, MD, FACS, FRCS, 
MHA
Tulane University School of Medicine

I am honored to be sworn in 
as the new American Urological 
Association’s Board President 
for the remainder of 2021–2022. 
Many thanks to Dr. Scott Swan-
son, our outgoing President, who 
provided us with clear leadership 
and direction in a time of great 
uncertainty as the pandemic put 
so many lives at risk. I look for-
ward to facing challenges ahead 
together as I know you will pro-
vide us with invaluable perspec-

tives as we sort through this con-
tinued health crisis. The breadth 
of experiences represented by 
this membership will no doubt 
provide our organization and our 
field with much needed insight 
as we seek to find new and bet-
ter ways to serve our patients and 
communities.

Urology has always been at 
the forefront of innovation and 
research. That is exciting to me. 
I think urology gives a physician 
the best of both aspects of clinical 
treatment, involving the disciplines 
of medicine and surgery. Regard-

less of new technologies and treat-
ment options, I find one of the 
most challenging aspects of caring 
for patients in urology is the high 
demand with the limited number 
of physicians. This is particularly 
apparent in rural areas of the U.S. 
and when it comes to the number 
of women and people of color in 
the field. I want us all to focus on 
recruiting more diverse physicians 
into this incredibly impactful field 
to meet the needs of all people 
wherever they are. 

The future of urology holds the 
promise of new advancements, 

but also an increase in patient care 
across the globe. To forge ahead 
with these emerging technologies 
while meeting the need for in-
creased urological treatment, we 
need strong collaboration within 
urology, other medical specialties 
and the communities that surround 
our profession.

With all that the AUA is doing, I 
look forward to working with you 
and alongside you as we grow our 
profession and the number of pa-
tients we can serve, over the course 
of the next year. STOP

AUA Scholarly Publishing: Past, Present and Future
Michael T. Sheppard, CPA, CAE
CEO, American Urological Association

One of the AUA’s proudest tra-
ditions is our scholarly publishing 
program. We trace our commit-
ment to publishing the most im-

portant urological research in the 
field back to 1917, when Hugh 
Hampton Young, MD founded The 
Journal of Urology®. For more than 
100 years, The Journal of Urology®, 
the flagship peer-reviewed journal 

of the AUA, has covered the wide 
scope of urology, including pediat-
ric urology, urologic oncology, re-
nal transplantation, male infertility, 
calculi, female urology and neu-
rourology. Today, The Journal re-

mains the most highly cited in all of 
urology. This incredible, long-last-
ing feat is attributed to The Jour-
nal’s superior editors. At the end of 

FROM THE CHIEF EXECUTIVE OFFICER
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2021, Joseph A. Smith, Jr., MD will 
complete his formidable service as 
The Journal’s 10th editor-in-chief. 
During his remarkable tenure, The 
Journal has seen its highest Jour-
nal Impact Factor, 7.45, in 2020 
(reported in June 2021). Most im-
portantly, though, Dr. Smith has 
elevated our pledge to publishing 
the best of urological research. In 
2020, despite the pandemic, The 
Journal saw its highest number 
of submissions ever, with almost 
3,000 manuscripts considered for 
publication. Dr. Smith has spent 
all of 2021 collaborating with his 
successor, Robert Siemens, MD, 
FRCSC, who will do an excellent 
job of guiding the legacy of The 
Journal of Urology® into the future.

As the need for outlets for uro-
logical publications continued, 
the AUA responded by launch-
ing Urology Practice® in 2014. This 
publication focuses on the clinical 
trends, challenges and practice ap-
plications in the areas of business, 
health policy, the specialty and 
patient care, providing a peer-re-
viewed outlet for information that 
can be used in everyday practice 
by the health care community. 
Urology Practice®, under the lead-
ership of J. Stephen Jones, MD, 
FACS, MBA, saw an impressive 
59% increase in submissions in 
2020 over 2019.

And of course AUANews serves 
a vital role in the AUA family of 

scholarly publications. As part of 
his duties as AUA Secretary, John 
Denstedt, MD, FACS, FRCSC has 
taken our membership newsletter 
to another level, featuring critical 
membership news and clinical con-
tent. In the past year, Dr.  Denstedt 
has overseen the redesign of the 
print version of AUANews. At the 
end of July, https://auanet.org/
auanews launched. This enhanced 
AUANews online platform allows 
our readers to search archived con-
tent, download the full print issue 
and share individual articles via 
Twitter, email and more.

For all AUA publications, our 
editorial office staff members pro-
vide superior customer service to 
our editors, peer reviewers and au-
thors. Team members oversee an 
outstanding peer review process 
and provide the best in-house pro-
duction and copyediting. Addition-
ally, the AUA constantly examines 
the length of the review process, 
how to recognize our outstanding 
reviewers and the importance of 
the best author experience pos-
sible. Our communications team 
coordinates with our team of phy-
sician online content editors to am-
plify the research of our authors via 
our robust social media platforms, 
including Twitter, Facebook and 
Instagram. Our marketing team 
disseminates content from our 
publications via multiple avenues, 
including targeted membership 

emails. When it comes time for au-
thors to submit research, we want 
them to remember their past ex-
periences publishing with us and 
come to us first with that import-
ant work. Similarly, for first-time 
authors, we want them to see how 
hard we work to promote our ar-
ticles and to make the publication 
process as easy as possible.

Looking to the future, the AUA 
is pleased to announce the restruc-
tured Publications Committee, 
which will be chaired by Raj Pruthi, 
MD, MHA, FACS. This newly re-
structured committee will begin 
meeting this fall. The Publications 
Committee will act in an advisory 
capacity to the Board of Directors 
on all non-editorial aspects of the 
AUA’s journals and AUANews, in-
cluding recommendations about 
publishing innovations, threats and 
opportunities. This Publications 
Committee is tasked with leading 
the AUA into the future of scholar-
ly publishing.

Our publishing future is one 
of great promise, but it is import-
ant that we concentrate not only 
on our program’s strengths but its 
weaknesses, too. Publishing trends 
such as open access and preprints 
are gaining momentum each day, 
and the AUA must be prepared 
and proactive in how we address 
them. As publishing evolves, it will 
behoove the AUA to consider how 
we can cross-pollinate our publica-

tions’ rich resources with our oth-
er AUA departments, including 
meetings, guidelines, membership, 
education and research, in a mean-
ingful way to ensure ultimate acces-
sibility to content and relevance of 
our program at large.

In 2020, the AUA contracted 
with a world-class independent 
consultancy well known for their 
scholarly publishing expertise. 
With their help, the AUA creat-
ed a 5-year strategic plan for our 
publications. Our goal in creating 
this strategic plan was to make the 
AUA’s publishing program not 
only the best in all of urology but 
best-in-class in scientific, technical 
and medical publishing worldwide. 
This plan outlines 4 major areas 
for the AUA: an examination of 
our portfolio of publications, im-
provement of publication process-
es, enhancement of our marketing 
and branding, and reimagination 
of AUANews and digital delivery. 
Many of these areas have been ful-
ly addressed already, and we are 
prioritizing the others as we move 
into the end of 2021 and beyond.

The AUA is committed to serv-
ing our membership, the global 
urological community and medi-
cal researchers at large as the voice 
of urology. Together, The Journal 
of Urology®, Urology Practice® and 
 AUANews provide a home for the 
most important content covering 
all topics of urology. STOP

AUA SCHOLARLY PUBLISHING
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Leaders in the Making
John D. Denstedt, MD, FRCSC, 
FACS, FCAHS
Secretary, American Urological Association

The AUA Leadership Program 
identifies urologists who have 
demonstrated effective leadership 
skills within organized medicine 
or the community. Since 2004, the 
AUA and its Sections have sought 
applicants who are driven to tackle 
future roles of responsibility within 
the AUA. To date, 147 AUA mem-
bers have participated in 1 of 8 dif-
ferent Leadership Program classes. 

The AUA is proud of its Lead-
ership Program, which provides 
younger AUA members the op-
portunity to polish their leadership 
skills, take advantage of network-
ing opportunities and become 
better acquainted with AUA pro-
grams and services. More than 25 
program graduates have served on 
their Section’s Board of Directors, 
2 have served on the AUA Board 
of Directors, and an impressive 12 
have served as Section Presidents.

The AUA Leadership program 
is so critical because the future of 

the AUA and urology depends on 
us cultivating wonderful leaders to 
advance the specialty. The AUA 
has been around for 119 years due 
to great leaders, and developing 
strong leaders through the AUA 
Leadership Program will help us 
be around for 119 more.

I would like to recognize the 
2021–2022 AUA Leadership Class 
Participants and Mentors: 

Mid-Atlantic Section
• Suzanne Merrill, MD, Penn 

State Health Milton S. Hershey 
Medical Center 

• Tullika Garg, MD, Geisinger 
Medical Center

New England Section
• Kevan Sternberg, MD, Univer-

sity of Vermont
• Alex Vanni, MD, Lahey Hospi-

tal and Medical Center

FROM THE AUA SECRETARY
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New York Section
• William Huang, MD, NYU Lan-

gone Health
• Jessica Kreshover, MD, Arthur 

Smith Institute for Urology

Northeastern Section
• Naeem Bhojani, MD, University 

of Montreal Health Care Center
• Bruce Jacobs, MD, University of 

Pittsburgh

North Central Section
• Anne Cameron, MD, University 

of Michigan
• Charles R. Powell, MD, Indiana 

University School of Medicine
• Kyle Richards, MD, University 

of Wisconsin-Madison

Southeastern Section
• Matthew Coward, MD, Univer-

sity of North Carolina
• Kristen Scarpato, MD, MPH, 

Vanderbilt University Medical 
Center

• Trushar Patel, MD, University of 
Southern Florida

South Central Section
• Rodrigo Donalisio da Silva, MD, 

University of Colorado Denver 
Health

• Rose Khavari, MD, Houston 
Methodist Hospital

• Kelly Stratton, MD, University 
of Oklahoma Health Sciences 

Center

Western Section
• Tom Chi, MD, University of 

California, San Francisco
• Brian Duty, MD, MBA, Oregon 

Health & Science University
• Polina Reyblat, MD, Kaiser Per-

manente Los Angeles Medical 
Center

Mentors of the 
Leadership Class
• Arthur L. Burnett, MD, MBA, 

FACS, Johns Hopkins Universi-
ty School of Medicine

• S. Larry Goldenberg, CM, OBC, 
MD, FRCSC, FACS, FCAHS, 
University of British Columbia

• Kathleen Kobashi, MD, FACS, 
Virginia Mason Medical Center

• Richard Memo, MD, NEO 
Urology Associates, Inc.

• Craig Peters, MD, FAAP, FACS, 
Children’s Health, UT South-
western Medical Center

• Linda Shortliffe, MD, Stanford 
University
These future leaders will have 

a lasting impact on the AUA and 
urology, and I have no doubt they 
will do great things. The 2023–
2024 AUA Leadership Program 
application period will open in 
the summer of 2022. Learn more 
about the program at AUAnet.org/
Leadership. STOP

So, You’ve Decided to Pursue a Career in Urologic  
Oncology: Navigating the SUO Match
Woodson W. Smelser, MD
Vanderbilt University Medical Center

Congratulations on your deci-
sion to pursue urologic oncology! 
You have entered not only an ex-
cellent vocation, but also a calling 
that will continuously challenge 
your technical skills, clinical de-
cision making, and personal and 
professional development. Now 
buckle up: the scope and innova-
tion within urologic oncology has 
never been changing faster. 

Urologic oncology is a relative-
ly new subspecialty in the broader 
scheme of medicine, but oncologic 
cases have been performed in urol-
ogy since Hugh Hampton Young 
described the technique for peri-
neal prostatectomy and performed 
it on April 7, 1904.1 Since 1984, 
the Society of Urologic Oncology 
(SUO) has functioned with the fol-
lowing primary goals:2 
• Stimulate research and teaching 

in urologic oncology.

• Disseminate the principles of 
urologic oncology to the medi-
cal profession at large.

• Bring urologists into a society 
whose work is entirely/princi-
pally in malignant disease.

• Be the most qualified organiza-
tion on matters of urologic on-
cology.

• Standardize fellowship training 
in urologic oncology.
If you are interested in a career 

in urologic oncology, it is never too 
early to start networking. Identify 
urologic oncologists at your home 
institution or within your AUA 
Section and reach out to them. 
Have an updated CV, an articulate 
vision of your future goals and a list 
of pertinent questions ready. Also, 
consider meeting with your pro-
gram director now to discuss their 
advice regarding pursuit of fellow-
ship and any pertinent scheduling 
considerations that may need to be 
addressed as you move forward. If 

your institution does not have uro-
logic oncologists, consider asking 
your program director to reach out 
to their own personal network for a 
de facto advisor. 

Additionally, follow the SUO 
on Twitter to stay apprised of pro-
gramming updates and to become 
a part of interesting clinical and 
research discussions. The Society 
of Urologic Oncology also has an 
official journal, Urologic Oncology: 
Seminars and Original Investigations, 
which has a social media presence 
to keep you updated on emerging 
research. The SUO website has a 
list of all accredited programs, with 
links to the program’s official web-
pages and information regarding 
applications, fellowship directors 
and the match timeline.

Furthermore, I highly recom-
mend submitting research to the 
annual SUO meeting and attend-
ing the networking events aimed 
at trainees. As you approach your 

time at the meeting, reach out to 
program directors in advance via 
email and ask if their department is 
having a “meet and greet” or if the 
program leadership is available for 
one-on-one meetings. These meet-
ings can provide a greater level 
of granularity regarding program 
objectives and features before po-
tential interviews. You may even 
make career-long connections that 
aid you in future steps like finding 
a job. 

Finally, if you don’t have a 
mentor locally at your home in-
stitution, reach out to me directly 
 (woodson.w.smelser@vumc.org). I 
will do my best to set you on course 
for a great journey. STOP

1. American Urological Association: People in 
Urology: Hugh Hampton Young. The William 
P. Didusch Center for Urologic History 2020. 
Available at https://urologichistory.museum/
histories/people-in-urology/y/hugh-hampton-
young.

2. Society for Urologic Oncology: About Us. So-
ciety of Urologic Oncology 2021. Available at 
https://suonet.org/about-us.aspx.
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AUA Advocacy’s Mission Continues to Inspire 
Eugene Rhee, MD, MBA
Chair, AUA Public Policy Council

As part of this year’s Annual 
Urology Advocacy (AUA) Summit, 
Dr. Denise Asafu-Adjei and I met 
virtually with staff at Congress-
man Ted Lieu’s office.  We shoe-
horned this rescheduled meeting 
into a busy clinic day, and while 
Dr. Asafu-Adjei was moving to 
start her practice after finishing her 
fellowship in infertility at UCLA. 
Her story represents many urolo-
gists seeking to make a difference, 
even in the infancy of their careers. 
Here are a few initiatives we hope 
will inspire you to volunteer your 
time toward advocating on behalf 
of physicians and their patients. 

The AUA Summit concluded 
this past July with the following 
facts:
•  167 Capitol Hill virtual visits 

with 141 urologists representing 
35 states with 4 strategic asks: 
1.  Support H.R. 2903/S. 1512 to 

permanently expand telehealth 
services

2.  Support H.R. 944 to address spe-
cialty medicine physician shortag-

es in rural areas
3.  Support legislation to devel-

op a national prostate cancer 
clinical pathway for veterans

4.  Support federal funding for 
urological research with the 
Department of Defense and 
National Institutes of Health

• 260+ registrants
•  33% of these were fellows, resi-

dents and medical students
•  One-third of these were first-

time registrants
The AUA Legislative Affairs 

Committee successfully supported 
the drafting of 2 bills:
•  Veterans’ Prostate Cancer Treat-

ment and Research Act, which 
directs the Secretary of the Vet-
erans Health Administration 
(VHA) to establish a national 
clinical pathway for prostate 
cancer within the National Sur-
gery Office of the VHA for all 
stages of prostate cancer.

•  Worked with legislators to intro-
duce H.R. 944 to address rural 
workforce shortages in urology.
Our advocacy also extends to 

federal agencies. On April 14, the 
National Cancer Institute (NCI) 

officially changed its rules to al-
low Mentored Clinical Scientist 
Research Career Development 
Award (K08) applicants to apply 
for awards at 50% effort. Based 
on an AUA survey, we advocat-
ed for a reduction of the percent 
effort to 50%. “I particularly ap-
preciate that [the AUA] gathered 
input from across your organiza-
tion and included it in your re-
ply,” said Oliver Bogler, Director 
of the NCI Center for Cancer 
Training. The lowering of the per-
cent effort to 50% will allow more 
surgeon-scientists to apply and 
address major needs in moving 
research discoveries forward into 
clinical practice.

The AUA also met with and was 
acknowledged in a U.S. Govern-
ment Accountability Office (GAO) 
report, which highlighted the po-
tential for continuing telehealth 
usage at current levels following 
the public health emergency but 
recommended caution on the part 
of lawmakers in maintaining some 
flexibilities due to concerns with 
fraud, waste and abuse. The Urol-
ogy Telehealth Task Force and I 

met with the GAO and shared data 
to support continuation of tele-
health flexibilities post-pandemic. 
That meeting helped form part 
of the GAO’s testimony before 
the U.S. Senate Finance Commit-
tee, which included AUA talking 
points on how telehealth services 
dramatically increased during the 
public health emergency. The 
GAO also shared the AUA’s feed-
back regarding barriers to tele-
health utilization, such as lack of 
broadband access and technologi-
cal literacy challenges.

Our advocacy efforts are com-
plemented by the AUAPAC. This 
year, we have supported 18 federal 
candidates essential to enhancing 
our telehealth priorities, reducing 
regulatory burdens and increas-
ing research funding. For more 
information, visit https://www.my. 
auapac.org.

Whether you participate, ad-
vocate or donate, there has never 
been a more critical time to engage 
in the advocacy process. STOP

FROM THE AUA PUBLIC POLICY COUNCIL

“We Are All Disappointed, But….”
Harris M. Nagler, MD, FACS
President, Urology Care Foundation

We are all disappointed we were 
not able to be together for the 
2021 AUA Annual Meeting and 
Urology Care Foundation gala in 
Las Vegas. That, however, cannot 
dampen our growing global phil-
anthropic mission to improve the 
urological health of men, women 
and children in underserved ar-
eas throughout the world. I know 
many of you share this mission. 
You are physicians—you have com-
mitted your life’s work to helping 
others. I am certain many of you 
want to foster humanitarian efforts, 

but may not know how, which is 
why I’m pleased to help by sharing 
the following.

Get Involved
Support our global mission by 

becoming a leader in improving 
health care for urology patients 
worldwide. According to the 
World Health Organization, half 
the world lacks access to essen-
tial health services, and millions 
of people suffer every day from 
urological conditions and disease. 
Many countries—and even regions 
within the U.S.—lack the urologists 
to serve their patient populations. 

Now, more than ever, the gaps 
and disparities across racial, ethnic 
and socioeconomic communities 
worldwide are growing. Volunteer 
urologists are critical to serving 
these underserved populations. 
Many have already demonstrated 
their commitment by volunteering.

Nominate a 
Humanitarian Hero in 
Urology

The Urology Care Foundation 
Humanitarian Recognition Award 
acknowledges an individual for 
demonstrated commitment to im-

proving access to quality urolog-
ical health care in underserved 
populations. It is bestowed upon 
an individual who exemplifies the 
spirit of philanthropy, as evidenced 
by their humanitarian work. Dr. 
 Catherine deVries was recognized 
this past year with our inaugural 
Award for her dedication to im-
proving the care of others around 
the world. Because of Dr. deVries, 
the science and delivery of quality 
urological surgery has been signifi-
cantly advanced on a global scale 
for the benefit of countless patients. 

FROM THE UROLOGY CARE FOUNDATION

Arrow-right Continued on page 51
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Nominate a humanitarian hero 
today and help us spotlight their 
extraordinary voluntary efforts to 
care for patients and to support 
the urology medical community in 
under-resourced areas across the 
globe. The application cycle for 
this Award is now open and clos-
es October 31, 2021 (https://www. 
urologyhealth.org/humanitarianism/ 
humanitarians-in-urology). 

Apply for Funding
The Urology Care Foundation 

Humanitarian Grant Program sup-
ports the outstanding efforts of 
 individuals and projects providing 
direct urological patient care to indi-
viduals and communities in under-
served and under-resourced areas 
across the globe. All AUA members 
can apply for this funding, includ-
ing Senior, Honorary and Interna-
tional members. Residents/fellows 
who apply must be sponsored by, 

and work in collaboration with, a 
board-certified urologist and must 
provide permission/approval from 
their institutions to participate. 

Last month, the Foundation 
proudly announced Dr. Una 
Lee and Dr. David Rapp as the 
2021 recipients of the Grant Pro-
gram, with each receiving $4,500. 
Through her work, Dr. Lee aims 
to evolve the obstetrical fistula 
care model into a self-sufficient, 
year-round repair, recovery and 
reintegration program for low-in-
come East African women, and 
Dr. Rapp aims to focus his efforts 
on providing urological surgeries 
in Belize. Visit UrologyHealth.org 
for more  information about this 
Grant program.

Donate Today
The Urology Care Foundation 

improves patients’ lives through a 
shared commitment to advance re-

search, educate patients and support 
global humanitarian efforts in urol-
ogy. A tax-deductible gift will help 
support the millions of patients who 
are faced with urological disease. 
There are multiple ways to contrib-
ute, including a one-time or recur-
ring personal donation. To learn 
more about creative ways to support 
the important work of the Foun-

dation, visit www.urologyhealth. 
org/plannedgiving.

Thank You
We recognize this work would 

not be possible without the stead-
fast support of our AUA members’ 
time, energy, commitment and 
monetary contributions. With indi-
viduals like you, we continue to be 
a vital force in the efforts to create 
a future free of urological disease. 
Despite the difficult nature of 2021, 
I want to take pause and reflect on 
these positive outcomes and issue 
my sincere gratitude. 

On behalf of the entire Founda-
tion, we thank you again for your 
continued support. Together, we 
are advancing urological research 
and education to improve pa-
tients’ lives. To learn more about 
contributing to the Humanitarian 
program, please visit www.Urolo-
gyHealth.org. STOP

“ Giving comes 
naturally to most 
of us, I think. But 
it’s really learning 
to give without 
an expectation of 
return. That’s  
true giving.”
Gopal Badlani, MD

“WE ARE ALL DISAPPOINTED, BUT….”
Arrow-right Continued from page 50

The AUA is currently seeking a highly-
qualified member to fill the position of 

Secretary-elect beginning May 2022.  

A job description along with information 
about compensation, time commitments  
and travel requirements are available at 

AUAnet.org/Secretary.

Deadline to receive applications is December 6, 2021.

Applications Now  
Being Accepted for  

AUA’s next Secretary
The AUA is seeking a highly qualified member 

to fill the position of the first Editor of JU 
Open Plus, AUA’s new Open Access journal 

scheduled to launch in January 2023! JU Open 
Plus, together with The Journal of Urology® 
and Urology Practice®, are the collective and 
definitive voice of urology. A job description 
along with information about compensation, 

time commitments and travel requirements are 
available at AUAnet.org/JUOPEditor.

Deadline to receive applications is December 6, 2021.

Applications Now  
Being Accepted for  

JU Open Plus Editor
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Patients with advanced prostate cancer are at risk for
other serious conditions, such as cardiovascular 
disease, diabetes, and osteoporosis—risks that may 
increase with androgen deprivation therapy.1-5
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