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Nonmetastatic PCa: 
A changing landscape

A
re new antiandrogens the gold stan-
dard for treatment of nonmetastatic 
castration-resistant prostate cancer 
(nmCRPC)? Three novel androgen 

receptor inhibitors provide an embarrassment 
of riches when it comes to treatment options for 
nmCRPC patients, but there are still questions to 
be answered—including the extent of these drugs’ 
clinical benefit.

The approvals of apalutamide (Erleada) in Feb-
ruary 2018, enzalutamide (XTANDI) in July 2018, 
and darolutamide (Nubeqa) in July 2019 for the 
nmCRPC indication were the first moves away 
from a “watch-and-wait” approach for managing 
patients with nmCRPC.

Prior to the availability of these antiandrogens 
for nmCRPC, “It was a dealer’s choice approach of 
what to do, with no clear guidelines,” said Leonard 
G. Gomella, MD, professor and chair of urology
at Thomas Jefferson University and senior direc-
tor for clinical affairs at the Sidney Kimmel Can-
cer Center, Philadelphia.

“We didn’t really have a good option for treat-
ment, which meant physicians waited for some-
thing bad to happen. We’d wait for patients’ PSA 
to shoot up; we’d image them; and the minute we 
saw signs of metastasis, we would begin metastatic 
castration-resistant prostate cancer treatment.”

One-third of patients with nmCRPC develop 
metastases within 2 years.

Now, phase III clinical trials including the SPAR-
TAN study, a trial of apalutamide; PROSPER, a study 
of enzalutamide; and ARAMIS, a study of darolut-
amide, are changing the landscape for nmCRPC by 
presenting options for prolonging metastasis-free 
survival—the endpoint that formed the basis for 
FDA approval of these three agents for nmCRPC.

“These drugs fulfill an unmet need for treat-
ment of nonmetastatic castration-resistant pros-
tate cancer,” Dr. Gomella said.

The use of metastasis-free survival as a study 
endpoint has drawn questions. “There’s no proven 
clinical benefit associated with an improvement 
in metastasis-free survival per se,” said Philip Kan-

Jeni Williams / UT Correspondent

Three agents extend metastasis-free survival, 
address unmet need

See NMCRPC UPDATE, on page 36

AUA, SUFU offer guidance 
on incontinence after 
prostate treatment

Q&A

Jaspreet S. Sandhu, MD

Earlier in 2019, the AUA and SUFU published a 

joint guideline on the subject of incontinence after 

prostate treatment. In this interview, Jaspreet 

S. Sandhu, MD, a member of this guideline’s

panel, explains the rationale behind the

guideline and summarizes its key points.

For the full article, please turn to page 28

SPARTAN

Apalutamide patients had a median metasta-
sis-free survival of 40.5 months vs. 16.2 months in 
placebo group (p<.001)

PROSPER

Enzalutamide patients had a median metasta-
sis-free survival of 36.6 months vs. 14.7 months in 
placebo recipients (p<.001)

ARAMIS

Darolutamide patients had a median metasta-
sis-free survival of 40.4 months vs. 18.4 months 
with placebo (p<.001)

PROSTATE CANCER

DeMISTifying less-
invasive solutions
for BPH

Urologists are enjoying a leap in innovation in 

office-based treatment of BPH, and several more 

technologies are in development in the quest 

for the truly minimally invasive surgical therapy 

(MIST). Steven A. Kaplan, MD, explains why it 

is important to review the goals of MIST, reach 

consensus on the metrics by which to measure 

them, and hold new treatments to these metrics.

OAB/INCONTINENCE

For the full article, please turn to page 22
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PIVOTAL TRIALS OF nmCRPC DRUGS
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When confronted with challenging 

conditions in urology, urologists often 

face a tough choice: take their 

chances with organ-sparing 

approaches or opt for radical surgery 

and potentially expose the patient to 

complications or sequelae.

Too often, there’s no right tool 

for the job.

That’s why UroGen Pharma has 

developed a novel technology 

platform designed to facilitate 

intracavitary treatment of challenging 

urological conditions.

RTGel Technology

RTGel is a reverse-thermal hydrogel 

that is liquid at lower temperatures 

and converts to gel form at body 

temperature.

RTGel is designed to be formulated 

with an active drug and instilled 

directly into a target organ as a 

chilled liquid. After conversion to 

gel form, the formulation is then 

intended to gradually release active 

drug over a period of several hours 

before being excreted.

Therapeutic potential

By increasing dwell time and exposure 

of active drugs, RTGel has the 

potential to improve the therapeutic 

eff ects of urological therapies. 

It also has the potential to increase 

the viability of organ-sparing 

techniques and give urologists a 

novel alternative to radical surgery. 

RTGel is compatible with a number 

of active drug products. The 

technology is currently being 

investigated in drug formulations for 

the treatment of low-grade upper 

tract urothelial carcinoma (UTUC), 

low-grade non–muscle invasive 

bladder cancer (NMIBC), and 

overactive bladder (OAB). 

To learn more about RTGel, 

visit urogen.com/innovation.

Transforming local 

therapies in urology

THE 

RIGHT 

TOOL

FOR 

TOUGH 

JOBS

RTGel™ 

reverse-thermal hydrogel 

is a transformative 

technology that’s

 tailor-made 

for urology 

About UroGen

UroGen Pharma is a 

clinical-stage 

biopharmaceutical 

company focused on 

developing innovative 

solutions to address 

unmet needs in the 

fi elds of urology 

and uro-oncology. 

Reference: Data on fi le. UroGen Pharma, Inc. 2019.

RTGel technology is not commercially available. The safety and eff ectiveness of UroGen’s 
investigational product candidates that utilize RTGel technology have not been established.

RTGel is a trademark of UroGen Pharma, Ltd. © 2019 UroGen Pharma, Inc. All rights reserved. UGN-US-19010-3
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Clinical Updates 

Cheryl Guttman Krader

UT Contributing Editor

CHICAGO—Analyses of data collected in PRO-
CEED, a large real-world registry, corroborate 
phase III study findings demonstrating that sip-
uleucel-T (Provenge) treatment for metastatic 
castrate-resistant prostate cancer (mCRPC) has 
a particular benefit for improving overall survival 
(OS) in African-American men.

In a PSA-matched cohort that included 438 
Caucasians and 219 African-Americans, there 
was a statistically significant 9.5-month differ-
ence in median OS favoring African-American 
patients over Caucasian patients (35.3 vs. 25.8 
months; hazard ratio [HR]: 0.70; p<.001). When 
the men were split into two groups according to 
median baseline PSA (≤29.48 ng/mL and >29.48 
ng/mL), a significant difference in median OS 
favoring the African-Americans was achieved 
only in the subgroup with a baseline PSA ≤29.48 
ng/mL, but the difference between groups 
increased to almost 21 months. Within the low-
er baseline PSA subgroup, median OS was 54.3 
months for the African-American men and 33.4 
months for the Caucasians (HR: 0.52, p<.001), 
reported first author Oliver Sartor, MD, at the 
American Society of Clinical Oncology annual 
meeting in Chicago.

“The difference in median OS in the lower PSA 
subgroup is quite remarkable and represents the 
largest known racial difference in OS in response 
to any therapy for mCRPC,” said Dr. Sartor, 
medical director of Tulane Cancer Center, and 
C. E. and Bernadine Laborde Professor of Cancer 
Research at Tulane University School of Medi-
cine, New Orleans.

“Therefore, in my practice, I am trying to 
ensure that African-Americans, and particularly 
those with PSA below 30 ng/mL, have the oppor-
tunity to receive sipuleucel-T if it is feasible based 
on their insurance and other issues.”

Review of the registry enrollees identified 1,902 
men who had received at least one sipuleucel-T 
infusion, of whom 221 were African American 
and 1,649 were Caucasian. Because PSA differed 
significantly at baseline in the two racial groups, 
a PSA-matched cohort was created, matching 
two Caucasian patients to each African-Ameri-
can based on having a baseline PSA ±10%. The 
matched cohort included only 219 African-Amer-
icans after excluding one man who lacked baseline 
PSA data and another who had a very high PSA 
that could not be matched according to the selec-
tion criterion.

In both racial groups, the median patient age 
was 71 years, about two-thirds of the men had 
an ECOG performance status of 0, and slightly 
less than one-half had a Gleason sum ≥8. Median 
PSA at baseline was 28.7 ng/mL in the Caucasians 
and 32.9 ng/mL in the African-Americans. The 
mean number of life-prolonging anti-cancer ther-
apies was 1.6 in both groups; the median number 
received was 2.0 in the Caucasians and 1.0 in the 
African-Americans.

Analysis divides patients into   

PSA quartiles

Another analysis of OS divided patients into PSA 
quartiles (≤8, 8 to ≤29.48 ng/mL, >29.48 to ≤82.4 
ng/mL, and >82.4 ng/mL). A significant improve-
ment in median OS among African-Americans 
compared with Caucasians was found only in the 
two lowest quartiles (HR: 0.49 for men with PSA 
≤8 ng/mL, 0.54 for men with PSA >8 ng/mL to 
29.48 ng/mL).

Analyses were also performed to identify 
baseline variables that were predictors of OS. 
In univariate analysis, age, weight, race, ECOG 
performance status, PSA, alkaline phosphatase, 
hemoglobin, lactate dehydrogenase, lymph 
node-only metastases, prior prostatectomy, prior 
abiraterone (ZYTIGA)/enzalutamide (XTAN-
DI), and prior docetaxel (Taxotere)/cabazitaxel 
(Jevtana) had a statistically significant associa-
tion with OS.

In a Cox regression model adjusting for the sig-
nificant covariates, African-American race was 
independently associated with improved OS and 
had the strongest predictive value of all associated 
covariates (HR: 1.67).

Dr. Sartor noted that the explanation for racial 
difference in OS is unknown.
“It may involve differences in pathophysiology or 
immune responsiveness,” he said.

Dr. Sartor is a consultant to Dendreon and to 
other companies that market or are developing 
treatments for prostate cancer. For full disclo-
sures, see bit.ly/proceeddisclosures.UT

Sipuleucel-T significantly improves OS
in African-Americans vs. Caucasians

PROSTATE CANCER / 9.5-month survival advantage in African-American men

“The difference in median OS in 
the lower PSA subgroup is quite 
remarkable and represents the 
largest known racial difference in 

OS in response to any 
therapy for mCRPC.”

OLIVER SARTOR, MD

   
 

FDA ENCOURAGES INCLUSION
OF MEN IN BREAST CA TRIALS

The FDA has issued a draft guidance encouraging 

the inclusion of male patients in breast cancer 

clinical trials.

“As breast cancer in men is rare, they have typically 

not been included in clinical trials for breast cancer 

treatment,” said Richard Pazdur, MD, director of the 

FDA’s Oncology Center of Excellence and acting direc-

tor of the Office of Hematology and Oncology Products 

in the FDA’s Center for Drug Evaluation and Research.

“This has led to a lack of data, so their treatment is 

generally based upon studies and data collected in 

women. While some FDA-approved treatments are 

gender-neutral in their indication, many therapies are 

only approved for women and further data may be 

necessary to support labeling indications for men... We 

hope that the recommendations in the draft guidance 

issued today will, when finalized, encourage drug 

development for the treatment of male breast cancer 

and ultimately, provide additional FDA-approved treat-

ment options for patients,” Dr. Pazdur added.

To read the draft guidance, go to bit.ly/malebreastca.
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From the Board

Analysis further refines delivery of new therapies 
for metastatic CRPC

T
he last several years have been partic-
ularly exciting in the area of metastat-
ic castrate-resistant prostate cancer 

(mCRPC). A multitude of new therapies are 
now available as studies continue to review the 
sequencing of these treatments and refine the 
timing, best combinations, and best subpopu-
lations for treatment. As data continue to accu-
mulate, reviews of these large data sets help to 
better define the best target populations for 
many of these agents.

The 2019 ASCO annual meeting included a 
number of interesting abstracts in the area of 
advanced prostate cancer (see page 4). One such 
study was a re-review of the PROCEED trial by 
Sartor et al. The authors did a deeper analysis 
from this large phase III trial to further evaluate 
the findings of an overall survival (OS) benefit 
for African-American men with mCRPC treat-
ed with sipuleucel-T (Provenge).

The study involves a comparison of PSA-
matched cohorts of 438 Caucasian men com-
pared to 219 African-American men with 

mCRPC treated with sipuleucel-T. They found 
a statistically significant difference in median 
OS favoring African-Americans by 9.5 months. 
Further analysis revealed a much greater OS in 
favor of African-American men when men were 
split into two groups based 
on baseline PSA (≤29.48 
and >29.48 ng/mL). Afri-
can-American men with a 
low PSA (≤29.48) fared much 
better than their Caucasian 
counterparts by almost 21 
months.

A multivariant analysis fol-
lowed in an effort to identify 
baseline variables that were 
predictive of OS. A number 
of covariates were evaluated. 
African-American race was found to be inde-
pendently associated with improved OS and had 
the strongest predictive value of all associated 
covariates.

This important analysis adds to a growing 
body of literature that helps refine our deliv-
ery of new therapies for mCRPC. Dr. Sartor 
stated in an interview with Urology Times that 
he tries to now direct African-American men 
with a baseline PSA <30 ng/mL toward sipu-
leucel-T based on the data. To take that a step 
further, if this analysis is confirmed by oth-

er researchers, given the cost of sipuleucel-T, 
should African-American men with a PSA less 
than 30 be preferentially offered this therapy 
over their comparison cohort? Given limited 
health care resources, should the therapy be 

restricted to those who 
will most likely benefit?

I believe that these are 
the types of questions that 
will have to be entertained 
as health care costs contin-
ue to skyrocket and inte-
grated health care systems 
continue to consolidate. 
Finally, further studies 
will be required to eval-
uate an explanation for 
this racial disparity. Can 

this be explained by immunologic differenc-
es, pathophysiologic differences, or possibly 
a statistical aberration based on sample size? 
While we may not currently have the answers, 
studies such as this one are continually needed 
to advance the field.

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

FEEDBACK 

For more on this study, see Sipuleucel-T improves OS in African-Americans on page 4+

J. BRANTLEY THRASHER, MD

Dr. Thrasher, a Urology Times editorial con-

sultant, is executive secretary of  the American 

Board of Urology, Charlottesville, VA.

   Given the cost of 

sipuleucel-T, should 

African-American men 

with a PSA less than 30 

be preferentially offered 

this therapy over their 

comparison cohort?”

“
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Jeni Williams

UT Correspondent 

CHICAGO—A survey of low-risk prostate cancer 
patients found men who choose active surveillance 
over definitive treatment have similar mental 
health outcomes.

“This debunks the myth that active surveillance 
would cause undue anxiety due to untreated cancer 
in the body,” Christopher C. Randall, a second-year 
medical student at University of Arkansas for Med-
ical Sciences in Little Rock, told Urology Times.

A study by Randall and colleagues, presented 
at the AUA annual meeting in Chicago, sought to 
explore the impact of active surveillance on quality 
of life in men with low-risk prostate cancer.

Most men who are diagnosed with low-risk, 
localized prostate cancer choose immediate 
treatment, Randall says, including prostatectomy, 
radiation therapy, and hormone therapy. While 
these treatments are effective in treating the dis-
ease, they also cause side effects such as urinary 
incontinence, uncontrollable and painful bowel 
movements, and decreased energy.

However, recent research shows the number of 
men who are opting for active surveillance is sig-
nificantly increasing (JAMA 2019; 321:704-6). 

The authors mailed surveys to 370 patients 
identified through the Arkansas Central Can-
cer Registry as having low-risk prostate cancer, 
following up by phone with patients who did not 
respond. The surveys consisted of the Veterans 
RAND 12-Item Health Survey and supplemental 
questions, including age at diagnosis, education 
level, the patient’s level of trust in his urologist, 
and the extent to which the patient was included 
in the treatment decision.

Then, the authors developed a multivariate 
regression model that adjusted for these variables 
to determine the impact of active surveillance on 
mental or physical health outcomes. Thirty-sev-
en percent of patients responded to the survey.

“What was surprising is that just 57% of 
patients recalled being offered active surveil-
lance,” said Randall, who worked on the study 
with Rodney Davis, MD, and colleagues. Among 
those who were offered active surveillance, 37% 
chose it as an initial management option.

AS patients more likely to report 

better physical QoL

Patients who underwent active surveillance 
were 12 times more likely to report better 
physical quality of life than definitive-treat-
ment patients, including general health, 
physical functioning (eg, moderate activities, 
climbing stairs), decreased role limitation (eg, 
limited in activities), and pain. This is likely 
due to the absence of treatment complications 
in this group.

They also scored higher on mental quality of 
life, but only one of the scores in this area—vital-
ity—was statistically significant.

“The degree to which patients trusted their 
physician corresponded positively with their 
mental score,” Randall said. For example, 
patients who “strongly agreed” that they trust-
ed their physician had higher average mental 
quality of life scores than those who did not.

Continued analysis of the results demonstrate 
better quality of life outcomes in low-risk pros-
tate cancer patients electing active surveillance, 
Randall said.UT

Mental QoL similar in PCa patients 
opting for AS vs. definitive treatment

PROSTATE CANCER / Physical quality of life higher in active surveillance cohort, survey results indicate

John Schieszer

UT Correspondent 

A new study suggests that prostate-specific mem-
brane antigen positron emission tomography/
computed tomography (PSMA PET/CT) may be 
a highly beneficial tool for initial staging of high-
risk and high-intermediate-risk prostate cancer.

At the AUA annual meeting in Chicago, 
researchers reported that by adopting this imag-
ing approach, it may be possible to alter treatment 
plans and provide more precise and appropriate 
interventions to avoid treatment failure. The 
authors found that judicious use of PSMA PET/
CT can rule in or rule out lesions suspicious on 
conventional imaging.

“This is a huge advance. After pathology 
confirmation, I think the standard of care will 
be changed and this approach will be adopted. 
It is already adopted in a lot of places. Europe 
and Australia are ahead of us in this area,” said 
study investigator Aydin Pooli, MD, a urologic 
oncology fellow and clinical instructor in urol-

ogy at the David Geffen School of Medicine at 
UCLA, working with Robert E. Reiter, MD, and 
co-authors.

PSMA is a transmembrane glycoprotein that 
is primarily expressed in prostate tissue, and it 
can be radiolabeled with gallium 68 and used 
as a tracer in nuclear scan imaging. It has been 
demonstrated that PSMA is highly sensitive for 
detecting metastasis. Dr. Pooli and his colleagues 
investigated the concordance of PSMA PET/CT 
with conventional imaging in the initial stag-
ing in treatment-naïve men with prostate cancer. 

They conducted a prospective, single-institution 
database study of patients undergoing PSMA 
PET/CT from 2016 to 2018 (NCT03368547).

The authors included men with intermedi-
ate-risk (Gleason score 7 and/or PSA 10-20 ng/
mL) and high-intermediate-risk disease (Gleason 
score ≥8 and/or PSA >20 ng/mL) who underwent 
PSMA PET/CT within 3 months of conven-
tional imaging (bone scan and/or abdominopel-
vic imaging). They analyzed the concordance 
of PSMA PET/CT with conventional imag-
ing for the identification of N+ (pelvic lymph 
node), M1a+ (extrapelvic lymph nodes), M1b+ 
(bone metastases), and M1c+ (visceral metasta-
sis) disease. They also examined the association 
between PSA level and concordance of conven-
tional imaging and PSMA PET/CT.

PET/CT identifies up to 16.5%  

more disease

The current analysis included 182 patients (mean 
age, 65.5 years), and 72% had high-risk disease. 
Among these patients, the median PSA was 11.4 

PSMA PET/CT beneficial for PCa staging

PROSTATE CANCER / Judicious use of modality could rule in/out lesions suspicious on conventional imaging

See PSMA PET/CT page 7

“After pathology confirmation, I 
think the standard of care will be 
changed and this approach will 
be adopted.”

AYDIN POOLI, MD
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(6.8-24.1) ng/mL. The authors found the rate of 
non-concordance between PSMA PET/CT and 
conventional imaging was 22.2% for N+, 9.7% 
for M1a+, 16.9% for M1b+, and 1% for M1c+ 
disease. Dr. Pooli said PSMA PET/CT identi-
fied between 8% and 16.5% more disease and it 
potentially ruled out between 1.7% and 11.5% 
of disease.

“Conventional imaging is picking up some 
stuff that is not metastasis, but suspicious lesions. 
That can lead to biopsy, but PSMA can actually 

stage these,” Dr. Pooli said in an interview with 
Urology Times.

He said the guidelines for primary staging 
of prostate cancer recommend abdominopel-
vic cross-sectional imaging and a bone scan for 
high-risk and high-intermediate-risk disease and 
cross-sectional imaging for intermediate-risk 
disease with high enough suspicion for metas-
tasis. However, Dr. Pooli said the sensitivity and 
specificity of those imaging techniques are rel-
atively low.

PSMA detected metastatic pelvic lymph nodes 
in 51 patients compared to 32 patients receiving 
conventional imaging. It also detected extrapel-
vic lymph nodes in 16 patients compared to five 

receiving conventional imaging. It detected bone 
metastasis in 17 patients compared to 22 patients 
receiving conventional imaging. Dr. Pooli said in 
terms of pelvic lymph nodes, PSMA detected 29 
patients with metastasis that were missed on con-
ventional imaging and did not confirm suspicious 
lesions in 10 patients.

Dr. Pooli said this is the largest cohort of patients 
with PSMA PET/CT for initial staging of prostate 
cancer and if validated in future investigations, it 
could lead to improved care.

“This can be a one-stop shop for these patients,” 
said Dr. Pooli. “We can get a whole-body scan, 
which is very sensitive for prostate cancer. It could 
be cost-effective.”UT

PSMA PET/CT
continued from page 6

“At the beginning of the study, 
we thought men who had 

undergone prior therapy 
would have better 
outcomes.”

BORIS A. HADASCHIK, MD

Apalutamide efficacious in previously 
treated patients

PROSTATE CANCER / Use of prior therapy does not impact tolerability of treatment, researchers report

Jeni Williams

UT Correspondent 

CHICAGO—Researchers say the use of apalutamide 
(Erleada) in patients with high-risk, nonmetastat-
ic castration-resistant prostate cancer improves 
metastasis-free survival (MFS) in patients who 
have previously undergone radical prostatectomy 
or external radiotherapy—regardless of the type 
of treatment they received.

A recent clinical trial showed the use of apalut-
amide in patients with high-risk nonmetastatic 
castration-resistant prostate cancer demonstrates 
a more than 2-year increase in MFS and a 55% 
reduction in time to symptomatic progression (N 

Engl J Med 2018; 378:1408-18).

In the current study, presented at the AUA 
annual meeting in Chicago, researchers sought 
to determine whether treatment with apalutamide, 
a next-generation androgen receptor inhibitor, 
provided the same benefit and safety profile in 
patients who had previously undergone radical 
prostatectomy and/or external radiotherapy as it 
does in those who have not.

The authors, from multiple institutions, sep-
arated patients randomly into two groups: those 
who received apalutamide (240 mg once per day) 

and androgen deprivation therapy (ADT) and 
those who received a placebo and ADT. The apa-
lutamide-plus-ADT group was about twice as 
large as the ADT-and-placebo group. Forty-one 
percent of patients in each group (334/806 apalut-
amide; 166/401 placebo) had undergone radical 
prostatectomy or external radiotherapy prior to 
the study. Patient outcomes were evaluated based 
on any radical prostatectomy or external radio-
therapy received prior to the study.

Apalutamide significantly   

increases MFS

Regardless of the type of local therapy patients 
with high-risk, nonmetastatic castrate-resistant 
prostate cancer previously received—radical pros-
tatectomy or external radiotherapy—use of apalut-
amide significantly increased MFS compared with 
similar patients who were given a placebo. This 
result held true across all subgroups of patients who 
had undergone prior treatment and were taking 
apalutamide.

Placebo patients who had previously undergone 
radical prostatectomy or external radiotherapy 
demonstrated worse MFS compared with patients 
who had not previously received these treatments.
Median time from initial diagnosis to randomiza-
tion was 3.7 years (apalutamide) and 2.2 years (pla-
cebo), respectively, in patients who had previously 
undergone radical prostatectomy and/or external 
radiotherapy and those who had not. Further study 
is needed to determine whether a longer time to 
randomization among these patients was associated 
with the presence of more aggressive disease when 
treatment was initiated.

“At the beginning of the study, we thought men 
who had undergone prior therapy would have bet-
ter outcomes,” first author Boris A. Hadaschik, 
MD, chair of urology at University Hospital Essen 
in Essen, Germany, told Urology Times. These men 

were younger; recorded lower PSA values, ECOG, 
and Gleason scores; were less likely to have renal 
impairment; and had experienced a longer time 
since diagnosis compared with others in the study. 
However, the results showed that despite these 
advantages, patients who had previously undergone 
radical prostatectomy or external radiotherapy had 
poorer outcomes. MFS was significantly shorter 
for placebo patients who had prior local therapy 
than those who had not.

This is one area where treatment with apalut-
amide made a significant difference. Use of apalut-
amide in patients with prior local therapy delayed 
development of metastases by 68% to 84% com-
pared with similar patients who received a placebo.
Additionally, the relative magnitude of improve-
ment with apalutamide versus use of a placebo 
was highest among patients who had previously 
undergone radical prostatectomy and/or had been 
treated with external radiotherapy.

Meanwhile, incidence of falls, fractures, hypo-
thyroidism, seizures, and skin rash was similar in 
patients with or without radical prostatectomy or 
external radiotherapy.

The use of prior therapy did not impact patients’ 
tolerability for apalutamide, the authors found.

“MFS on conventional imaging is a bit of an 
artificial endpoint for prostate cancer trials. All 
patients are still being followed for overall sur-
vival, and updated results of the SPARTAN study 
will be presented at ESMO,” Dr. Hadaschik told 
Urology Times.

The FDA’s approval of apalutamide for treat-
ment of nonmetastatic castration-resistant pros-
tate cancer represents the first use of MFS as a 
primary endpoint to support drug approval. Apa-
lutamide is also the first drug approved to treat 
nonmetastatic castration-resistant prostate cancer.

Janssen Research & Development provided 
funding for the study.UT

Clinical Updates 
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Salvage LND may help delay recurrence

PROSTATE CANCER / Node dissection also associated with longer median time to systemic therapy vs. ADT

Jeni Williams

UT Correspondent 

CHICAGO—A preliminary study of the use of 
salvage lymph node dissection in patients with 
nonmetastatic, castration-resistant prostate 
cancer indicates the potential to delay disease 
recurrence as well as the use of systemic thera-
pies through this approach.

However, more research is needed to confirm 
the results—specifically, multicenter studies with 
a larger cohort, says Luca Boeri, MD, of Mayo 
Clinic, Rochester, MN, who presented the results 
at the AUA annual meeting in Chicago.

“For sure, it is like a rock in a lake, but it is worth 
exploring,” Dr. Boeri told Urology Times.

Nonmetastatic, castration-resistant prostate 
cancer is a relatively indolent disease, and there 
is no high-quality evidence to guide clinical deci-
sion-making. Currently, the standard of care for 
patients with this disease is androgen deprivation 
therapy (ADT). Patients who do not exhibit evi-
dence of bone or visceral metastases are typically 
managed with observation or ADT.

The AUA study sought to determine whether 
salvage lymph node dissection could slow disease 
progression and postpone the use of systemic 
therapies in men with node-only recurrence.

Dr. Boeri, working with R. Jeffrey Karnes, 
MD, and colleagues at Mayo Clinic, conducted a 
retrospective analysis of patients with node-only 

recurrence who were treated with salvage lymph 
node dissection or systemic therapies from Jan-
uary 1990 through January 2016. These patients 
underwent a positron emission tomography/
computed tomography scan and conventional 
imaging to detect possible metastases (detected 
at 11C-choline PET/CT).

Among the patients in this cohort, 23 (51%) 
underwent salvage lymph node dissection for 
lymph node-only recurrence of castration-re-
sistant prostate cancer and 22 (48.9%) received 
systemic therapies (ADT or chemotherapy) for 
lymph node-only recurrence of castration-resis-
tant prostate cancer.

ADT patients were treated with a different 
medication—either alone or in combination with 
the previous ADT drug used—based on the phy-
sician’s discretion. All salvage lymph node dis-
section procedures were performed by a single 
surgeon between Nov. 1, 2009 and Dec. 31, 2016.

Biochemical recurrence was defined as a PSA 
greater than 0.2 ng/mL with an increased trend, 
while radiologic recurrence was defined as a positive 
imaging study or biopsy-proven metastasis after 
salvage lymph node dissection or systemic thera-
pies. The Kaplan-Meier method was used to assess 
time to biochemical recurrence, radiologic recur-
rence, and cancer-specific mortality. Predictors of 
biochemical recurrence and radiologic recurrence 
were assessed via Cox regression analyses. Median 
follow-up for the entire cohort was 49.3 months.

Data support role for salvage LND

The results point to the potential for salvage 
lymph node dissection to be used as a treatment 
option in men with node-only recurrence of cas-
tration-resistant prostate cancer:
• Mean PSA reduction was significantly higher 
after salvage lymph node dissection than after 
ADT (62.8% vs. 17.4%).
• Time to PSA nadir was significantly lower in 
the salvage lymph node dissection group than 
the ADT group (1.6 months vs. 7.3 months).
• The 5-year cancer-specific mortality rates 
were 72.7% and 72.3% for salvage lymph node 
dissection and ADT patients, respectively.
• There was a trend toward longer time to bio-
chemical recurrence (13.3 months vs. 6 months) 
and radiologic recurrence (21.1 months vs. 
14.2 months) in salvage lymph node dissection 
patients than ADT patients.
• Median time to standard systemic therapy 
was longer in the salvage lymph node dissec-
tion group than that ADT group (66.1 months 
vs. 43.3 months).

However, one limitation of the study—in 
addition to the small sample size—is that the 
results are based on traditional imaging tech-
niques.

“An important dilemma arises if there is room 
for metastasis-directed therapy for oligorecur-
rent castrate-resistant prostate cancer detected 
on advanced imaging,” Dr. Boeri said.UT

Cheryl Guttman Krader

UT Correspondent 

The long-term durability of surgical modalities for 
management of BPH varies significantly, findings 
from a retrospective study suggest.

The study, presented at the AUA annual meeting 
in Chicago, included 4,985 men who underwent 
laser vaporization of the prostate (LVP), transure-
thral resection of the prostate (TURP), or simple 
prostatectomy (SP) as surgical management for 
BPH at a Cleveland Clinic location between 2001 
and 2016. Of those men, 419 (8.4%) underwent a 
subsequent endoscopic operation at least 90 days 
after their index surgery.

Analyses of reoperations for each procedure 
showed that LVP was associated with the high-
est long-term reoperation rate (268/2,549, 10.5%) 
followed by TURP (148/2,304, 6.4%). The lowest 
rate of reoperation was observed among men who 
underwent SP (3/132, 2.3%).

A Kaplan-Meier survival anal-
ysis showed there was a statistically significant 
difference among the procedures in retreat-
ment-free survival (p<.0001). In addition, find-
ings from a Cox proportional hazards regres-
sion analysis that adjusted for between-group 
differences in baseline demographic and clin-
ical characteristics found that primary BPH 
surgical modality was the only variable that was 

independently associated with need for repeat 
surgery, reported Bradley C. Gill, MD, MS, 
associate staff, department of urology, Cleve-
land Clinic.

“Variability in the durability of benefit after 
BPH surgery is an important issue to under-
stand in the current era where the cost of health 
care is under the microscope, reimbursement is 
changing, and the population of men presenting 
for management of BPH is growing because of 
our aging population. Clinical trials, however, 
generally report only short-term or interme-
diate-term outcomes,” Dr. Gill told Urology 

Times.

“Although our study has some limitations and 
the shared decision-making process should also 
factor in other considerations, we believe that our 
findings on relative durability of the various sur-
gical options for BPH represent information that 
can be useful for patient counseling.”

Durability of BPH treatments varies widely

See BPH TREATMENTS page 9

BPH

“We believe that our findings 
on relative durability of the 
various surgical options for 
BPH represent information that 
can be useful for patient 

counseling.”

BRADLEY C. GILL, MD, MS

Clinical Updates
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Cheryl Guttman Krader

UT Correspondent 

Data from prospective clinical trials show that the 
efficacy of high-velocity waterjet ablation (Aqua-
blation using the AquaBeam System) for improv-
ing BPH-related signs and symptoms is the same 
in patients with a large-to-very large prostate as 
in men with a small-to-moderate size gland, said 
Naeem Bhojani, MD, at the AUA annual meeting 
in Chicago.

He presented data from follow-up to 12 months 
for men treated with waterjet ablation in the 
Waterjet Ablation Therapy for Endoscopic Resec-
tion of prostate tissue (WATER) and WATER II 
studies. WATER randomized men ages 45 to 80 
years with a prostate between 30 cc and 80 cc to 
treatment with waterjet ablation or transurethral 
resection of the prostate (TURP). WATER II is 
a single-arm study, investigating the procedure 
in men with a prostate between 80 cc and 150 cc.

Dr. Bhojani reported that improvements in the 
International Prostate Symptom Score (IPSS) and 
maximum urinary flow rate (Qmax) after water-
jet ablation occurred soon after the procedure 
and were similar in the WATER and WATER 
II studies. Treatment of men with large-to-very-
large glands (WATER II) was not associated with 
a significant increase in mean operative time or 
patient length of stay. Waterjet ablation also had 
an acceptable safety profile in WATER II.

“There are limited surgical options for treat-
ing men with large prostates who are bothered 

by lower urinary tract symptoms related to BPH. 
Results from WATER and WATER II show that 
clinical outcomes for these patients can be normal-
ized independent of prostate size,” said Dr. Bho-
jani, associate professor of urology, University of 
Montreal.

WATER II was undertaken based on the find-
ings of a prespecified subset analysis of data from 
WATER that focused on men with a prostate vol-
ume >50 cc. Results showed that compared with 
the overall population, differences in efficacy end-
points favoring waterjet ablation over TURP were 
even greater among men with larger glands, and 
the rate of persistent Clavien-Dindo grade 1 or 2 
events was slightly lower.

The analyses comparing outcomes from men 
treated in WATER and WATER II included 
data for 116 men enrolled in WATER and 101 
participants from WATER II. The two groups 
of men were similar in their mean age and mean 
body mass index. Mean prostate volume was 54 cc 
for men in WATER and 107 cc for the WATER 
II cohort, and the middle lobe represented 50% 
of prostate volume for men in WATER and 
83% of prostate volume for men in WATER II. 
There were no statistically significant differences 
between the two groups in mean baseline IPSS, 
Qmax, or scores on the MSHQ-EJD or IIEF-5 
(SHIM) questionnaires.

Data for procedure outcomes in WATER and 
WATER II showed significant differences in mean 
resection time (3.9 vs. 8 minutes) and number of 
passes (1.1 vs. 1.8), but not in mean operative time 

(32.9 vs. 37.4 minutes). In both studies, men were 
discharged at approximately 1.5 days after the 
procedure. Mean days with a catheter were sig-
nificantly longer for men in WATER II compared 
with WATER (3.9 vs. 2 days).

At 3 months after waterjet ablation, prostate 
volume was reduced from baseline by a mean of 
31% in WATER and 44% in WATER II. Efficacy 
data showed that men treated with waterjet abla-
tion in WATER and WATER II achieved similar 
improvements over time in IPSS, storage, voiding, 
and quality of life scores. The two groups of men 
also had similar improvement in Qmax and similar 
reduction in postvoid residual urine volume. The 
retreatment rate at 12 months was 2.6% for the 
men in WATER, and no men in WATER II had 
been retreated.

Not unexpectedly, rates of Clavien-Dindo grade 
1, 2, 3, and 4 complications were higher among 
men treated with waterjet ablation in WATER II. 
Notably in the WATER II study, the rate of de 
novo incontinence was low (2%), no men developed 
erectile dysfunction, and the rate of ejaculatory 
dysfunction was only 19% even in patients with 
gland sizes up to 150 cc.

“The fact that even in a group of men with gland 
sizes up to 150 cc, 81% of patients maintained ante-
grade ejaculation is very interesting considering 
that antegrade ejaculation is essentially universal-
ly lost after other surgical procedures for BPH,” 
Dr. Bhojani told Urology Times. Dr. Bhojani is a 
consultant to PROCEPT BioRobotics, which pro-
vided funding for the study.UT

Waterjet ablation shows same efficacy 
in small, large prostates

BPH / Similar improvements in IPSS, storage, voiding, QoL observed

Having an electronic medical record system 
that dates back over a decade and a regional 
health care system capturing a large and diverse 
patient population provided an excellent oppor-
tunity to study the durability of BPH surgeries, 
said Dr. Gill.

The study population had a median follow-up of 
26.5 months. For men who had a reoperation, the 
median interval between the primary and subse-
quent surgery was 19.5 months.

SP patients 72% less likely to need 

reoperation

The Cox proportional regression analysis found 
that compared to men who underwent LVP, men 
were 28% less likely to need a reoperation if they 
had TURP as their index surgery and 72% less 
likely if they underwent SP. Patient age, smoking 

history, and various comorbidities did not predict 
risk of reoperation.

Dr. Gill acknowledged that the findings of the 
research need to be interpreted with its limita-
tions kept in mind. He noted that the technology 
for LVP evolved greatly over the study period, 
meaning that the reported reoperation rate for 
the procedure represents all generations of the 
laser.

More importantly, the regression analysis did 
not account for certain factors that may be associ-
ated with longevity of benefit such as prostate size 
or procedure duration, baseline symptom severity, 
and baseline flow rate or urinary function.

“On the other hand, our study did not select 
patients based on specific characteristics. Thus, 
our population represents a fairly heterogeneous 
group of men undergoing surgery for management 
of BPH, and that may improve the generalizabili-
ty of its results,” Dr. Gill said.UT

BPH TREATMENTS
continued from page 8

FIGURE / Long-term reoperation rates

Source: Bradley C. Gill, MD, MS
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Cheryl Guttman Krader

UT Contributing Editor

A study evaluating outcomes of the prostatic ure-
thral lift (PUL [UroLift System]) in clinical prac-
tice shows that the efficacy and safety documented 
in the selected group of men enrolled in clinical 
trials is maintained across the broader spectrum of 
patients who present for treatment of symptomatic 
BPH in the real-world setting.

The findings from the retrospective chart 
review were published in the Journal of Endourol-

ogy (2019; 33:576-84). The analyses included 1,413 
consecutive patients who underwent PUL across 
14 sites in the United States and Australia. Within 
the retrospective study cohort, 165 men were in 
urinary retention at the time of their procedure. 
The population also encompassed patients with 
baseline characteristics that would have excluded 
them from participation in the premarketing clin-
ical trials; ie, age <50 years, prostate volume <30 
cc or >80 cc, moderate symptoms (International 
Prostate Symptom Score [IPSS] <13), and history 
of prostate cancer.

Douglas Grier, MD, who is in 
private practice at Sound Uro-
logical Associates, Edmond, 
WA, is a study co-author and 
principal investigator. He told 
Urology Times, “Results from 
large controlled clinical tri-
als demonstrate the safety and 
efficacy of PUL for improving 

symptoms related to BPH. To our knowledge, this 
is the first report evaluating outcomes with any 
BPH device technology within a real-world set-
ting. Its results show PUL is a versatile tool that 
significantly improves symptoms, voiding func-
tion, and quality of life for men treated in diverse 
practice and geographic settings who are typical 
of those seen with BPH.”

All of the men underwent PUL after the proce-

dure received marketing clearance. Data analyzed 
included IPSS, quality of life, and maximum uri-
nary flow rate (Qmax) from follow-up after 1, 3, 
6, 12, and 24 months.

Among the patients without urinary reten-
tion, IPSS improved from baseline by at least 8.1 
points throughout follow-up, and mean quality 
of life score improved by an average of 41% from 
baseline.

Baseline IPSS was not recorded in men who were 
in urinary retention at the time they underwent 
PUL, but their post-procedure IPSS scores were 
similar to those in the subgroup of non-retention 
patients. Additional subgroup analyses showed 
that benefits of PUL were achieved regardless of 
age, prostate volume (<30 cc vs. ≥30 cc and <80 cc 
vs. ≥80 cc), site of service (clinic office, hospital, 
ambulatory surgery center), prior cancer treat-
ment, diabetic status, and body mass index.

Among men who were not in urinary retention 
who underwent PUL at a site where placement 
of a urinary catheter was not standard of care, 
84% required no catheter. Considering all men 
who were not in urinary retention who received a 
catheter, rates of catheter independence were 90% 
at 48 hours, 94% at 5 days, and 98% at 1 month. 
For patients who were in urinary retention at the 
time of PUL, 60% were catheter-free at day 5 after 
PUL, 83% at 1 month, and 87% at the end of the 
study.

The safety review found that patients who had 
the procedure done in a clinic office experienced 
fewer side effects and had a lower rate of catheter 
placement than groups that had the procedure 
done at another type of service site. A history of 
treatment for prostate cancer was not associated 
with an increase in incidence of serious bleeding, 
incontinence, urinary tract infection, urosepsis, 
or infection.

During the available follow-up, 39 men under-
went a PUL retreatment and 33 had another 
surgical intervention for BPH (laser procedure 

or TURP). A single patient who did not under-
go another surgical intervention had the PUL 
implant removed.

Dr. Grier said that a prospective study is being 
planned with the aim of trying to better charac-
terize different subgroups of BPH patients to see 
if the benefits of PUL and the durability of its 
results vary depending on pretreatment factors, 
including age, prostate volume, presence of medi-
an lobe involvement, prior treatment for prostate 

cancer, history of TURP, or 
presence of diabetes and other 
comorbidities.

Separately, data reported at 
the AUA annual meeting in 
Chicago indicate that magnet-
ic resonance imaging artifacts 
in men who have undergone 
PUL should not affect urolo-

gists’ ability to diagnose prostate cancer in these 
patients.

Researchers evaluated 10 men who underwent 
PUL. A standard multiparametric MRI protocol 
using a 3T scanner was performed before PUL 
and repeated 1-3 months after the procedure. The 
images generated were compared to a separate 
database of 225 consecutive MR-guided biopsies.

The authors found that for the men undergoing 
PUL, MRI artifacts were confined to the posterior 
transitional zone of the prostate. No artifacts were 
observed in the peripheral or anterior zones.

“In the series of 225 consecutive MR-guided 
biopsies, no cancer was found in the posterior 
transitional zone, which is the only area that the 
UroLift causes artifact,” reported Peter Chin, 
MD, associate professor of urology at Wollongong 
Private Hospital, Wollongong, Australia.

Dr. Grier is a consultant to NeoTract/Teleflex, 
as are several of his co-authors. NeoTract/Teleflex 
provided funding for study discussed by Dr. Gri-
er. NeoTract provided a grant for the cost of MRI 
for the study discussed by Dr. Chin.UT

Urethral lift efficacious in real-world setting

BPH / IPSS improvement of at least 8.1 observed in patients without urinary retention

DR. GRIER

DR. CHIN

Lisette Hilton

UT Correspondent 

Treatment combining the immunotherapy 
atezolizumab (Tecentriq) and platinum-based 
chemotherapy significantly improved progres-
sion-free survival in patients with previously 
untreated locally advanced or metastatic urothe-
lial carcinoma compared to chemotherapy alone.

Adding atezolizumab, a monoclonal antibody 
that binds with programmed death ligand 1 (PD-
L1), also appears to improve overall survival in 
these patients but the data are not yet mature, 
according to a statement from Roche on atezoli-
zumab’s phase III IMvigor130 study.

One expert in the field called the results “excit-
ing” when discussing the announcement with 
Urology Times.

IMvigor130 is a multicenter trial of 1,213 
patients with metastatic urothelial carcinoma 
who have not received prior systemic therapy 
who were randomized to receive atezolizumab 
plus gemcitabine with either cisplatin or carbo-
platin; atezolizumab alone; or platinum-based 
chemotherapy with gemcitabine and either cis-
platin or carboplatin plus placebo. Roche will 

PD-L1 inhibitor plus chemo improves PFS

BLADDER CANCER / Combination treatment has potential to become standard of care, expert says

See PD-L1 INHIBITOR page 11
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CHICAGO—The combination of an IL-15 cytokine 
agonist known as N-803 and bacillus Calmette-
Guérin (BCG) was well tolerated and offered 
promising activity in patients with nonmuscle-in-
vasive bladder cancer (NMIBC) who did not 
respond to BCG therapy, according to phase I and 
II study results.

“These are exciting preliminary results for 
patients with BCG-unresponsive disease. We do 
need further follow-up. If further follow-up con-
firms these findings, then this would represent a 
breakthrough,” Sam S. Chang, MD, MBA, profes-
sor of urologic surgery and oncology and vice-chair 
of urologic surgery at Vanderbilt University Med-
ical Center in Nashville, TN, told Urology Times.

Dr. Chang presented the phase II study data at 
the AUA annual meeting in Chicago.

Treatment options for patients with NMIBC 
who have a recurrence or relapse after BCG ther-
apy are limited. If patients fail to respond to BCG, 
they eventually often require cystectomy, which 
carries substantial morbidity and mortality risk.

N-803 is a first-in-class IgG1-Fc IL-15 cytokine 
agonist; its mechanism involving activation of the 
innate and adaptive immune systems could poten-
tially rescue the immune response in BCG-unre-
sponsive disease. BCG uptake into bladder cancer 
cells causes the cells to present antigens and to pro-

duce immune-stimulating cytokines; in unrespon-
sive disease, BCG alone does not trigger enough of 
a response. N-803 mimics the trans-presentation 
of IL-15, which can selectively induce CD8+ T cells 
and natural killer cells and thus boost the immune 
response.

In a previous report, a phase I trial of N-803 in 
combination with BCG showed a similar safety 
profile to that of BCG alone, with adverse events 
that included hypertension, hematuria, and pollak-
iuria. All nine patients in that cohort had a durable 
complete response, and all nine were disease free 
at 24 months. During his presentation of phase 
II results at the AUA annual meeting, Dr. Chang 
noted that BCG alone typically has a response rate 
of 55% to 75% at 3 to 6 months.

The phase II trial was a single-arm, open-label 

trial combining intravesical N-803 and BCG. 
At the time of data cutoff, 35 patients had been 
enrolled in a cohort of carcinoma in situ (CIS) 
patients, and 18 were evaluable for response. Of 
those, 16 had complete responses (89%); 31 of the 
35 patients remained on the treatment.

In a second cohort of 27 patients with high-grade 
Ta/T1 papillary NMIBC, there was a 6-month 
recurrence-free survival rate of 77% (10 of 13 eval-
uable patients). In that cohort, 23 of 27 patients 
remained on the treatment.

A safety analysis included all 62 patients 
enrolled to date; again, the adverse events 
appeared similar to those typically associated 
with BCG monotherapy. There were five serious 
adverse events, including two in the CIS group 
and three in the papillary cohort; all were deter-
mined to be unlikely to be related to the combi-
nation of N-803 and BCG.

“This combined therapy’s overall morbidity is 
very attractive. It does not require IV or subcu-
taneous injection. It does not require any other 
monitoring. And it follows a treatment course 
that urologic surgeons are quite familiar with,” 
Dr. Chang said.

He added that the trial is ongoing, with a tar-
get enrollment of 160 total patients. Other trials 
testing N-803 in other malignancies and in com-
bination with other therapies are also ongoing.

Dr. Chang is a consultant for Altor BioScience, 
which funded the study.UT

Novel immunotherapy promising
in BCG-unresponsive NMIBC

BLADDER CANCER / 89% complete response rate reported for carcinoma in situ patients

be sharing specific trial results with the FDA 
and other global health authorities, the com-
pany said.

“The interim analysis is clearly exciting and 
the approach is valid. This opens up the oppor-
tunity for using immunotherapy in a broader 
group of patients—even those who can tolerate 
chemotherapy. And if this combination ulti-
mately does turn out to be positive and yield 
a survival benefit, it could potentially become 
standard of care in these patients,” said Badri-
nath Konety, MD, MBA, CEO, University of 
Minnesota Physicians, and vice dean of clinical 
affairs, University of Minnesota, Minneapolis, 
who was not involved with the research.

Atezolizumab is approved in the U.S. alone 
or in combination with targeted therapies or 
chemotherapies for certain types of metastatic 
urothelial cancer, forms of non-small cell and 
small cell lung cancer, and in PD-L1-positive 

triple-negative breast cancer. In 2017, atezoli-
zumab failed a phase III trial in advanced bladder 
cancer when results didn’t show it could pro-
long patients’ lives. This was after phase II data 
showed a durable response to the drug.

Dr. Konety, who is not an investigator with 
Roche, said the news dampened enthusiasm 
for atezolizumab and other PD-LI inhibitors 

for advanced bladder cancer at the time. But 
these new phase III data are again encouraging 
because they show a clear synergistic benefit of 
immunotherapy and chemotherapy over stan-
dard of care.

“Of course, this is still the interim analysis. We 
don’t have a final analysis yet,” Dr. Konety said.

Atezolizumab is among several immunotherapy 
agents approved for advanced bladder cancer and 
being studied in various bladder cancer patient 
types.

Urologists will be involved in the use of PD-1 
and PD-LI immunotherapy medications in the 
context of neoadjuvant chemotherapy, before 
surgery, as well as for nonmuscle-invasive 
bladder cancer, particularly because bacillus 
Calmette-Guerin is in short supply, according 
to Dr. Konety.

Positive phase III data might signal a paradigm 
shift for management of nonmuscle-invasive blad-
der cancer, he said.

Dr. Konety is a clinical trial investigator for Mer-
ck and Bristol-Myers Squibb.UTU

BADRINATH KONETY, MD, MBA

“The interim analysis is 
clearly exciting and the 
approach is valid. This opens 
up the opportunity for using 
immunotherapy in a broader 
group of patients—even 

those who can 
tolerate 
chemotherapy.”

SAM S. CHANG, MD, MBA

“These are exciting 
preliminary results for 
patients with BCG-
unresponsive disease. If 
further follow-up confirms 

these findings, then 
this would represent 
a breakthrough.”

PD-L1 INHIBITOR
continued from page 10
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Cheryl Guttman Krader
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A simulation study analyzing the harms, advan-
tages, and costs associated with different guideline 
recommendations for initial evaluation of hema-
turia found that no approach diagnoses every 
cancer and suggest that the incremental costs 
and radiation-associated harms occurring with 
the most intensive recommendation, which advo-
cates a one-size-fits-all approach with computed 
tomography scanning, may outweigh marginal 
benefits in terms of diagnostic yield, said Matthew 
E. Nielsen, MD, MS.

“The rationale for aggressively testing a larg-
er fraction of the population that presents with 
hematuria is to minimize the risk of missing any 
cancer, and that is a reasonable and well-inten-
tioned rationale. However, the fact that current 
guidelines for hematuria evaluation provide dif-
fering recommendations reflects that there is some 
uncertainty about the best strategy in this space,” 
said Dr. Nielsen, associate professor of urology at 
the University of North Carolina School of Med-
icine, Chapel Hill.

“The variability in recommendations and our 
study’s findings highlight implicit value judgments 
and a potentially high burden of harms not histor-
ically considered in many guidelines’ development 
process,” he added. “Urologists may want to con-
sider discussing with patients the relative benefits 
and harms associated with different approaches 
and potentially consider applying risk-stratified 
approaches that focus the most intensive testing 
on the highest risk patients as a way to improve the 
value of care for this patient population.”

For the analysis, which was published online 
ahead of print in JAMA Internal Medicine (July 
29, 2019), a microsimulation model was developed 
to assess urinary tract cancer detection rates, 
radiation-induced secondary cancers from CT 
radiation exposure, procedural complications, 
false-positive rates per 100,000 patients, and incre-
mental cost per additional urinary tract cancer 
detected for a hypothetical 100,000-patient cohort 
evaluated according to the recommendations from 
five different guidelines.

The guidelines evaluated were (listed in order of 
increasing intensity) the Dutch, Canadian Urolog-
ical Association, Kaiser Permanente, Hematuria 
Risk Index, and the AUA. The characteristics of 
the patient cohort were derived using data from 
the two largest published series of patients under-
going evaluation for hematuria and included sub-
sets with gross hematuria as well as microscopic 
hematuria. All patients were assumed to be 35 
years of age and older.

Diagnostic yields for bladder cancer, renal cell 
carcinoma (RCC), and upper-tract urothelial 
cancer (UTUC) were considered separately and 
as a function of which patients would undergo 
cystoscopy and imaging and with which modal-
ity. Real-world data on CT radiation doses were 
used to account for variations that exist in clin-
ical practice.

Fewest cancers missed by following 

AUA guidelines

The results showed that the number of cancers 
missed with each guideline varied inversely with 
the intensity of their recommended evaluation. 
The fewest number of cancers was missed by fol-
lowing the AUA guidelines, which was the most 
intense, recommending cystoscopy and CT urog-
raphy for all patients aged 35 years and older.

Considering the three guidelines that make rec-
ommendations on using CT urography, the pro-
jected number of radiation-induced cancers was 
highest for the AUA guidelines, and its cost was 
approximately twofold greater than that of any of 
the other guidelines. Compared to the Hematu-
ria Risk Index, which lies immediately below the 
AUA guideline in the intensity of its recommended 
evaluation, the AUA guideline was associated with 
an incremental cost of more than $1 million per 
urinary tract cancer detected.

Dr. Nielsen noted there has been limited evi-
dence about the relative harms, advantages, and 
costs of different diagnostic approaches for evaluat-
ing patients with hematuria. Although cost-effec-
tiveness analyses have been undertaken previously, 
their methods had several limitations. Specifical-
ly, the previous studies focused on patients with 
asymptomatic microscopic hematuria, one study’s 
model did not separate diagnostic yields of the dif-
ferent imaging modalities for RCC and UTUC, 
and the previous research did not account for real-
world variation in CT doses.

“Studies of this nature reflect simplified rep-
resentations of reality with limitations noted in 
the paper. However, we believe our approach 
provides a lens through which clinicians may 
consider more explicitly the tradeoffs of different 
approaches with the ultimate goal of optimizing 
these tradeoffs for the benefit of our patients,” 
Dr. Nielsen said.UT

Harms of ‘one-size-fits-all’ hematuria 
evaluation outweigh benefits

BLADDER CANCER / Risk-stratified approaches could improve value of care, researcher says

MATTHEW E. NIELSEN, MD, MS

“The fact that current 
guidelines for hematuria 
evaluation provide differing 
recommendations reflects 
that there is some 

uncertainty about 
the best strategy in 
this space.”

In Brief 
                                       
For up-to-date news, visit urologytimes.com/InBrief

STUDY: MUSHROOM CONSUMPTION MAY LOWER RISK

OF DEVELOPING PROSTATE CANCER

A new study has found an inverse relationship between mushroom con-

sumption and the development of prostate cancer among middle-aged and 

elderly Japanese men.

A total of 36,499 men, aged 40 to 79 years, were followed for a median 

of 13.2 years. During follow-up, 3.3% of participants developed prostate 

cancer. Compared with mushroom consumption of less than once per week, 

consumption once or twice per week was associated with an 8% lower 

risk of prostate cancer and consumption three or more times per week was 

associated with a 17% lower risk.

“Since information on mushroom species was not collected, it is difficult 

to know which specific mushroom(s) contributed to our findings. Also, the 

mechanism of the beneficial effects of mushrooms on prostate cancer 

remains uncertain,” said lead author Shu Zhang, PhD, of the Tohoku Univer-

sity School of Public Health in Japan.

The results were published in the International Journal of Cancer (Sept. 4, 

2019 [Epub ahead of print]).

Clinical Updates 
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Doctors discussing ‘moral injury’ need different mindset

EDITOR’S NOTE: The below letter was written in 

response to the article “Are physicians faced with 

burnout? Or ‘moral injury’?” by Raj S. Pruthi, MD 

(June 2019, p. 15).

To the editor:

Moral injury? Seriously? Are you kidding me? 
OMG, I need a time out, a safe place. Somebody 
get me a latte and avocado toast. We are now mil-
lennials, offcially. My new safety word is Rolex.

While I have no articles to quote, I did a survey 
of my office staff who raise families, take vaca-
tions, buy cars and pay 5,000 dollar deductibles 
on their health insurance all on 15 dollars an 
hour. While the study was limited in that it was 
not blinded, there was some contamination of 
the control arm and the R value was mixed, the 
study was clear. You cannot wear a Rolex watch, 
live in a gated community, drive a Lexus, vaca-
tion in Europe, send your kids to private schools 
and at the same time complain of moral injury or 
for that matter burnout. Further the study found 
that if you feel burned out, you need to quit your 
job and do something different. If you cannot 
quit your job due to outstanding debts for non 
critical creature comforts, the study responded 
with, “Well whose fault is that?”

Moral injury? I’ll tell you moral injury, I just 
lost my 22 year old son through an accident that 
never should have happened. Moral injury is my 
patient undergoing an 8 hour robotic partial 
nephrectomy for a 2 cm tumor, 3 hours of which 
were spent searching for a lost needle which was 
never found and for good measure, he gets a PE 
and DVT. All for a 2 cm tumor!

Moral injury is another AUS I put in another 
man who never should have had his robotic pros-
tatectomy in the first place. Moral injury is opera-
tions and chemotherapy on patients who would be 
better served with hospice or benign neglect if only 
the RVU’s matched. Moral injury are these narcot-
ics killing young people in rates higher than post-
Tet Vietnam. Moral injury is the denial of health 
care to our fellow citizens. These type of things 
should raise outrage, not meaningful use or patient 
satisfaction surveys or MIPS or whatever is next. 
These things are no more than nuisance.

As for burnout, burnout is the great Dr. 
Charles van der Horst whose parents survived 
Hitler’s Germany. He was a pioneer in the treat-
ment of HIV and nearly committed suicide due 
to the despair of seeing so many young men die 
of a disease the nation refused to acknowledge. 
Burnout is my colleagues in Haiti delivering 
1,200 babies and treating 700 HIV patients on 
a budget that continues to shrink. Burnout is our 
psychiatric colleagues treating addiction with 
jail time.

In response to the rising issue of burnout or 
now moral injury, I would advise my colleagues 
to speak softly because, my studies show, nobody 
is gonna care, you’re making a lot of money, you 
have a lot of stuff and you’re still pretty much 
in control. As in, I am certain my receptionist 
would be happy to swap positions in life. The 
proper response to the physician version of moral 
injury is, to quote Natasha Romanoff of “The 
Avengers,” “cognitive recalibration.” We need 
to think differently. 

I’ve pretty much given up on patient satisfaction 
because, I’m not here to make them happy, I’m not 
their friend I’m their advocate. Want a friend, go 
to the bar. I don’t answer emails because I’m not 
paid to answer emails, you want to talk about your 
findings, make an appointment.

As for Epic, I’ll do as little as I can, maybe less. 
And I’ll continue with my radio show, I got a 
new idea for a video deal I’ll bet fails. I quit the 
country club. My kids are in public school. My 
12 year old Suburban is paid for and I’m gonna 
buy a MINI Cooper not a Porsche. I’m build-
ing a greenhouse. I’ll continue to put people on 
hospice even if it pisses off my oncology col-
leagues. I’ll continue to visit my hospice patients 
at their house and yea, I’ll keep making house 
calls because house calls bless me more than I 
help them. And I don’t work Fridays but if you 
need to be seen today, now, come on in I’m here 
and I’m working and I’m happy to help.

Scott Donaldson, MD / Hendersonville, NC

Dr. Pruthi responds:

I drive a Honda Civic. I don’t own a Rolex. And, I 
have had the great privilege of working with Dr. 
Charles van der Horst for many years at the Uni-
versity of North Carolina. And, although Char-
lie was known for his outgoing personality and 
humor, he was very public about his struggles with 
depression and even suicidal thoughts due to the 
ever-increasing bureaucratic burdens of modern 
health care (bit.ly/charlesvanderhorst).

Charlie’s self-described symptoms were of 
a sense of not being able to fulfill the moral 
commitment to his patients—i.e. moral injury. 
“PTSD” as he described it (bit.ly/charlesvander-

horst). Unfortunately, his thoughts of suicide are 

all too familiar for physicians whose suicide rates 
are 3-5X the normal population with approxi-
mately 400 physicians dying by suicide each 
year—a number similar to  two Boeing 737s full 
of physicians fatally crashing each year. This is 
not a perception or “millennial” problem, but a 
real and tragic issue facing our profession. And, 
this does not promise to get better for the next 
generation of surgeons. A recent study of sur-
gery residents has shown that 75% of them meet 
criteria of burnout, 40% are depressed, and 1 in 
8 have considered suicide in the prior 2 weeks 
(JAMA Surg 2018; 153:705-11).

I have the privilege of working every day with 
these thoughtful, intelligent, principled, and 
hard-working young men and women. None are 
worried about a Rolex or a Porsche. Nothing 
could be farther from the truth. They (and all 
of my colleagues) are worried about how to best 
care for patients. And, they have to accomplish 
this while overcoming the structural and opera-
tional barriers that exist to fulfill this moral and 
ethical obligation. They don’t have the luxury 
of taking Fridays off, buying a MINI Cooper, 
or planning the next storyline for a radio or TV 
deal. Or, certainly, despite our struggles with 
EHRs, most of us are not doing “as little as pos-
sible” with Epic notes and tasks.

We are here to do everything to take the best 
care for our patient and their family—even 
answer emails, write thoughtful and complete 
Epic notes, and respond to in-baskets. And, 
importantly, we are here to befriend a suffer-
ing patient who needs compassion, empathy, and 
genuine interest—what used to be called “bed-
side manner.”

Moral injury is a serious issue that is truly 
national, complex, and systemic—with effects 
beyond physicians—including impacts on patients 
and with truly societal implications. Dialogue that 
is belittling, snarky, and unserious does not address 
the despair that many providers feel resulting in 
too many physician suicides. We need to accept 
that this is important by admitting we are better 
for our patients when we are healthy, focused, and 
not conflicted.

Raj S. Pruthi, MD / Chapel Hill, NC

You cannot wear a Rolex watch, live 
in a gated community, drive a Lexus, 
vacation in Europe, send your kids 
to private schools and at the same 
time complain of moral injury or for 
that matter burnout. 

Moral injury is a serious issue that is 
truly national, complex, and 
systemic—with effects beyond 
physicians—including impacts on 
patients and with truly societal 
implications. 
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The UroLift System procedure is FDA-cleared for the treatment of symptoms due to urinary 
outfl ow obstruction secondary to BPH, including lateral and median lobe hyperplasia, in men 
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I  am a urologist.
I  am a patient.

Rapid relief and recovery in days, not months2,4

Lowest catheter rate of the leading BPH procedures4

 The only BPH treatment with no new, sustained erectile
or ejaculatory dysfunction2,3

The only BPH procedure that does not destroy tissue

Proven durability through 5 years5
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Simple, typically, one time, in-offi ce treatment
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“ “
My IPSS went from 23 to 3, and I’m 
thoroughly satisfi ed with the results.

Peter J. Walter, M.D., F.A.C.S.* Western New York Urology Associates and 
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Journal Article of the Month //Expert commentary on noteworthy research 
in the peer-reviewed literature

A
dvanced prostate cancer and 
cardiovascular disease often 
coexist in older men. Over the 
last 5 years, new second-gener-

ation antiandrogens, namely abiraterone 
(ZYTIGA) and enzalutamide (XTAN-
DI), are being used with more frequency 
in men with advanced prostate cancer. 
Patients with significant cardiovascular 
disease (CVD) are often excluded from 
clinical trials for reasons that are under-
standable. But in clinical practice, the 
excluded patients are often the ones treat-
ed with those same medications.

A new study suggests that newer antian-
drogens may increase the risk of early 
mortality and hospitalization, especially 
in men with known CVD such as myo-
cardial infarction, atrial fibrillation, con-
gestive heart failure, stroke, or ischemic 
heart disease (Eur Urol Aug. 2, 2019 [Epub 
ahead of print]).

Lu-Yao and colleagues used the Sur-
veillance, Epidemiology, and End Results 
(SEER)-Medicare-linked files (repre-
senting nearly 31% of the U.S. popula-
tion) to identify men with prostate can-
cer who had received chemotherapy and 
abiraterone or enzalutamide. A total of 
3,876 patients were eligible for the study, 
including 2,845 treated with abiraterone 
and 1,031 treated with enzalutamide. 
The main goal of the analysis was to 
determine the mortality rate within 6 
months after starting therapy with these 
two antiandrogens. They also wished to 
determine the risk of hospitalization after 
the initiation of antiandrogen therapy.

Interestingly, 67% of the eligible 
patients had one or more documented 
CVD before receiving abiraterone or 
enzalutamide.

In the post-chemotherapy group of 
patients being treated with abiraterone, 
24% died within 6 months, compared 
with 17% in the pivotal trial that led to 
its approval. Among patients being treat-
ed with enzalutamide, 28% died within 6 
months, compared with 12% in the pivotal 

trial. In the group without chemotherapy, 
18% of patients died within 6 months of 
starting abiraterone and 17% died within 
6 months of starting enzalutamide.

In the post-chemotherapy cohort 
receiving either abiraterone or enzalut-
amide, there was no significant differ-
ence in hospitalization rates between the 
two drugs. However, those with one or 
two CVDs had a 43% increased risk of 
hospitalization compared to those with 
no CVDs.

Higher hospitalization rate

in abi patients with no chemo

In the group without chemotherapy, 
abiraterone was associated with a higher 
rate of hospitalization than enzalutamide 
among patients with one or more CVDs. 
In this group, hospitalization rate was 
higher with abiraterone use even in the 
patients with no history of CVD.

As stated by the authors, the worse 
outcomes (cardiovascular toxicity and/
or mortality) following the use of abi-
raterone have been reported by previ-
ously published meta-analyses. In the 
STAMPEDE trial, the addition of abi-
raterone was associated with improved 
cancer-free-survival but no real improve-
ment in overall survival, likely due to 
increased cardiovascular mortality.

It appears that abiraterone is associated 
with worse outcomes even if there is no 
documented chemotherapy or CVDs. 
However, without direct comparison, we 
cannot suggest that one drug is superior 
to the other. Other antiandrogens such as 

apalutamide (Erleada) and darolutamide 
(Nubeqa) have been approved recently 
and the use of antiandrogens has been 
moving “upfront;” eg, before chemo-
therapy and without metastases. This 
will likely result in increased use of drugs 
in this class, making the issue of adverse 
outcomes even more relevant.

The usual limitations of a retrospective 
analysis apply to this study as well. The 
data do not allow for a comparison with 
an appropriate control group that did not 
receive abiraterone or enzalutamide, or 
direct comparison. However, the Medi-
care-linked SEER data represent a broad 
cross-section of the population that is 
afflicted with prostate cancer and CVDs, 
which makes the information presented 
here quite pertinent for most clinicians.

The phenomenon of worse outcomes 
in the real-world setting after the initial 
approval of a drug or device has been well 
documented. Clinicians often loosen the 
criteria beyond what was allowed in the 
clinical trials, exposing the patients to a 
host of drug-drug or drug-disease inter-
actions. 

The subjects of this study had also 
received androgen deprivation thera-
py, which is associated with developing 
CVDs. Is it possible that these subjects 
were primed, through previous use of 
ADT, for worse outcomes following 
the addition of abiraterone and enzalut-
amide? The unique contribution of these 
second-generation antiandrogens to car-
diovascular mortality is not entirely clear.

Several professional organizations are 
offering workshops geared towards incor-
porating these and other oral anti-cancer 
agents into the practice of urology. Hope-
fully, the educational activities will suffi-
ciently emphasize a more careful selection 
of patients for these drugs. There is clear 
impetus for a multidisciplinary program 
to monitor the treatment and adverse out-
comes of newer antiandrogens which, at 
present, may be out of the comfort zone 
of many urologists.UT

Antiandrogens may increase 
mortality risk in men with CVD
Patients with CVD taking abi or enza have 43% higher risk of hospitalization
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PROSTATE CANCER

The subjects of this study 
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androgen deprivation 
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associated with 
developing CVDs.
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New Products & Services

Penile prosthesis offers durability, natural feel

Boston Scientific recently launched the Tactra Malleable Penile Prosthe-
sis in the U.S. for the treatment of erectile dysfunction. Approved by the 
FDA earlier this year, the prosthesis utilizes natural-feeling dual-layer 
silicone and includes a Nitinol core to optimize comfort, rigidity, and 

durability for effective penetration and con-
cealment, the company says. The implant is 
manually lifted up for intercourse and man-
ually pushed down when not in use. New 
design features of the Tactra Penile Pros-
thesis allow physicians to provide patients 
unable to take oral medications or who are 
ineligible/uninterested in an inflatable penile 
prosthesis with a device to help restore their 
sexual function with excellent rigidity and 

dependable concealment in a device that is easy to use and natural to 
the touch, according to Boston Scientific.

For more information, visit www.bostonscientific.com. 

FDA approves new combination antibacterial for UTI

The FDA has approved imipenem, cilastatin, and relebactam (RECAR-
BRIO)  for injection, 1.25 grams, a new combination antibacterial. The 
treatment is indicated in patients 18 years of age and older who have 
limited or no alternative treatment options for the treatment of com-
plicated urinary tract infections, including pyelonephritis, caused by 
the following susceptible Gram-negative microorganisms: Enterobacter 

cloacae, Escherichia coli, Klebsiella aerogenes, Klebsiella pneumoniae, and Pseu-

domonas aeruginosa.

For more information, visit www.merck.com.  

Urologist-hosted podcast focuses on men’s health

“The Original Guide to Men’s Health” is a podcast hosted by urologist 
Richard S. Pelman, MD. It consists of 25- to 60-minute episodes that 
serve as a gateway and resource for men of all ages to learn what they 
should know about their biology and health, how and when to access the 
health care system, and what they can do to achieve and manage good 
physical, mental, and reproductive health. Notable episodes include 
“Testosterone–Myths, Facts, and Everything in-Between;” “BPH– 
Three Letters that Impact Every Guy;” and “Understanding and Nav-
igating the Health Insurance System.”

For more information, visit bit.ly/menshealthpod.  

DRUGS, DEVICES, AND TESTS 
IN DEVELOPMENTUroPipeline /

Hyperoxaluria agent shows substantial treatment effect

Allena Pharmaceuticals, Inc. recently announced interim data from Study 
206, its phase II basket clinical trial of reloxaliase, an orally administered, 
recombinant oxalate-degrading enzyme. Study 206 includes adult and 
pediatric patients suffering from the progression of primary hyperoxaluria 
or enteric hyperoxaluria with advanced chronic kidney disease. Consis-
tent with Allena’s prior clinical experience, enteric hyperoxaluria patients 
treated with reloxaliase in Study 206 demonstrated a substantial treatment 
effect.  This includes  enteric hyperoxaluria patients with advanced chronic 
kidney disease, a patient population not previously treated with reloxaliase, 
who showed reductions in urine oxalate and plasma oxalate. Treatment with 
reloxaliase was well tolerated in all patient populations, with no reported 
treatment-related serious adverse events, according to Allena.

Clinical registry launched for ED treatment

Urologist Judson Brandeis, MD, is launching the world’s largest clinical 
registry focusing on GAINSWave for erectile optimization. The Shock 
Wave Erectile Enhancement Trial (SWEET) Clinical Registry will utilize 
50 top GAINSWave providers, led by Dr. Brandeis. GAINSWave is a mar-
keting organization that educates consumers and raises public awareness 
for low-intensity shock wave therapy for erectile dysfunction. The primary 
goal of the SWEET Registry is to evaluate the efficacy of shock wave ther-
apy across a wide group of participants, treating physicians, and shock wave 
protocols. Other targets of interest include identifying optimal treatment 
plans, identifying factors that predict superior outcomes, and quantify-
ing long-term efficacy. AFFIRM Science, producer of the Nitric Oxide 
Boosting supplement, AFFIRM, and Premature Ejaculation supplement, 
PreLONG, is funding the initial stages of this prospective observational 
research study on shock wave therapy for erectile dysfunction. 

Positive phase III data announced for PARP inhibitor

AstraZeneca and MSD Inc. announced positive results from the phase 
III PROfound trial of the PARP inhibitor olaparib (Lynparza) in men 
with metastatic castration-resistant prostate cancer (mCRPC) who have 
a homologous recombination repair gene mutation (HRRm) and have 
progressed on prior treatment with new hormonal anticancer treatments 
(eg, enzalutamide [XTANDI] and abiraterone [ZYTIGA]). Study results 
showed a statistically significant and clinically meaningful improvement 
in the primary endpoint of radiographic progression-free survival with 
olaparib versus enzalutamide or abiraterone in men with mCRPC select-
ed for BRCA1/2 or ATM gene mutations, a subpopulation of HRR gene 
mutations. The safety and tolerability profile of olaparib was generally 
consistent with previous trials. AstraZeneca and Merck said they plan to 
present full data from the trial at a forthcoming medical meeting. 

Supplemental NDA submitted for prostate Ca treatment

The FDA has accepted for review the filing of a supplemental new drug 
application for enzalutamide (XTANDI) to add an indication for the treat-
ment of men with metastatic hormone-sensitive prostate cancer, accord-
ing to Astellas Pharma Inc. and Pfizer Inc. The application has also been 
granted priority review. Enzalutamide is currently indicated in the U.S. 
for the treatment of patients with castration-resistant prostate cancer. The 
submission is based on results from the phase III ARCHES trial presented 
at the Genitourinary Cancers Symposium and published in The Journal 

of Clinical Oncology (July 22, 2019 [Epub ahead of print]). Additionally, the 
submission is supported by data from ENZAMET, an Astellas-supported, 
investigator-sponsored phase III research study led by the Australian and 
New Zealand Urogenital and Prostate Cancer Trials Group and sponsored 
by the University of Sydney. Results from ENZAMET were presented at 
the American Society of Clinical Oncology annual meeting and simultane-
ously published in The New England Journal of Medicine (2019; 381:121-31). 
Both trials met their primary endpoint. The FDA has set a Prescription 
Drug User Fee Act date in the fourth quarter of 2019.

SEXUAL DYSFUNCTION KIDNEY STONES

Enteric-coated formulation of cystinuria Tx approved

Retrophin, Inc. recently announced the FDA approval of 100-mg and 
300-mg tablets of tiopronin (THIOLA EC), a new enteric-coated for-
mulation of tiopronin (THIOLA) to be used for the treatment of cys-
tinuria. The recommended initial dosage of tiopronin in adult patients 
is 800 mg per day, and in clinical studies the average dose of tiopronin 
was approximately 1,000 mg, or 10 pills per day, according to the com-
pany. The original formulation of THIOLA 100 mg is recommended 
to be administered at least one hour before or two hours after meals. 
THIOLA EC 100-mg and 300-mg tablets are recommended to be 
administered with or without food. THIOLA EC tablets were approved 
through the 505(b)(2) regulatory pathway, which allows the FDA to ref-
erence previous findings of safety and efficacy for an already-approved 
product, combined with reviewing findings from further studies of the 
product.

For more information, visit www.retrophin.com.

http://www.bostonscientific.com
http://www.merck.com
http://www.retrophin.com
http://bit.ly/menshealthpod
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W
e have entered a renais-
sance in the care for 
patients with benign 
prostatic hyperplasia 

(BPH)-related lower urinary tract symp-
toms (LUTS). After 6 decades with our 
bread-and-butter monopolar transure-
thral resection of the prostate (TURP) or 
open prostatectomy, the early ‘90s ushered 
in pharmaceutical solutions that quickly 
dominated in uptake. The mid-‘90s and 
beyond saw the advent of laser fibers and 
vaporization electrodes for tissue remov-
al, various heat sources for office-based 
tissue necrosis, and metal urethral stents 
to mechanically open the prostate, all 
with the goal of rendering interventional 
treatment less invasive. While lasers and 
bipolar electrodes have clearly converted 
most TURP procedures, the purported-
ly less invasive stents and tissue necrotic 
technologies (radiofrequency, microwave, 
interstitial laser, high-frequency ultra-
sound) have all but come and gone.

Now, 20 years later, we are enjoying 
another leap in innovation in office-based 
treatment of BPH. Tens of thousands of 
patients have been treated with steam 
injection, a new form of tissue ablation 
better known as Rezum, and with a new 
mechanical solution, the prostatic ure-
thral lift (PUL [UroLift]). Due to their 
growing uptake, several more technolo-
gies are in development in the quest for 
the truly minimally invasive surgical ther-
apy (MIST). (Other technologies such as 
Aquablation and plasmakinetic and laser 
TURPs are not included in this article as 
they are hospital-based procedures.)

With such a resurgence in activity and 
with such rich history, it would behoove 
us as a specialty to review what the goals 
of MIST are, reach consensus on the 
appropriate metrics by which to measure 
them, and hold each new treatment to 
these metrics. 

Why MISTs play important role

If the sole clinical goal in treating BPH 
was effectively eliminating bladder outlet 

obstruction, R&D would have concluded 
decades ago with the description of the 
suprapubic prostatectomy. No other treat-
ment option has since been shown to more 
effectively unobstruct a prostate.

However, decades of highly dynamic 
medical technology and technique devel-
opments have occurred, as they have 
focused primarily on reducing morbidity 
associated with reducing obstruction. In 
1926, Stern and McCarthy performed the 
first “minimally invasive alternative” to 
open surgery, transurethral resection of 
the prostate using the first direct-vision 
resectoscope. Now, 93 years later, nearly 
every manuscript published on BPH still 
asserts that TURP is the “gold standard.” 
Interestingly and ironically, our patients 
often do not agree.

Of the 12.4 million men in the U.S. 
with moderate to severe BPH, less than 
2% choose TURP as their treatment 
of choice and only an additional 1% 
choose any of the interventional alter-
natives to TURP. While TURP may be 
the gold standard for reducing bladder 
outlet obstruction, to our patients and 
ideally to us, TURP is clearly not the 
gold standard for net health outcome—
the balance of efficacy, morbidity, and 
patient experience. To better serve the 

majority of our patients needing treat-
ment for BPH-related LUTS, we must 
pay close attention to the reasons men 
avoid TURP and measure alternative 
treatment options carefully in their 
ability to avoid these issues.

By sheer uptake it would appear that 
the BPH “gold standard” to our patients 
is chronic medication, as approximate-
ly 77% of our patients fill prescriptions 
for a selective alpha-blocker and/or 
5-alpha-reductase inhibitor. Numerous 
large-scale studies, however, have shown 
that pharmaceuticals have only a modest 
effect on LUTS and can be associated 
with unwanted side effects, such as erec-
tile and ejaculatory dysfunction, loss of 
libido, weakness, fatigue, blurred vision, 
dizziness, and nasal congestion.

Also important, after 20 years since the 
launch of finasteride and tamsulosin, are 
the increasing reports of potential long-
term effects such as depression, self-
harm, complications in cataract surgery, 
and possibly increased propensity for 
stroke or dementia (JAMA Intern Med 

2017; 177:683-91; CMAJ 2016; 188:255-
60). For these reasons, population studies 
show that over 60% of our patients are 
not compliant in taking BPH medica-
tion (Eur Urol 2015; 68:418-25). It would 

DeMISTifying less-invasive 
solutions for BPH
New therapies raise questions about treatment goals and how to measure them
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BPH

TABLE 1 AVAILABLE EVIDENCE: EFFICACY AND EFFECTIVENESS

Study Type UroLift Rezum

Efficacy Randomized con-
trolled studies

Two1,2

286 patients

One3

196 patients

Effectiveness

Real-world studies 
(multicenter)

One4,5

1,413 patients

One6

131 patients

Real-world studies 
(single center)

Four7-10

>400 patients

Two11,12

>400 patients

Sources: 1. J Urol 2013; 190:2162-7; 2. Eur Urol 2015; 68; 643-52; 3. J Urol 2016; 195:1529-38; 4. J Endourol 2019: 

33:576-84; 5. World J Urol 2018; 37:1353-60; 6. Res Rep Urol 2017; 9:159-68. 7. Rochester et al, WCE 2018, abs. 

MP11-3; 8. Can Urol Assoc J 2018; 12:S198, abs. MP1-05; 9. Bryson CF. AUA Northeastern Section 2018; 10. J Urol 2019; 

201:e2, abs. MP01-04; 11. Prostate Cancer Prostatic Dis 2018; 21:379-85; 12. Yang et al, WCE 2018, abs. MP33-21
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appear that medications are less of a gold stan-
dard to our patients than a hopeful means to avoid 
surgery. With millions of men noncompliant or 
discontinuing medications yet clearly not electing 
surgery, a very significant number of our patients 
are seeking an alternative, MIST.

What must MIST do to succeed?

The truly minimally invasive interventional 
answer to BPH would be a treatment option that 
most of our clearly dissatisfied patients will actu-
ally choose and thus improve their lives and avoid 
further bladder damage. It should be a procedure 
that we can reliably perform with predictable 
results, adequate effective reduction of bladder 
outlet obstruction, and acceptable durability.

But these are already true of our surgical options. 
MIST, to address those avoiding surgery, must 
have additional attributes. The MIST score sheet 
includes:

• offers acceptable relief from LUTS: Symptoms 
and quality of life improve; generally durable for 
5+ years

• is not associated with serious harms of surgery: 
transfusion, stress or total urinary incontinence, 
stricture and bladder neck contracture, erectile 
dysfunction, ejaculatory dysfunction

• can be delivered in the office setting (tolerable 
under local anesthesia)

• allows for rapid recovery and symptom relief 
(no postoperative catheter and return to work and 
full preoperative activity within days).

What are the appropriate MIST 

metrics?

Historically, the urology community has focused 
on validated instruments to measure efficacy, 
namely the AUA Symptom Index (AUA-SI), aka 
International Prostate Symptom Score, along 
with the single LUTS-specific quality of life 
question. We have determined the minimal clin-
ically important difference, the smallest change 
in AUA-SI that a patient perceives, is about 3 
points (J Urol 1995; 154:1770-4). Objectively, 
we measure peak flow rate (Qmax) and postvoid 
residual (PVR), but neither reliably correlates 
with symptom improvement post treatment.

Since the focus of MIST is to not only deliver 
on efficacy but also greatly reduce morbidity and 
render a more attractive overall patient experi-
ence, it is important that we focus on consis-
tent measures and reporting of adverse effects 
to understand how BPH options differ. Adverse 
effects must be chronicled as reported event 
rates. Since their incidence is ideally low, it is 
particularly important to report the low percent-
ages. For more prevalent adverse effects, it is also 
beneficial to report validated instrument means.

Sexual dysfunction

Because sexual dysfunction and BPH are inde-
pendent predictors of each other, it is also 
important that studies conduct a substantive 
baseline evaluation before treatment. Results 
have varied greatly across BPH studies, show-
ing that TURP hurt, helped, or had no effect 
on erectile function. The LIFT study of PUL 
was the first to report sexual dysfunction in a 
new light: de novo, sustained dysfunction. This 
was defined as dysfunction occurring within 3 
months of treatment (and thus assignable to the 
treatment) and sustained at 12 months, ruling 
out transient events. For PUL these rates for 
ED and EjD were in fact 0%, which indeed sets 
a gold standard on sexual function preservation.

Interestingly, when PUL was randomized to 
TURP, TURP also showed 0% de novo, sustained 
ED, but TURP did show 40% anejaculation (Eur 

Urol 2015; 68:643-52). Perhaps the lower-than-ex-
pected ejaculatory dysfunction was due to rigorous 
baseline data or perhaps the stringent criteria for 
de novo, sustained dysfunction.

Catheterization

Patients are also concerned with the need for post-
operative catheterization. Historically, MISTs 
have overpromised and underdelivered on this 
criterion. Catheters were commonly placed 
and remained for days or even weeks following 
treatment with tissue necrotic technologies. It 
is important in clinical studies to test the need 
for catheter by conducting void trials. It is also 
important to accurately report the percent of 
patients requiring a catheter and the duration in 
terms of both means and ranges. Retention rates 
and catheter rates can be conflated and must both 
be reported.

One could propose “catheter rate,” which 
chronicles what percent require a catheter ini-

tiated within 1 week of treatment. Thereafter, 
if the patient continues to require a catheter, 
he contributes not only to the catheter rate and 
associated catheter duration calculation, but also 
to the retention rate. For example, if a patient 
is catheterized within a week, then successfully 
completes void trials and then goes into reten-
tion within 3 days, he should be included in the 
“catheter rate” and “retention rate,” and his total 
days on catheter be used in the mean duration 
calculations.

Efficacy vs. effectiveness

We all know that double-blinded, randomized, 
controlled trials (RCTs) are the least biased and 
most reliable way to determine the efficacy of a 
treatment. However, we also know from expe-
rience that RCT results do not always represent 
outcomes in real practice. It is important that 
we examine and report not just the efficacy of a 
treatment but also the effectiveness.

The pioneer epidemiologist Archie Cochrane 
defined these types of evidence as follows: Effi-
cacy is the extent to which an intervention does 
more good than harm under ideal circumstances; 
ie, Can it work? Effectiveness assesses wheth-
er an intervention does more good than harm 
under usual circumstances of health care prac-
tice; ie, Does it work in the real world?

Retreatment rates are carefully tracked in effi-
cacy studies, but BPH studies typically suffer 
from a significant number of patients lost to fol-
low-up. The 10-year retreatment rates typically 
quoted for TURP were not derived from pro-
spectively enrolled studies but from retrospec-
tive health system databases. Four to five years 
from now, a retrospective look at the Medicare 
database, for instance, will be our first opportu-
nity to truly see if these retreatment rates hold 
up in the uncontrolled setting.

MIST FOR BPH
continued from page 22

TABLE 2 OUTCOMES TREATING LUTS

Measure UroLift Rezum

AUA-SI Improvment

Efficacy (6 months)1-3

Effectiveness (3-6 months)6-10

10.9-13.0

10.2-13.2

12.2

10.1-11.6

QoL improvement 
Efficacy (6 months)1-3

Effectiveness (3-6 months) 6,7,9

2.4-2.8

2.0-2.2

2.3

2.0

Surgical retreatment

Efficacy4,5

Effectiveness

13.6% @ 4 and 5 years

9% missing

N/A

4.4% @ 4 years

19% missing

N/A

Sources: 1. J Urol 2013; 190:2162-7; 2. Eur Urol 2015; 68; 643-52; 3. J Urol 2016; 195:1529-38; 4. Can J Urol 2017; 24:8802-13; 5. Urology 2019; 

126:171-9; 6. J Endourol 2019: 33:576-84; 7. Rochester et al, WCE 2018, abs. MP11-3; 8. Can Urol Assoc J 2018; 12:S198, abs. MP1-05; 9. Res 

Rep Urol 2017; 9:159-68; 10. Prostate Cancer Prostatic Dis 2018; 21:379-85
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How do today’s MISTs stack up?

Today we have available two new MIST treat-
ments with excellent efficacy data and a grow-
ing level of effectiveness evidence (table 1). Both 
treatments consider the failures of the MIST of 
the ‘90s and attempt to address them in different 
directions.

The Rezum steam injection treatment is based 
on the assumption that thermal ablation works 
but needs to be delivered more efficiently. Because 
steam is rapidly dispersed in tissue and also rap-
idly heats as it condenses, it is far more efficient 
at inducing tissue necrosis. The steam injection 
procedure entails on average five injections at 9 
seconds each, which compares favorably to the 20 
to 60 minutes required for TUNA and TUMT 
(J Urol 2016; 195:1529-38).

The UroLift is based on the assumption that 
only mechanical opening of the prostate results 

in rapid recovery and relief, avoidance of a cath-
eter, and reliable preservation of sexual function. 
Unlike stents, when PUL implants are proper-
ly placed in the prostate lobe, encrustation and 
migration are unlikely. Because PUL does not rely 
on necrosis and tissue reabsorption, it is rapid act-
ing and typically does not require postoperative 
catheterization (Can J Urol 2014; 21:7094-101).

Both MIST treatments have been carefully 
studied for efficacy, showing similar outcomes of 
approximately 10-point improvement in AUA-SI 
and over two-point improvement in QoL (table 2). 
These outcomes were largely sustained at 4 and 5 
years. Surgical retreatment for recurring LUTS 
has been reported at 13.6% for UroLift at 4 and 
5 years and 4.4% for Rezum at 4 years. While it 
appears that Rezum may be more durable, this 
must be viewed with caution as 19% patients were 
no longer in the study versus 9% for UroLift.

To compare how close these treatments come 
to our MIST goals, we can perhaps use a mini-
mally invasive score sheet (table 3). Importantly, 
the data are presented separately for randomized 
efficacy trials and real-world effectiveness stud-
ies. It should be noted that effectiveness data for 
UroLift is more extensive and that the majority 
of the Rezum effectiveness data is derived from 
single-center studies. Both procedures are rou-
tinely performed in the office as well as in facilities 
depending on practice patterns and reimburse-
ment variations.

Rezum appears to require modestly greater 
anesthesia in form of prostate block or IV sedation, 
whereas UroLift is routinely conducted with top-
ical lidocaine. Both procedures avoid the import-
ant serious adverse events associated with BPH 
surgery. Efficacy results showed similar stability 
or improvement in mean sexual function scores, 
although only UroLift showed no evidence of de 
novo, sustained ejaculatory dysfunction.

The early effectiveness data appear to indicate 
an elevated infection rate with Rezum. This is 
possibly associated with the now more consistent 
use of postoperative catheter and/or temporary 
stent. UroLift, on the other hand, appears to be 
maintaining a low rate and duration of catheter-
ization and UTI. Early UroLift efficacy studies 
reported 10% of patients required a misdeployed 
implant removed, whereas a recent effectiveness 
study of 1,413 patients showed this to be reduced 
to less than 1%. UroLift continues to show no de 
novo, sustained ejaculatory dysfunction, while a 
low rate of EjD appears persistent with Rezum.

One outlier study reported a 20% rate of anejac-
ulation/retrograde ejaculation after Rezum (Yang 
et al, WCE 2018 [abstract UP3-33]). The inves-
tigators hypothesized that they are perhaps more 
aggressive in treating the central zone and bladder 
neck area. All effectiveness studies have been rela-
tively short term, and real-world retreatment rates 
will only become available once health care system 
databases are populated over the coming years.

From 1999 to 2005, the number of MIST pro-
cedures rose from 11,582 to 72,887, increasing the 
total number of U.S. BPH procedures 44% (J Urol 

2008; 180:241-5). This rate later plummeted due 
to a disappointment with outcomes and reduced 
reimbursement. The marked increase in total pro-
cedures during the MIST heyday, however, indi-
cated that large numbers of patients were looking 
for a solution between drugs and surgery.

Today, two new MIST procedures are becom-
ing even more widely used than prior MISTs. 
There are important differences between these 
treatment options, and time will tell how well they 
meet patients’ needs. Rather than be jaded by past 
attempts, the urologic community should be opti-
mistic that more patients will find the solution 
they seek to improve their quality of life with 
reduced morbidity.UT

TABLE 3 MINIMALLY INVASIVE SCORE SHEET

Characteristic UroLift Rezum

Office compatible Yes Yes

Local anesthesia Topical or block Block

Serious adverse events
Transfusion, stress incontinence

Stricture

Efficacy1-3

Effectiveness4-7

UTI

Efficacy1-3

Effectiveness4-7

0%

0%-0.7%

0%-0.2%

2.9%-7%

0%-4.6%

0%

0%

0%-3.9%

6.6%

17.1%

Post-op catheter (% patients; mean duration)

Efficacy1,3

Effectiveness4,5,7

32%*; 0.7 days

7.7%-16%; 1 day

75%*; 3.4 days

100%; 4.4 days

Urinary retention (after post-op catheter)

Efficacy1-3

Effectiveness4-7

0.7%-9%

1.9%-4.8%

3.7%

10.7%-14%

Erectile dysfunction
Efficacy1-3

Effectiveness5-8

0%

0%

0%

0%-3.1%

Ejaculatory dysfunction
Efficacy1-3

MSHQ-EjD Function**

MSHQ-EjD Bother**

Effectiveness5-8

0%

1.3, p<.001

-0.8, p<.001

0%

5.1%

-0.3, NS

-0.7, p=.0017

3.1%-20%

Sources: 1. J Urol 2013; 190: 2162-7; 2. Eur Urol 2015; 68:643-52; 3. J Urol 2016; 195:1529-38; 4. J Endourol 2019: 33:576-84; 5. Rochester 

et al, WCE 2018, abs. MP11-3; 6. Res Rep Urol 2017; 9:159-68; 7. Prostate Cancer Prostatic Dis 2018; 21:379-85. 8. Yang et al, WCE 2018, abs. 

MP33-21

*Failed void trial
**Mean change from baseline at 1 year. Improvement is positive for function and negative for bother.



Are you doing  
everything  
you can to preserve  
kidneys in your  
patients with  
low-risk UTUC?  
Kidney preservation should be a top  

priority when treating low-risk UTUC

Finding the right balance of cancer risks 
with the morbidity of surgery is challenging. 
The age and inherent comorbidities of pa-
tients with upper tract urothelial carcinoma 
(UTUC) add further difficulties for urolo-
gists to consider. 1-3

“Although radical nephroureterectomy 
(RNU) has been the gold standard for UTUC 
treatment, removing a kidney for low-risk 
UTUC can be overkill in many cases” said 
Brian Hu, MD, assistant professor of urolog-
ic oncology at Loma Linda University. 

GUIDELINES RECOMMEND ACCURATE GRADING AND 
STAGING PRIOR TO TREATMENT SELECTION
Tumor grade, according to guidelines from 

both the European Association of Urology 
and National Comprehensive Cancer  
Network, is a primary factor when  
determining the best course of treatment.1,4

Although tumor staging may be difficult to 
assert clinically in UTUC, grading can be con-
ducted with a high level of accuracy. In 90% 
of cases, ureteroscopic biopsies can determine 
tumor grade with a low false-negative rate—
regardless of sample size. For high-grade 
tumors, including carcinoma in situ, selective 
urinary cytology has high sensitivity. In addi-
tion to histopathology, urologists can utilize 
the full spectrum of clinical tools, including 
high-quality axial imaging, such as comput-
erized tomography urogram or magnetic 
resonance urogram, retrograde pyelography, 
endoscopic evaluation, and cytology.1 

“Combining these modalities helps give a full 
picture of each patient’s oncologic risk. This 
cancer risk can then be weighed against the 
risks of surgery and loss of renal function to help 
in guiding treatment decisions,” noted Hu.

GUIDELINES RECOMMEND KIDNEY-SPARING  
APPROACHES FOR LOW-RISK UTUC AND BEYOND
Kidney-sparing surgery is considered the 
standard of care for low-risk UTUC. How-
ever, guidelines recommend kidney-sparing 
treatment, even in patients with a normal 
contralateral kidney.1,4 

“Kidney-sparing surgery should also be 
strongly considered in high-risk UTUC 
when patients have impaired renal function, 

comorbid conditions limiting major surgery, 
a solitary kidney, or genetic predisposition to 
UTUC,” Hu added.“ However, the benefits 
of kidney-sparing surgery must be weighed 
against higher recurrence rates and more 
intense cancer surveillance. Given improve-
ments in the diagnosing and risk stratifying of 
UTUC, we are better able to identify patients 
who have low-risk disease.” 4

RNU DOESN’T ALWAYS LEAD TO BETTER OUTCOMES
RNU is a standard treatment for most high-
risk cases. However, distal ureterectomy is 
an option in patients with high-risk tumors 
of the distal ureter.1 Interestingly, there 
are retrospective data that demonstrate 
similar oncologic outcomes in patients with 
low-risk UTUC managed with RNU versus 

kidney-sparing strategies.5,6 Endoscopic 

resections or ablations have demonstrated 

a lower rate of morbidity when compared 

with RNU.7 The loss of nephrons with RNU 

can be deleterious to patients’ health, espe-

cially since studies have shown that approx-

imately 50% of patients who undergo RNU 

for UTUC have already advanced to stage 

≥3 chronic kidney disease.2,3

EVIDENCE SUPPORTS A DIFFERENT APPROACH

In low-risk UTUC specifically, it’s time to 

reconsider traditional treatment approach-

es. With the latest tools and technologies, 

urologists may be better equipped to pri-

oritize kidney preservation in these fragile 

patient populations. 

Stay informed of the latest  

technologies and dialogue in UTUC. 

Read more at UTUCIntactivism.com. 
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Q&A 

Q: Please explain the rationale behind this 

guideline.

A: As you know, male incontinence is 
quite prevalent, particularly after pros-
tate treatment. There are a lot of differ-
ent ways of treating male incontinence. 
Unfortunately, these have never been 
evaluated thoroughly. We also have 
many studies that tell us what happens 
to continence recovery after prostate 
treatment, particularly after radical 
prostatectomy and radiation therapy. 
The AUA Practice Guidelines Commit-
tee decided, in partnership with SUFU, 
to come up with a guideline that codifies 
what happens to continence recovery 
after prostate treatment, and give cur-
rent evidence as to the best way to treat 
this particular malady.

The variability is incredible when it 
comes to treating incontinence and, 
depending on where you go, there are 
different modes of treatment that are 
favored. There is a reasonable amount 
of evidence out there now that can help 
clinicians determine which modalities 
work better for which types of patients. 
That was the main rationale behind this 
guideline.

Another reason behind developing 
this guideline is the length of time many 
men wait to receive surgical treatment 
for incontinence. We say that if patients 
present with incontinence 12 months 
after surgery, they should be counseled 
that there are treatments available and 
should be evaluated for incontinence 
after prostate treatment. There is a caveat 
that if they have severe incontinence that 
is bothersome, surgical treatment can be 
offered at 6 months.

The 12-month time frame is to cap-
ture patients from going further. The 

6-month time frame is to make sure 
people realize there are things avail-
able even then, should they have severe 
incontinence. As you and I know, there’s 
a group of patients that are never told 
about possible treatments for inconti-
nence. This is just a way of making sure 
everybody knows there are treatments 
available, and hopefully that knowledge 
will allow some of these patients to be 
offered or referred for treatment sooner.

Q: How does the guideline address the 

period between prostatectomy and surgical 

treatment for incontinence?

A: The guideline has sections on 
pre-prostate treatment, post-prostate 
treatment, and evaluation of inconti-
nence after prostate treatment. What 
you’re describing is the post-prostate 
treatment time frame. Generally, that 
applies to radical prostatectomy, but it 
can apply to patients who’ve had radi-

ation therapy followed by a TURP or, 
in rare cases, after BPH surgery. Before 
treatment, the guideline says you should 
counsel patients about risk factors for 
incontinence. Following and sometimes 
even before treatment, pelvic floor mus-
cle exercises and pelvic floor muscle ther-
apy are definitely two options that can 
help hasten continence recovery. Beyond 
that, if patients continue to have inconti-
nence after prostate treatment, then they 
can go on to evaluation and possibly sur-
gical treatment.

Q: Are there any pharmacologic aids that 

you recommend to patients while they’re 

waiting to see if they have established 

incontinence?

A: Before presentation for inconti-
nence after prostate treatment, there 
are really no medicines available. Now, 
if it’s primarily urgency urinary incon-
tinence, which can be determined based 
on history—generally leakage at night 
or leakage associated with urgency and 
not necessarily associated with activi-
ty—then you should follow the over-
active bladder guideline, which has a 
very good algorithm as to how to treat 
these men primarily with pharmacolog-
ic therapy.

There is also a guideline statement 
that specifically says if urgency urinary 
incontinence or urgency predominant 
mixed urinary incontinence is suspect-
ed, those patients should be evaluated 
and treated, whenever they present, as 
overactive bladder patients. That par-
ticular group of patients can be treated 
with anticholinergics or beta-3 agonists 
as needed.

Q: Are there any off-label pharmacologic 

treatments you would recommend?

A: The guideline does not address off-la-
bel treatment. There are off-label treat-
ments in Europe and Japan. Duloxetine is 
available for stress urinary incontinence. 
Some people use treatments like imip-
ramine for stress incontinence. Beyond 
that, there aren’t a whole lot of options. 
Most of these, as you know, are psy-
chotropic medicines. For that reason, 

AUA, SUFU offer guidance on 
incontinence after prostate treatment
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Q&A

Do you ever use bulking 
agents while a patient is 
waiting for defi nitive therapy?
GOPAL H. BADLANI, MD

The problem with bulking 
agents is twofold. One, they’re 
not FDA approved for male 
incontinence. Two, their effect 
is generally fl eeting; they’re 
not durable. 
JASPREET S. SANDHU, MD

duloxetine has never been considered for FDA 
approval as treatment for urinary incontinence 
in the U.S., primarily due to litigation risk. But 
if you want to provide something off-label, that 
may be an option.

Q: Do you ever use bulking agents while a patient 

is waiting for definitive therapy?

A: That’s a very good question. One of the bas-
es for this guideline was the fact that bulking 
agent use is rampant. The problem with bulk-
ing agents is twofold. One, they’re not FDA 
approved for male incontinence. Two, their 
effect is generally fleeting; they’re not durable. 
They need to be repeated, and we’re not sure 
what the effect of bulking agents is on future 
therapy. We don’t think there is an effect, but 
that’s something that hasn’t been looked at 
thoroughly. The guideline counsels providers 
to explain to patients that bulking agents are 
not durable, will likely need to be repeated, and 
are not FDA approved.

Q: It seems like every scientific meeting I attend, 

new artificial urinary sphincters and slings are 

presented. How does the guideline address these 

treatments?

A: This is an AUA-SUFU practice guideline. 
With that in mind, we looked only at FDA-ap-
proved treatments. The only FDA-approved 
artificial urinary sphincter in the U.S. when 
the literature review for this guideline was 
performed was the AMS 800 artificial urinary 
sphincter. Although multiple male slings are 
FDA approved, because their efficacy is similar, 
we did not evaluate individual sling types in 
this version of the guideline. There is a sepa-
rate statement in the guideline about the new-
ly FDA-approved adjustable balloons because 
these were thought to be different from slings 
and sphincters by the guideline committee.

Q: Is there anything else you would like to add 

regarding male incontinence?

A: Male incontinence is now more recognized by 
the general public. Part of the reason is there are a 
lot more incontinence products available for men, 
which you and I have seen proliferate in big box 
stores, etc. Ten years ago, you couldn’t buy a pad 
for men. Now you can buy them in bulk. We know 
that the public is aware of this malady. We’re just 
trying to make sure people realize there are treat-
ments available that can actually counter some of 
these problems.

The other thing to note is these problems are 
often created by us. Incontinence after prostate 
treatment is an iatrogenic problem. This isn’t like 
erectile dysfunction, where medical problems 
may cause it. This is related to prostate treatment.

Q: The LURN (Symptoms of Lower Urinary Tract 

Dysfunction Research Network) showed us the 

prevalence of incontinence is very high in men—

whether they have or haven’t undergone prostate 

treatment. Does the guideline address this?

A: Although this guideline is meant to deal with 
incontinence after 
prostate treatment, 
there are certain-
ly statements that 
apply to patients who 
develop incontinence 
on their own. As you 
know, roughly 30% 
of men over the age 
of 70 will have some 
degree of urinary 
incontinence. If this 
is determined to be 
male stress urinary 
incontinence, then 
the evaluation and 
treatment is essen-
tially the same as for 
those with inconti-
nence after prostate 
treatment and the 
guideline statements 
related to evaluation, 
treatment, and surgi-
cal complication (of 
ant i-incont inence 
surgery) apply to 
these patients as well.

Further, the fact 
that 30% of men 
develop incontinence 
without any prostate 
intervention provides 
a good baseline. I use 
this f igure when 
counseling patients 

who are undergoing post-prostatectomy anti-in-
continence surgery. It’s a good normalizing tech-
nique and a good way of telling people that, after 
artificial urinary sphincter placement, you will 
likely still leak a little bit.UT
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Proposed rule: Look for changes 
to MIPS, supervision of APPs
Notable relative value unit changes include UroLift, orchiopexy procedures

T
he much-anticipated proposed rule for 
the Medicare physician fee schedule 
was finally released on July 29, 2019. 
The bottom-line impact to urology for 

2020-based changes to relative value units (RVUs) 
is a projected +1% additionally. The Centers for 
Medicare & Medicaid Services is projecting a 
minor 0.14% increase in the conversion factor 
from $36.04 to $36.09.

While the overall impact on the specialty for 
2020 is minor, there are a few changes of note that 
we will address in this article. The more newswor-
thy information in the proposed rule surrounds 
changes to evaluation and management (E/M) 
coding effective Jan. 1, 2021.

First, we will address the changes for 2020.
MIPS changes. In the area of the Quality 

Payment Program (QPP), Medicare is proposing 
to increase the requirements for the Merit-based 
Incentive Payment System (MIPS) program. The 
threshold for physicians to avoid penalties for pay-
ments in 2022 will require a minimum score of 
45 for performance in 2020, up from 30 in 2019. 
The percentage assigned to the Quality and Cost 
categories will be adjusted to 40% and 20%, 
respectively. The minimum score for exceptional 
performers will be raised to 80 points.

CMS did not change the eligibility require-
ments for reporting year 2020. The maximum 
penalty for those failing to meet MIPS require-
ments has been increased to –9%, up from –7%. 
Penalties and bonuses will be applied to payments 
in 2022 based on 2020 reporting. We encourage 
you to further review the proposed changes for the 
QPP program as CMS continues to change this 

program to increase the incentives to participate.
Supervision of advanced practice providers.

CMS is proposing to modify regulation of phy-
sician supervision of physician assistants (PAs) to 
give PAs greater flexibility to practice more broad-
ly in the current health care system in accordance 
with state law and state scope of practice. The pro-
posal includes a provision that, in the absence of 
state law governing physician supervision of PA 
services, the physician supervision required by 
Medicare for PA services would be evidenced by 
documentation in the medical record of the PA’s 
approach to working with physicians in furnishing 
their services.

Physical therapy/occupational therapy bene-

fits. CMS is proposing a change in per-beneficiary 
incurred expenses under physical therapy defini-
tions. These benefit caps are no longer applied as 
limitations but as threshold amounts above which 
services require, as a condition of payment, inclu-
sion of modifier –KX, and that use of modifier 
–KX confirms that the services are medically nec-
essary as justified by appropriate documentation 
in the patient’s medical record. The definition-
al change should assist in providing services to 
patients receiving benefit from ongoing physical 
therapy-type services for pelvic floor rehabilita-
tion. Functionally, you will need to continue to 
document medical necessity and improvement and 
use modifier –KX to indicate the services provided 
are medically necessary.

RVU changes. Table 1 includes a few high-
er volume services for which the proposed RVU 
changes will result in increases of greater than or 
equal to 5% in the office setting beginning Jan. 
1, 2020 if adopted. Table 2 includes a few high-
er volume services for which the proposed RVU 
changes will result in decreases of greater than 5% 
beginning Jan. 1, 2020 if adopted.

The majority of the changes reflect changes to 
the practice expense values based on adjustments 
to equipment valuation and/or disposables related 
to the procedure.

Changes to some specific high-volume codes 
are noteworthy. The work values for the Uro-
Lift system codes 52441 (initial implant) and 
52442 were reduced from 4.5 to 4 and 1.2 to 1.01, 
respectively. However, the non-facility value for 

Code Description

51610

51715

51725

51792

51797

52000

52281

52287

52310

52441

53620

76872

Injection for bladder x-ray

Endoscopic injection/implant

Simple cystometrogram

Intraabdominal pressure test

Cystoscopy

Cystoscopy and treatment

Cystoscopy chemodenervation

Cystoscopy and treatment

Cystourethro w/ implant

Dilate urethra stricture

US transrectal

7.1%

5.0%

6.5%

7.6%

17.1%

11.1%

7.5%

5.6%

6.7%

6.8%

11.8%

12.7%

TABLE 1 HIGH-VOLUME SERVICES WITH PROPOSED 

RVU INCREASES (≥5% INCREASE)

Source: Adapted from CMS proposed rule by Ray Painter, MD, and Mark Painter

Code Description

51798

55874

64561

96372

US urine capacity measure

Tprnl plmt biodegrdabl matrl

Implant neuroelectrodes

Ther/proph/diag inj sc/im

7.1%

5.0%

6.5%

7.6%

TABLE 2 HIGH-VOLUME SERVICES WITH PROPOSED 

RVU DECREASES (>5% DECREASE)

Source: Adapted from CMS proposed rule by Ray Painter, MD, and Mark PainterSee PROPOSED RULE page 34

Percent 
increase

Percent 
decrease



Long-term Survival with Immunotherapy in Advanced Prostate Cancer 
Practical Considerations for the Use of Immunotherapy in mCRPC
Michael Fabrizio, MD, FACS, CEO, Urology of Virginia, Professor of Urology Eastern Virginia Medical School 

In the last decade, there has been a marked increase 

in the number of prostate cancer treatments being 

developed, as well as the speed in which they are trialed 

and approved. Although prostate cancer continues to be 

the second leading cause of cancer death in men in the 

U.S.1, these treatment advancements are improving the 

quality of care and long-term survival rates for these men. 

While the suppression of testosterone and use of oral 

oncolytics will be a constant part of treatment for men 

with castrate resistant prostate cancer, let’s 

not lose sight of the fact that they are only 

one piece of the puzzle. The reality is that 

these methods are only part of the solution 

for the more than 40,000 men in the U.S. 

who will see their disease become castrate 

resistant and metastasize.2 

Although metastatic castrate-resistant 

prostate cancer (mCRPC) is not curable, the 

number of treatments that have become 

available in just the last 10 years have given 

urologists the tools to control the cancer for 

prolonged periods of time. A paradigm shift in 

how we treat mCRPC began in 2010 with the 

introduction of an immunotherapy for mCRPC. 

When sipuleucel-T was FDA-approved, it 

prolonged overall survival (OS) among men 

with mCRPC by 4.1 months.3 Reported in the 

pivotal IMPACT trial in the New England 

Journal of Medicine, this was very significant 

at a time when patients in the later stages of 

prostate cancer virtually had no options 

aside from chemotherapy. 

Urology was one of the first specialties to adopt 

immunotherapy, dating back to the use of Bacillus 

Calmette-Guérin (BCG) in the late 90s.4 While sipuleucel-T 

has become an increasingly vital cancer treatment option 

for mCRPC patients, it remains largely underutilized in part 

because it differs mechanistically from other prevailing 

forms of cancer treatment that affect familiar prognostic 

biomarkers, such as PSA. 

Instead, sipuleucel-T stimulates the body’s immune 

system to target and attack prostate cancer cells that 

express PAP (prostatic acid phosphatase) – a protein 

present on 95% of prostate cancer cells.5 As we come to 

understand more about how immunotherapy works, 

research indicates that this type of treatment may have a 

more profound effect earlier in the disease progression 

when the tumor volume and associated immune-

suppressive mechanisms are lower. 

It was this hypothesis that led researchers to reexamine 

the pivotal IMPACT trial in a post-hoc analysis. A report 

published in Urology in 2013 examined the association 

between baseline PSA levels and overall survival benefit 

(OS). The data from this analysis suggested that men with 

mCRPC who received sipuleucel-T when their PSA was 

<22.1 ng/mL, had a median OS improvement of 13 months 

when compared to untreated men in the same PSA 

grouping (Figure 1).6 

At the time of the IMPACT trial (2003–2007), men with 

a PSA of <22.1 ng/mL accounted for a mere 25% of the 

mCRPC population in the study. In those days there was 

simply no clinical advantage to closely monitoring PSA 

unless a patient was experiencing cancer-related pain. 

In my practice today, PSA values for most patients at the 

time of mCRPC diagnosis is well below that <22.1 ng/mL 

level thanks to treatment protocols that require close 

monitoring of PSA changes, and routine radiographic 

assessments to ensure we identify the crucial time window 

when a patient’s cancer metastasizes. When considering 

immunotherapy for my mCRPC patients, I am thinking 

about the potential to extend life by more than a year for 

certain patients, not 4.1 months as originally reported in 

all cohorts.

There is immense excitement around immunotherapy 

across various tumor types, however, its use in treating 

mCRPC remains low, despite a demonstrated survival 

benefit and generally manageable safety profile. 

Additionally – and people may not think about this as 

often as they should – an entire course of PROVENGE 

therapy is just three infusions in as little as six weeks. We 

know from earlier data that while immunotherapy takes 

some time to generate an immune system response, that 

response can be long lasting. The addition of sipuleucel-T 

as the foundation of mCRPC treatment provides us with 

a unique ability to of fer therapies with dif fering 

mechanisms of action to maximize the 

available treatment options for our patients. As 

o t h e r  s p e c i a l t i e s  w a i t  p a t i e n t l y  f o r 

immunotherapy to become a clinical reality, 

urologists have an effective option today, and 

we should use it. 
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INDICATION

PROVENGE® (sipuleucel-T) is an autologous cellular 

immunotherapy indicated for the treatment of 

asymptomatic or minimally symptomatic metastatic 

castrate-resistant (hormone-refractory) prostate cancer.

IMPORTANT SAFETY INFORMATION

Acute Infusion Reactions: Acute infusion reactions 

(reported within 1 day of infusion) may occur and 

include nausea, vomiting, fatigue, fever, rigor or chills, 

respiratory events (dyspnea, hypoxia, and 

bronchospasm), syncope, hypotension, hypertension, 

and tachycardia.

Thromboembolic Events: Thromboembolic events, 

including deep venous thrombosis and pulmonary 

embolism, can occur following infusion of PROVENGE. 

The clinical significance and causal relationship are 

uncertain. Most patients had multiple risk factors for 

these events. PROVENGE should be used with caution in 

patients with risk factors for thromboembolic events.

Vascular Disorders: Cerebrovascular events 

(hemorrhagic/ischemic strokes and transient ischemic 

attacks) and cardiovascular disorders (myocardial 

infarctions) have been reported following infusion of 

PROVENGE. The clinical significance and causal 

relationship are uncertain. Most patients had multiple 

risk factors for these events.

Handling Precautions: PROVENGE is not tested for 

transmissible infectious diseases.

Concomitant Chemotherapy or 

Immunosuppressive Therapy: Chemotherapy or 

immunosuppressive agents (such as systemic 

corticosteroids) given concurrently with the 

leukapheresis procedure or PROVENGE has not been 

studied. Concurrent use of immune-suppressive agents 

may alter the efficacy and/or safety of PROVENGE.

Adverse Reactions: The most common adverse 

reactions reported in clinical trials (≥ 15% of patients 

receiving PROVENGE) were chills, fatigue, fever, back 

pain, nausea, joint ache, and headache.

Figure 1. Overall Survival Improvement by Baseline PSA Quartile (median)6 

This post hoc analysis was not powered for statistical significance, and the population 

within the subgroups was not randomized. Therefore, the findings are limited by their 

exploratory nature.
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http://wayback.archive-it.org/7993/20170723144330/https:/www.fda.gov/downloads/BiologicsBloodVaccines/Vaccines/ApprovedProducts/UCM101490.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3762301/


PROVENGE® (sipuleucel-T)

Suspension for Intravenous Infusion Rx Only

BRIEF SUMMARY — See full Prescribing Information for complete product information

INDICATIONS AND USAGE: PROVENGE® (sipuleucel-T) is an 

autologous cellular immunotherapy indicated for the treatment of 

asymptomatic or minimally symptomatic metastatic castrate-resistant 

(hormone-refractory) prostate cancer.

DOSAGE AND ADMINISTRATION

• For autologous use only.

• For intravenous use only.

• The recommended course of therapy for PROVENGE is 3 complete doses, 

given at approximately 2-week intervals.

• Premedicate patients with oral acetaminophen and an antihistamine 

such as diphenhydramine.

• Before infusion, confirm that the patient’s identity matches the patient 

identifiers on the infusion bag.

• Do not initiate infusion of expired product.

• Infuse PROVENGE intravenously over a period of approximately 60 

minutes. 

Do not use a cell filter.

• Interrupt or slow infusion as necessary for acute infusion reactions, 

depending on the severity of the reaction.

(See Dosage and Administration [2] of full Prescribing Information.)

CONTRAINDICATIONS: None.

WARNINGS AND PRECAUTIONS

• PROVENGE is intended solely for autologous use.

• Acute infusion reactions (reported within 1 day of infusion) 

may occur and include nausea, vomiting, fatigue, fever, rigor or chills, 

respiratory events (dyspnea, hypoxia, and bronchospasm), syncope, 

hypotension, hypertension, and tachycardia. In controlled clinical trials, 

71.2% of patients in the PROVENGE group developed an acute infusion 

reaction. The most common events (≥20%) were chills, fever, and 

fatigue. In 95.1% of patients reporting acute infusion reactions, the 

reactions were mild or moderate. Fevers and chills generally resolved 

within 2 days (71.9% and 89%, respectively).

In controlled clinical trials, severe (Grade 3) acute infusion reactions were 

reported in 3.5% of patients in the PROVENGE group. Reactions included 

chills, fever, fatigue, asthenia, dyspnea, hypoxia, bronchospasm, 

dizziness, headache, hypertension, muscle ache, nausea, and vomiting. 

The incidence of severe events was greater following the second infusion 

(2.1% vs 0.8% following the first infusion), and decreased to 1.3% 

following the third infusion. Some (1.2%) patients in the PROVENGE 

group were hospitalized within 1 day of infusion for management of 

acute infusion reactions. No Grade 4 or 5 acute infusion reactions were 

reported in patients in the PROVENGE group.

Closely monitor patients with cardiac or pulmonary conditions. In the 

event of an acute infusion reaction, decrease the infusion rate or stop the 

infusion, depending on the severity of the reaction. Administer 

appropriate medical treatment as needed.

• Thromboembolic Events. Thromboembolic events, including 

deep vein thrombosis and pulmonary embolism, can occur following 

infusion of PROVENGE. The clinical significance and causal relationship 

are uncertain. Most patients had multiple risk factors for 

thromboembolic events. PROVENGE should be used with caution in 

patients with risk factors for thromboembolic events.

• Vascular Disorders

– Cerebrovascular disease. In controlled clinical trials, 

cerebrovascular events (hemorrhagic and ischemic strokes) were 

observed in 3.5% of patients in the PROVENGE group compared 

with 2.6% of patients in the control group.  In the postmarketing 

setting, cerebrovascular events, including transient ischemic 

attacks, have been observed following infusion of Provenge. The 

clinical significance and causal relationship are uncertain. Most 

patients had multiple risk factors for these events.

– Cardiovascular disorders. In controlled clinical trials, 

myocardial infarctions were observed in 0.8% of patients in the 

PROVENGE group compared with 0.3% of patients in the control 

group. In the postmarketing setting, myocardial infarctions have 

been observed following infusion of Provenge.  The clinical 

significance and causal relationship are uncertain.  Most patients 

had multiple risk factors for these events.

• Handling Precautions for Control of Infectious 

Disease. PROVENGE is not tested for transmissible infectious diseases. 

Therefore, patient leukapheresis material and PROVENGE may carry the 

risk of transmitting infectious diseases to health care professionals 

handling the product. Universal precautions should be followed.

• Concomitant Chemotherapy or 

Immunosuppressive Therapy. Use of either chemotherapy 

or immunosuppressive agents (such as systemic corticosteroids) given 

concurrently with the leukapheresis procedure or PROVENGE has not 

been studied. PROVENGE is designed to stimulate the immune system, 

and concurrent use of immune-suppressive agents may alter the efficacy 

and/or safety of PROVENGE. Therefore, evaluate patients carefully to 

determine whether it is medically appropriate to reduce or discontinue 

immunosuppressive agents prior to treatment with PROVENGE.

• Product Safety Testing. PROVENGE is released for infusion 

based on the microbial and sterility results from several tests: microbial 

contamination determination by Gram stain, endotoxin content, and 

in-process sterility with a 2 day incubation to determine absence of 

microbial growth. The final (7-day incubation) sterility test results are 

not available at the time of infusion. If the sterility results become 

positive for microbial contamination after PROVENGE has been approved 

for infusion, Dendreon will notify the treating physician. Dendreon will 

attempt to identify the microorganism, perform antibiotic sensitivity 

testing on recovered microorganisms, and communicate the results to 

the treating physician. Dendreon may request additional information 

from the physician in order to determine the source of contamination.

(See Warnings and Precautions [5] of full Prescribing Information.)

ADVERSE REACTIONS

The most common adverse reactions reported in clinical trials (≥ 15% of 

patients receiving PROVENGE) were chills, fatigue, fever, back pain, nausea, 

joint ache, and headache. 

Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse 

reaction rates observed in the clinical trials of a drug cannot be directly 

compared to rates in the clinical trials of another drug and may not reflect the 

rates observed in practice. 

The safety evaluation of PROVENGE is based on 601 prostate cancer patients in 

the PROVENGE group who underwent at least 1 leukapheresis procedure in four 

randomized, controlled clinical trials. The control group (n=303) received 

non-activated autologous peripheral blood mononuclear cells. Patients received 

3 infusions of PROVENGE or control every other week over a period of 4 weeks.

Almost all (98.3%) patients in the PROVENGE group and 96% in the control 

group reported an adverse event. In 67.4% of patients in the PROVENGE group, 

these adverse events were mild or moderate in severity. Severe (Grade 3) and 

life-threatening (Grade 4) adverse events were reported in 23.6% and 4% of 

patients in the PROVENGE group compared with 25.1% and 3.3% of patients in 

the control group. Fatal (Grade 5) adverse events were reported in 3.3% of 

patients in the PROVENGE group compared with 3.6% of patients in the control 

group. The most common (≥2%) Grade 3-5 adverse events reported in the 

PROVENGE group were back pain and chills.

Serious adverse events were reported in 24% of patients in the PROVENGE 

group and 25.1% of patients in the control group. Serious adverse events in the 

PROVENGE group included acute infusion reactions (see Warnings and 

Precautions), cerebrovascular events (see Warnings and Precautions), and 

single case reports of eosinophilia, rhabdomyolysis, myasthenia gravis, 

myositis, and tumor flare.

PROVENGE was discontinued in 1.5% of patients in Study 1 (PROVENGE group 

n=341; Control group n=171) due to adverse events. Some patients who 

required central venous catheters for treatment with PROVENGE developed 

infections, including sepsis. A small number of these patients discontinued 

treatment as a result. Monitoring for infectious sequelae in patients with 

central venous catheters is recommended.

Each dose of PROVENGE requires a standard leukapheresis procedure 

approximately 3 days prior to the infusion. Adverse events that were reported 

≤1 day following a leukapheresis procedure in ≥5% of patients in controlled 

clinical trials included citrate toxicity (14.2%), oral paresthesia (12.6%), 

paresthesia (11.4%), and fatigue (8.3%).

Table 1 provides the frequency and severity of adverse events reported in ≥5% 

of patients in the PROVENGE group of randomized, controlled trials of men with 

prostate cancer. The population included 485 patients with metastatic 

castrate-resistant prostate cancer and 116 patients with non-metastatic 

androgen-dependent prostate cancer who were scheduled to receive 3 

infusions of PROVENGE at approximately 2-week intervals. The population was 

age 40 to 91 years (median 70 years), and 90.6% of patients were Caucasian.

Table 1 Incidence of Adverse Events Occurring in 

≥5% of Patients Randomized to PROVENGE

PROVENGE
(N = 601)

Control*
(N = 303)

All Grades 
n (%)

Grade 3-5 
n (%)

All Grades 
n (%)

Grade 3-5 
n (%)

Any Adverse Event 591 (98.3) 186 (30.9) 291 (96.0) 97 (32.0)

Chills 319 (53.1) 13 (2.2) 33 (10.9) 0 (0.0)
Fatigue 247 (41.1) 6 (1.0) 105 (34.7) 4 (1.3)
Fever 188 (31.3) 6 (1.0) 29 (9.6) 3 (1.0)
Back pain 178 (29.6) 18 (3.0) 87 (28.7) 9 (3.0)
Nausea 129 (21.5) 3 (0.5) 45 (14.9) 0 (0.0)
Joint ache 118 (19.6) 11 (1.8) 62 (20.5) 5 (1.7)
Headache 109 (18.1) 4 (0.7) 20 (6.6) 0 (0.0)
Citrate toxicity 89 (14.8) 0 (0.0) 43 (14.2) 0 (0.0)
Paresthesia 85 (14.1) 1 (0.2) 43 (14.2) 0 (0.0)
Vomiting 80 (13.3) 2 (0.3) 23 (7.6) 0 (0.0)
Anemia 75 (12.5) 11 (1.8) 34 (11.2) 7 (2.3)
Constipation 74 (12.3) 1 (0.2) 40 (13.2) 3 (1.0)
Pain 74 (12.3) 7 (1.2) 20 (6.6) 3 (1.0)
Paresthesia oral 74 (12.3) 0 (0.0) 43 (14.2) 0 (0.0)
Pain in extremity 73 (12.1) 5 (0.8) 40 (13.2) 1 (0.3)
Dizziness 71 (11.8) 2 (0.3) 34 (11.2) 0 (0.0)
Muscle ache 71 (11.8) 3 (0.5) 17 (5.6) 0 (0.0)
Asthenia 65 (10.8) 6 (1.0) 20 (6.6) 2 (0.7)
Diarrhea 60 (10.0) 1 (0.2) 34 (11.2) 3 (1.0)
Influenza-like illness 58 (9.7) 0 (0.0) 11 (3.6) 0 (0.0)
Musculoskeletal pain 54 (9.0) 3 (0.5) 31 (10.2) 3 (1.0)
Dyspnea 52 (8.7) 11 (1.8) 14 (4.6) 3 (1.0)
Edema peripheral 50 (8.3) 1 (0.2) 31 (10.2) 1 (0.3)
Hot flush 49 (8.2) 2 (0.3) 29 (9.6) 1 (0.3)
Hematuria 46 (7.7) 6 (1.0) 18 (5.9) 3 (1.0)
Muscle spasms 46 (7.7) 2 (0.3) 17 (5.6) 0 (0.0)
Hypertension 45 (7.5) 3 (0.5) 14 (4.6) 0 (0.0)
Anorexia 39 (6.5) 1 (0.2) 33 (10.9) 3 (1.0)
Bone pain 38 (6.3) 4 (0.7) 22 (7.3) 3 (1.0)
Upper respiratory 
tract infection 38 (6.3) 0 (0.0) 18 (5.9) 0 (0.0)

Insomnia 37 (6.2) 0 (0.0) 22 (7.3) 1 (0.3)
Musculoskeletal  
chest pain 36 (6.0) 2 (0.3) 23 (7.6) 2 (0.7)

Cough 35 (5.8) 0 (0.0) 17 (5.6) 0 (0.0)
Neck pain 34 (5.7) 3 (0.5) 14 (4.6) 2 (0.7)
Weight decreased 34 (5.7) 2 (0.3) 24 (7.9) 1 (0.3)
Urinary tract infection 33 (5.5) 1 (0.2) 18 (5.9) 2 (0.7)
Rash 31 (5.2) 0 (0.0) 10 (3.3) 0 (0.0)
Sweating 30 (5.0) 1 (0.2) 3 (1.0) 0 (0.0)
Tremor 30 (5.0) 0 (0.0) 9 (3.0) 0 (0.0)

*Control group received non-activated autologous peripheral blood 

mononuclear cells.

Postmarketing Experience

The following adverse reactions have been identified during post-approval use 

of PROVENGE.  Because these reactions are reported voluntarily from a 

population of uncertain size, it is not always possible to reliably estimate their 

frequency or establish a causal relationship to drug exposure.  

• Nervous system disorders:  syncope, transient ischemic 

attack, strokes (see Warnings and Precautions)

• Vascular disorders:  hypotension (see Warnings and Precautions)

• Cardiovascular disorders:  myocardial infarction (see 

Warnings and Precautions)

• Thromboembolic disorders: deep venous thrombosis and 

pulmonary embolism (see Warnings and Precautions)

(See Adverse Reactions [6] of full Prescribing Information.)

To report SUSPECTED ADVERSE REACTIONS, contact 

Dendreon Pharmaceuticals LLC at 1-877-336-3736 or 

FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

Dendreon Pharmaceuticals LLC

Seal Beach, CA 90740

http://www.fda.gov/medwatch
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F
ive years ago, I wrote a column for Urology 

Times describing contemporary initiatives 
allowing patients to gain access to their 
health information from providers and 

payers. Two pioneers of the modern movement 
empowering patients to access and share their infor-
mation—Dave deBronkart and Regina Holliday 
(bit.ly/deBronkart, bit.ly/Reginaholliday)—were both 
touched by metastatic kidney cancer. As we consider 
how much has changed in the understanding and 
management of that disease in the last 5 years, it 
is worth revisiting what has changed—and what 
hasn’t—in granting patient access to their medical 
records.

Patients have rights to their health information. 
The Health Insurance Portability and Account-
ability Act of 1996 (HIPAA) protects the privacy 
and security of individuals’ health information, but 
also provides patients the legal and enforceable right 
to access and gain a copy of their health informa-
tion—including but not limited to their medical 
records, x-rays, and lab tests. The only exceptions 
to this right of access are psychotherapy notes and 
“information compiled in reasonable anticipation 
of, or for use in, a civil, criminal, or administrative 
action or proceeding” (bit.ly/HIPAAFAQS).

In most states, the physician may own the phys-
ical medical record, but the patient owns all of the 
underlying information. HIPAA clearly estab-
lished a right to access that information. In 2014, 
the Department of Health and Human Services 
finalized a rule that allows patients to request test 
results from CLIA-certified labs and amended the 
HIPAA Privacy Rule to compel those same labs to 
furnish that information directly to patients (bit.ly/

privacyruleamendment). (Urologists who own their 
own CLIA-certified lab should take special note.) 
Patient access to health information—whether it 
resides in a medical record, a lab company’s system, 
or an insurance company records—is a right firmly 
protected by federal laws and regulations.

Notwithstanding these rights, neither the cus-
todians of this information nor the health infor-
mation technology vendors whose products store 
this information have rapidly facilitated elec-
tronic access. The federal EHR incentive pro-
gram once known as “meaningful use” initially 
included a core objective to provide patients an 
ability to view, download, and transmit their 
health information, as well as two measures to 
reward eligible clinicians for performance under 
this objective. As with other aspects of meaning-
ful use, many physicians found the objective to 
be burdensome and their EHRs unable to easily 
meet the measures.

Eventually, this program and its incentives and 
regulations, along with market forces and consum-
er demand have pressured EHR vendors and their 
users to adopt a usable patient portal and facilitate 
patients’ access to their own information. In 2019, 
the incentives for providing such access are con-
tained in the Promoting Interoperability catego-
ry of the Merit-based Incentive Payment System 
(MIPS). Forty percent of the category score is based 
upon the measure, “Provide Patients Electronic 

Access to their Health Information”—essentially 
the fraction of unique patients seen in the mea-
surement period who have successfully registered 
for the portal.

Practices who have not yet mastered the art of 
registering all patients for portal access are sim-
ply not meeting the expectation of most patients 
and payers—including Medicare—and will see 
this reflected in their MIPS scores this perfor-
mance year.

The government has also created the “Blue 
Button” initiative to allow Medicare beneficiaries, 
veterans, and those insured through the Federal 
Employees Health Benefit Program to download 
certain information about their health (bit.ly/Blue-

button). Blue Button is powered by new standards 
that allow systems to “talk with each other,” known 
as interoperability. Many commercial insurers have 
Blue Buttons for their beneficiaries, and you should 
look for this functionality to expand to all payers, 
pharmacies, provider organizations, and others in 
the health care information ecosystem.

Taking access to health records a step further is 
the mission of the “open notes” movement. The 
idea of routinely giving every patient a copy of 
their medical record was proposed as early as 1973 
as a way to address “four serious problems… main-
taining high quality of care, establishing mutually 
satisfactory physician-patient relations, ensuring 
continuity, and avoiding excessive bureaucracy” 
(N Engl J Med 1973; 289:688-92).

Early adopters of the open notes concept (think 
progress notes, office visits) included MD Ander-
son Cancer Center, Beth Israel Deaconess Medical 
Center, Geisinger Health System, the VA, and the 
University of Washington Harborview Medical 
Center. Today, more than 40 million Americans 
have access to their notes. The case for open notes 
is largely proven in research and publications at 
this point: Allowing patients to review their actual 
visit notes improves accuracy and safety (patients 
can report errors), improves medication adher-
ence, builds trust and satisfaction with physicians, 
improves outcomes in chronic disease, and supports 
those caring for patients (scheduling visits, recon-
ciling medications).

Open notes concerns debunked

Physicians have concerns about this type of 
“patient engagement,” many of which have 
been debunked by experience: open notes has 
not increased email traffic, has not lengthened 

ROBERT A. DOWLING, MD

How to improve patients’ access
to their health information

Dr. Dowling is the president of Dowl-

ing Medical Director Services, a private 

health care consulting fi rm specializing in 

quality improvement, clinical informatics, 

and health care policy affecting specialty 

care. He is the former medical director of a large, metropolitan 

single-specialty urolgy group in Ft. Worth, TX. 

See HEALTH INFORMATION page 34

PRACTICE POINTERS

Q The “Blue Button” initiative allows Medicare ben-

eficiaries, veterans, and those insured through the 

Federal Employees Health Benefit Program to down-

load certain information about their health.

Q Research shows that allowing patients to review 

their actual visit notes improves accuracy and safety, 

improves medication adherence, builds trust and 

satisfaction with physicians, improves outcomes 

in chronic disease, and supports those caring for 

patients.

Q Implementing open notes in a practice can be 

as simple as adjusting a setting in an EHR and/or 

patient portal.

Patient access to health 
information—whether it resides in 
a medical record, a lab 
company’s system, or an 
insurance company records—is a 
right firmly protected by federal 
laws and regulations.

http://bit.ly/deBronkart
http://bit.ly/HIPAAFAQS
http://bit.ly/Reginaholliday
http://bit.ly/privacyruleamendment
http://bit.ly/Bluebutton
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visit times, and has not significantly changed 
documentation workf low. Some physicians 
worry their notes could confuse or even offend 
patients; an oft-cited example is documenting 
physical appearance (obese), sexual history, or 
mental status (anxious, angry). Patients have a 
right to access this information already, and best 
practices include professionally documenting 
under the assumption that others—referring 
physicians, patients, attorneys—may access the 
record in the future.

How do you implement “open notes?” It 
could be as easy as a setting in your EHR and/
or patient portal. Some products have the ability 
to assign filters, rules about what sort of doc-
uments can be viewed (again, the patient has a 
right to all of it), and timelines. Another easy 
way to implement the concept is to simply print 
a copy of every visit and give/send to the patient 
as routinely as you send updates to their refer-
ring physician. A communication plan with your 
staff and your patients is an important factor in 
success. For more resources, go to www.open-

notes.org.

Bottom line: Urologists should prepare their 
practice to face new expectations around patient 
access to their health care information. New 
electronic standards, federally backed initiatives 
to support interoperability and information 
exchange, and a growing consumer demand will 
continue to fuel this “movement.” Patients 
desire a new level of transparency in what has 
been a system full of opaque costs and informa-
tion, and health care is likely to see the same 
innovations in consumer access that have char-
acterized banking, travel, and other service 
industries.UT

each code was increased, resulting in an overall 
increase when the service is performed in the 
office. For 52441, the increase in the office-based 
payment as proposed is 6.8% as noted in Table 
1, and the increase in office-based payment for 
52442 as proposed is 4.6%.

In addition, code 54640 (Orchiopexy, inguinal 
approach, with or without hernia repair) is pro-
posed to have a reduction of 9.7% in the facility 
setting, reflecting a code change eliminating the 
“with or without hernia repair” language.

Looking ahead to 2021

E/M changes. The biggest news included in the 
proposed rule does not take effect on Jan. 1, 2020 
but rather is scheduled to be effective Jan. 1, 2021. 
As noted in our August 2018 column (“Medicare 
proposed rule outlines significant changes,” page 
26), CMS proposed a radical change to pay-
ment and documentation for E/M codes. In our 
December 2018 column (“Medicare final rule: 
How E/M changes help urologists,” page 31), we 
addressed the CMS finalized rule to change the 
payments and documentation requirements for 
E/M codes effective Jan. 1, 2021. The changes 
would have consolidated payments for new and 
established patient office visits to three levels 
for each category.

The news was met with a decidedly mixed 
reaction. In response to the proposed and final 
rule, the American Medical Association CPT 
Editorial Panel and Relative Value Update Com-
mittee convened work groups and expanded sur-
veys to revise the structure of the E/M service 
codes. The results of these efforts were reported 
to CMS. In this proposed rule, CMS is propos-
ing to accept the majority of the work done by 
the AMA.

Practices, EHRs, and other entities will now 
have a little over a year to adapt to the changes 
in office/outpatient E/M visits. We will spend 
more time addressing these changes over the 
next year but present a quick summary of the 
changes below. (Note that these changes will 
not affect coding, payment, or documentation 
requirements for 2020. For 2020, continue to 
follow rules adopted for 2019.)

• CPT code 99201 (Level 1 new patient office/
outpatient E/M visit) is being eliminated.

• History and physical examination will no 
longer affect code selection but should be doc-
umented as appropriate. This change will likely 
require some changes to your EHR templates 
for both. Medicine reconciliation will still be 
required under MIPS, but review of systems and 
other portions relative to past medical, family, 
and social history can be changed to reflect more 
focused and relevant information with updates 
as needed for clinical reasons. For the physical 
examination, vitals will still be required for 
MIPS, but you will no longer need to include 
observations for eight systems or bullets as 
required by 1997 guidelines and instead can 
focus on documentation of only those issues 
relevant to patient care.

• Medical decision-making changes are subtle 
but will need to be addressed in how you think 
about the level of service you are charging. The 
AMA will eliminate some of the more ambig-
uous language from the table of risk. Data as 
noted in MDM will be revised to focus more on 
volume of relevant information and summation 
effort required and less on counting the amount 
of data reviewed.

• Time will be the other option for selection 
of service level. There are a number of changes 
surrounding time-based coding. Time will now be 
considered to be total time spent on that day, elim-
inating the face-to-face component with regard 

to time. In addition, the requirement for the visit 
to include 50% spent in counseling or coordina-
tion of care will be eliminated. Time can be used 
to document any visit if you document the time 
spent that day.

• CPT code definitions will include time ranges 
within the code definition, eliminating the ambi-
guity of the average visit time associated with cur-
rent coding rules. The times for each code as noted 
in the rule are as follows: 99202 (15-29 minutes), 
99203 (30-44 minutes), 99204 (49-59 minutes), 
99205 (60-74 minutes), 99212 (10-19 minutes), 
99213 (20-29 minutes), 99214 (30-39 minutes), 
and 99215 (40-54 minutes). A new code will be 
added to the CPT manual to report time for ser-
vices that exceed level 5 services: 99XXX for each 
additional 15 minutes over 74 minutes for 99205 
and 54 minutes for 99215.

• CPT codes 99358-9 (Prolonged E/M with-
out Direct Patient Contact) would no longer be 
reportable in association or “conjunction” with 
office/outpatient E/M visits.

• A new add-on code will be added to CPT 
to address patients who have chronic issues 
addressed during a visit. The code can be used 
by any specialty.

• All codes will be revalued with slight increases. 
The overall impact to urology is projected as an 
increase of 8%.

Comments on the proposed rule are encouraged 
and must be submitted by Sept. 27, 2019. Com-
ments may be submitted electronically (www.reg-

ulations.gov), by regular mail, or by express or 
overnight mail.UT

The information in this column is designed to be authoritative, 
and every effort has been made to ensure its accuracy at the 
time it was written. However, readers are encouraged to check 
with their individual carrier or private payers for updates and to 

confirm that this information conforms to their specific rules.

PROPOSED RULE
continued from page 30

http://www.opennotes.org
http://www.regulations.gov
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FINANCIAL TIPS

 ■ Under a living trust, assets are transferred into the trust during the 

grantor’s life and avoid probate at death.

 ■ If you create a trust for your estate plan, make certain your assets are 

titled in the way necessary for the trust to work, since asset titling and 

beneficiary designations take precedence over the directives of your will 

or trust.

 ■ The best person to choose as trustee of your trust is the one you believe 

will carry out your wishes as you have planned; otherwise, paying an 

attorney or corporate trustee is the next best option.

Q: I’ve been told that I should create a 

living trust and start putting assets into 

it. Can you explain what this is and how it 

may be useful?

A: Trusts are frequently used in effective 
estate planning to provide management of 
assets as well as minimize probate expens-
es and estate taxes. Despite their apparent 
complexity, trusts can be extremely useful 
in many aspects of planning your estate.
To thoroughly understand trusts, you 
need to know the various roles of the par-
ties affiliated with the trust in order to 
begin beneficial discussions with an estate 
planning attorney. First, there’s the grant-
or. This is the individual who establishes 
the trust and usually transfers funds into 
the trust. Next is the trustee, who makes 
certain the terms of the trust, as outlined 
by the grantor, are carried out. Finally, 
there is the beneficiary. The beneficiary 
is the individual (or individuals) for whom 
the trust has been created. Often a minor, 
the beneficiary can also be a surviving 
spouse, adult child, or any individual in 
need of financial assistance (or supervi-
sion) after the death of the grantor.

Knowing these basics, you can then 
focus on the different types of trusts 
most often used for estate planning pur-
poses. The first is a testamentary trust. 
This trust is usually part of a will and 
comes into existence after death. With 
a testamentary trust, assets may pass 
through probate before being received 

by the trust. The trust can then help 
divide assets for each beneficiary, man-
age assets, or distribute assets as required 
by the directions of the trust.

A living trust, also sometimes referred 
to as an inter-vivos trust, is created during 
the life of the grantor. In addition, the 
grantor is usually also the trustee and 
beneficiary of the trust. Assets are trans-
ferred into the trust during the grantor’s 
life and avoid probate at death. As an add-
ed benefit, living trusts provide benefits 
during life, particularly in the event the 
grantor becomes incapable of effectively 
managing the assets due to reasons related 
to health or competency.

A living trust can identify contingent 
trustees who assume managerial respon-
sibilities of the trust in the event the orig-
inal trustee (usually the grantor) is unable 
to perform their duties. Such forethought 
will avoid the excessive legal costs involved 
if a grantor is declared incompetent, since 
in such cases, annual accountings to the 
court are required.

A trust can be a highly effective method 
of controlling the management and dis-
tribution of assets. However, a trust only 
works to the extent that assets have been 
transferred into the trust. Often, individ-
uals spend hours in their attorneys’ offices 
creating what they hope will be the per-
fect trust arrangement for their estate. 
Unfortunately, many never get around 

to transferring their assets into the trust. 
If you create a trust for your estate plan, 
make certain your assets are titled in the 
way necessary for the trust to work, since 
asset titling and beneficiary designations 
take precedence over the directives of 
your will or trust.

For example, if you have a large life 
insurance policy naming your surviv-
ing spouse as beneficiary, a residence and 
summer home jointly titled with your 
spouse, and various investment accounts 
also jointly titled with your spouse, all 
of that will pass directly to your spouse, 
bypassing any trust arrangement you 
paid to put in place. Then, whatever 
plans the survivor has made (or may 
make) will be the controlling factor for 
all assets going forward.

To control the distribution and man-
agement of the assets and to minimize 
estate tax liability and ultimately pro-
bate expenses, it is necessary to revisit 
all titling and beneficiary designations. 
Your estate planning attorney, working in 
tandem with your investment and insur-
ance advisers, can assist in this process to 
ensure a well-coordinated and effective 
estate plan.

Q: Who should I choose as trustee of 

my trust?

A: The answer really comes down to 
whom you trust to do a competent job. 
Many people choose their children, a fam-
ily member, or a friend that they believe 
trustworthy. If you do not have anyone 
you think can handle the task, your estate 
planning attorney may be able to act as 
trustee or can recommend an attorney 
willing to act as trustee. If they decline, 
certain banks are willing to act as a cor-
porate trustee; however, their services 
usually come at a higher cost.UT

Setting up a trust confers several 
financial advantages
Tool provides management of assets while minimizing probate expenses

The information in this column is designed to 
be authoritative. The publisher is not engaged 
in rendering legal, investment, or tax advice.

JEFF WITZ, CFP

Mr. Witz is education-

al program director at 

MEDIQUS Asset Advisors, 

Inc. in Chicago. He wel-

comes readers’ questions 

and can be reached at 

800-883-8555 or 

witz@mediqus.com.

Make certain your assets 
are titled in the way 
necessary for the trust 
to work, since asset 
titling and beneficiary 
designations take 
precedence over the 
directives of your will or 
trust.

mailto:witz@mediqus.com
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toff, MD, chairman of medicine at Memorial Sloan 
Kettering Cancer Center, New York. “The clinical 
benefits for this subset of patients should be mea-
sured in delayed symptoms referable to their cancer 
or an improvement in overall survival.”

And while data from recent studies are very 
encouraging, “We don’t have the long-term data 
to say definitively that prolonged metastasis-free 
survival significantly increases overall survival,” 
Dr. Gomella said.

As a result, there is still a need to exercise cau-
tion in using these drugs in the context of treating 
nmCRPC patients, Dr. Kantoff said.

“You’re treating patients who are asymptomatic, 
sometimes elderly, with drugs that have side effects. 
They’re going to feel less well than they did before 
they were treated with the hope that it eventually 
leads to clinical benefit,” Dr. Kantoff said.

Early results from clinical studies show little dif-
ference among the drugs. While apalutamide and 
enzalutamide have a different chemical structure 
than darolutamide, each of these androgen inhib-
itors demonstrates similar rates of metastasis-free 
survival after 24 months as well as reduction in 
PSA. The populations studied—both in terms of 
size and patient characteristics (eg, patient age and 
PSA doubling time)—also are highly comparable.

But the drugs are not without side effects. 
While the improvements in metastasis-free sur-
vival rates are similar, studies show patients who 
take apalutamide and enzalutamide may suffer 

from profound fatigue and increased incidence 
of falls and fractures. Enzalutamide also has been 
linked to increased risk of seizures. Meanwhile, 
darolutamide appears to lack the central nervous 
system side effects associated with apalutamide and 
enzalutamide and results in less fatigue, but may 
prompt feelings of weakness, diarrhea, hot flashes, 
anemia, and decreased appetite.

How can physicians choose the right drug for 
their patients? “That’s a challenging question—
one that hasn’t been fully addressed,” said Tomasz 
M. Beer, MD, professor of medicine, division of 
hematology/medical oncology, and Grover C. 
Bagby Chair of Prostate Cancer Research for the 
Oregon Health & Science University School of 
Medicine, Portland. Typically, these decisions 
are based on a physician’s experience with the 

drug and the patient’s health pro-
file, Dr. Beer said.

“For somebody with a history 
of seizures, somebody with a risk 
of falls, someone on a blood thin-
ner—those people are not good 
candidates for apalutamide or 

enzalutamide, but darolutamide might be a bet-
ter choice,” said Adam S. Kibel, MD, Elliott Carr 
Cutler professor of surgery in urology at Harvard 
Medical School and chief of urology, Brigham and 
Women’s Hospital and Dana-Farber/Brigham and 
Women’s Cancer Center, Boston.

Patients’ individual preference, too, is a factor. 
“Many patients have a robust response to these 
drugs,” Dr. Beer said. “Some patients are unable 
to tolerate the side effects, and they discontinue 
treatment.”

Cost is also an issue. “There are situations where 
patients have to pay $1,000 a month to be on a 
drug, and there are patients who can’t afford it,” 
Dr. Kantoff said.

Researchers are exploring the “biology of resis-
tance,” looking at biomarkers—such as androgen 
receptor variant-7 (AR-V7)—to help guide treat-
ment. For example, AR-V7 can help predict resis-
tance to hormonal therapies. But the incidence 
of AR-V7 mutations in patients with nmCRPC 
is low, Dr. Kantoff said. Additionally, some phy-
sicians are reluctant to use biomarkers to guide 
treatment.

“We are finding biomarkers of resistance; we are 
understanding better what the resistance mecha-
nisms are. But there’s a little bit of a gap between 
our knowledge and translating that to clinical 
utility or benefit,” Dr. Kantoff said. As a result, 
“Most physicians have not used biomarkers to 
make a decision regarding, ‘Should I use this drug 
or something else?’ ”

Given the similarities among the drugs and the 
lack of definitive information on which treatment 
is best for specific patient profiles, Dr. Kibel said 
clinicians will need to be selective. “Each provider 
is going to have to pick their drug of choice and 
gain experience with it,” he said.

The advent of antiandrogens to prolong metas-
tasis-free survival is exciting, presenting options 
for treatment of a disease that formerly left phy-
sicians’ hands tied.

“One of the important points to remember is that 
the patients in these studies had a rapid PSA dou-
bling time of less than 10 months. That meant these 
patients were doomed to rapidly develop metastat-
ic disease,” Dr. Gomella said. “These drugs delay 
progression of metastases and slow PSA doubling 
time.”

But even with these advancements, there are still 
many questions to be answered about treatment of 
nmCRPC. 

For example, the proper drug sequencing for 
prostate cancer that is progressing from hor-
mone-sensitive nonmetastatic prostate cancer to 
nmCRPC “is an open book,” Dr. Gomella said. “In 
general, we believe certain patients may initially 
benefit from a next-generation androgen sequence 

inhibitor before they get chemotherapy. Others 
may benefit from upfront chemotherapy, depend-
ing on how much disease burden they have.”

There’s also the question of how to best assist 
patients who find the side effects of the drugs diffi-
cult to bear. “Is there some way to add something—
like an immunotherapeutic—for patients who have 
a difficult response? That’s an area that requires 
further exploration,” Dr. Beer said.

Additionally, it’s not clear how often patients 
should undergo diagnostic imaging tests or the 
impact that next-generation imaging scans will 
have on detection of nmCRPC and treatment.

“The clinical trials all looked at progression of 
disease based on a standard bone scan, CT scan, 
and MRI. When we start to use next-generation 
imaging scans such as PSMA scans, are we going 
to decree that patients are progressing toward 

metastasis earlier? If so, how will 
this impact the use of these drugs?” 
Dr. Gomella said. 

Further, advancements in tech-
nology may change physicians’ 
perceptions of the state of disease 
in nmCRPC patients. 

“I think the biggest question we have to ask is, 
“What is M0 CRPC?” Dr. Kibel said. “We believe 
all of these patients have some form of metastatic 
disease. As new imaging agents do a better job of 
identifying metastatic disease, will we find that 
patients who were designated ‘M0 CRPC’ actually 
have micrometastatic disease that we just couldn’t 
pick up? Will the M0 designation go away?”

These are questions that will continue to be 
explored by researchers as well as groups such as 
the AUA, which has amended guidelines around 
nmCRPC based on recent advancements.UT

Dr. Kantoff has stock/other ownership interests in Context 

Therapeutics, Druggability Technologies, Placon, Seer, and 

Tarveda Therapeutics; and has a consulting or advisory role 

with Bavarian Nordic, BIND Biosciences, Context Therapeu-

tics, Druggability Technologies, GE Healthcare, Genentech/

Roche, Janssen, Merck, Metamark Genetics, New England 

Research Institutes, OncoCell MDx, Progenity, Sanofi, Seer, 

Tarveda Therapeutics, and Thermo Fisher Scientific. Dr. 

Gomella is a consultant/adviser to Astellas, Janssen, MDx 

Health, Merck, Bayer, and Strand Laboratories. Dr. Beer has 

stock/other ownership interests in Salarius Pharmaceuticals 

and has a consulting or advisory role with Abbvie, Astellas, 

AstraZeneca, Bayer, Boehringer Ingelheim, Clovis Oncology, 

GlaxoSmithKline, Janssen Biotech, Merck, and Pfizer. Dr. 

Kibel has received honoraria from Blue Earth Diagnostics, 

InSightec, Janssen, Merck, Pfizer, and Profound. 

NMCRPC UPDATE
continued from page 1

“These drugs fulfill an unmet need 
for treatment of nonmetastatic 

castration-resistant 
prostate cancer.”

LEONARD G. GOMELLA, MD

“We are finding biomarkers 
of resistance; we are 

understanding better 
what the resistance 
mechanisms are.”

PHILIP KANTOFF, MD

DR. BEER

DR. KIBEL
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Policy Update / Commentary and analysis on legislative and regulatory 
developments impacting urology

B
arely a week goes by without a 
congressional hearing on drug 
pricing or a state legislature 
considering how to shed light 

on the true cost of health care services. 
Patients frequently blame providers, while 
providers point to payers. “Fixing” these 
high-profile problems requires a careful 
and nuanced approach—not a strong suit 
of the people and institutions responsible 
for making and enforcing the law.

One such issue is the payment of ser-
vices by out-of-network physicians that are 
provided at in-network facilities. A study 
published in the New England Journal of 

Medicine (2016; 375:1915-8) reported 22% 
of emergency room visits included care 
from an out-of-network provider. Urol-
ogists’ understanding that these charges 
are not uncommon in elective inpatient 
admissions is backed up by a 2017 anal-
ysis that found 9% of scheduled stays at 
in-network hospitals led to an unexpected 
bill from an ancillary physician (Health 

Affairs 2017; 36:177-81).
Addressing so-called “surprise bill-

ing” is made even more complex because 
it requires action at the state and federal 
levels. States regulate commercial health 
insurance plans, but 61% of privately 
insured employees are in self-insured 
employer plans, which are administered 
by the federal government.

In a statement to Congress, America’s 
Health Insurance Plans, the trade group 
representing payers said, “The problem of 
surprise medical bills tends to be concen-
trated among certain medical specialties 
where providers are likely to charge sub-
stantially more than their peers in other 
specialties and not accept private insur-
ance.” It’s widely understood that nobody 
wants to saddle patients with unexpected 
bills, particularly when the services are 
provided during an emergency.

AACU President Mark Edney, MD, 
MBA, pointed out, “Arriving at solutions 
that are acceptable to patients, providers, 
and payers is complex from an advocacy 
perspective because it requires advanced 
negotiating skills.

“We must understand and appreciate 
the positions of the other parties at the 
table—patients and payers,” Dr. Edney 

said. “Threading the needle to get to a 
solution that is perceived as fair by all is 
a challenge but ultimately doable as long 
as we all continue to negotiate from an 
informed position and in good faith.”

The most complicated questions with-
in surprise billing are how to determine 
a fair reimbursement rate for out-of-net-
work services and whether to initiate an 
independent arbitration process if the 
payer or provider disputes that standard 
charge. There is cause for physicians to 
be concerned. The three most common 
reimbursement benchmarks—Medi-
care rates, billed charges, and contract-
ed rates—fail to truly cover the cost of 
providing a service. What’s more, in 
state after state and in federal legislation, 
insurers have resisted the inclusion of a 
dispute resolution process.

In June, a bipartisan majority of the 
Senate Health, Education, Labor and Pen-
sions (HELP) Committee approved the 
Lower Health Care Costs Act (S.1895) by 
a vote of 20-3. The current bill is opposed 
by most physician organizations because it 
ties out-of-network payments to average 
in-network rates and does not include an 
independent payment arbitration process. 
The latter provision was strongly support-
ed by Sen. Bill Cassidy, MD (R-LA) and 
a handful of colleagues, but the Trump 
administration has opposed arbitration. 

Separately, Raul Ruiz, MD (D-CA) 
introduced bipartisan surprise billing leg-
islation in the House of Representatives 
that is based on a New York law that con-
tributed to a dramatic decline in the num-
ber of consumer complaints about balance 
bills. That model imposes “final-offer” 
arbitration in which both the payer and 
provider submit offers to an independent 
arbitrator who selects one or the other. 
The apparent logic behind this approach 
is that the threat of the arbitrator choosing 
the other party’s offer incentivizes each 
party to submit a reasonable offer or settle 
before getting to that point.

States offer solutions

Similar arbitration solutions have been 
pursued in Illinois, New Hampshire, and 
New Jersey. Indeed, states are playing a 
leading role in addressing unexpected 

out-of-network billing. Four additional 
states have taken action this year to pro-
hibit balance bills, institute arbitration 
processes, and promote pricing trans-
parency among providers, payers, and 
patients “to avoid situations that lead to 
balance bills,” according to the National 
Academy for State Health Policy.

In Washington, for example, long-con-
testing parties came together to support 
an independent database to set out-of-
network prices, followed by a procedure 
of binding arbitration between a provider 
and a carrier. “If you don’t like [the reim-
bursement],” said Insurance Commis-
sioner Mike Kreidler, “challenge it and 
go to binding arbitration… It’s at your 
own peril.”

In Texas, the lead sponsor of a new law 
asserted, “We wanted to try to take the 
patients out of the middle of it because 
really it’s not their fight.” Instead, state 
officials will oversee arbitration between 
insurance companies and medical provid-
ers to negotiate a payment. This expands 
a law they already had on the books con-
cerning emergency services.

Generally, when it comes to surprise 
billing, providers urge policymakers to 
consider binding arbitration to deter-
mine a fair payment. Payers say that 
will increase costs and slow the claims 
process and instead favor an approach 
based on rates defined as what similar 
providers accept as payment for their 
services. Policy and political questions 
abound, including the notion of Paul 
Clement, a former Republican solicitor 
general who said proposals to cap out-of-
network rates would violate the takings 
clause of the Fifth Amendment.

The AACU, for one, will be keeping 
close tabs on all of these issues, promot-
ing solutions based on principles outlined 
in a February letter to the House Com-
mittee on Ways and Means which con-
cludes, “In addition to providing strong 
patient protections, we believe the prin-
ciples set forth above would improve 
transparency, promote access to appro-
priate medical care, and avoid creating 
disincentives for insurers and health care 
providers to negotiate network partici-
pation contracts in good faith.”UT

Proposals to mitigate ‘surprise billing’ 
affect all physicians

ROSS E. WEBER

Mr. Weber is state affairs 

manager, policy and 

engagement, for the 

American Association of

Clinical Urologists.
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Speak Out / Interviews with randomly selected urologists on hot-button issues.
Compiled by Karen Nash. 

What’s your biggest frustration with prior authorization?

“One is the delay in deliv-
ering care. If I order sur-

gery that requires prior autho-
rization, it won’t always come 
through in a timely manner, 
and that impacts patients’ qual-
ity of life.

The second is the wear and tear on my nurs-
ing staff navigating the prior authorization pro-
cess. It’s relatively thankless work, so it doesn’t 
enhance my team’s satisfaction.

Even minor issues, like having a procedure 
approved as an inpatient procedure, and if we 
do it outpatient (same hospital, same operating 
room, same staff), the insurance company can 
deny payment. Our hospital lost about $2.7 mil-
lion one year because the status of admission 
was incorrect. The care is delivered, but they 
declined payment because the right box wasn’t 
checked.

We also get denials and have to appeal things 
that shouldn’t be necessary. For example, for a 
patient with relatively severe Parkinson’s disease 
with urge incontinence, the insurance company 
wants me to prescribe an anticholinergic, which 
unfortunately significantly impacts the severity 
of Parkinson’s. Insurance will deny medication 
that won’t impact Parkinson’s, and it has to be 
appealed. Even then, it will cost more out of 
pocket or the patient won’t get the medication, 
more commonly the latter.

The denial is not a denial because ‘we don’t 
think your medical decision was correct’; the 
denial is because ‘this medication is our preferred 
medication.’ ”

Christopher Boelter, MD / Sartell, MN

“Just the sheer amount 
of time it takes to get 

prior authorizations for rou-
tine care. We need standard 
workflows for standard things 
that fall under guideline rec-
ommendations. We should 

do prior authorizations to filter out unique or 
maybe not appropriate treatments. But often, 
we’re requesting prior authorizations for things 
that get approved 95% of the time or more. If 
it’s standardized, guideline-driven care that 
gets approved most of the time, why does it still 
require prior authorization?

Insurance companies have no automated way 
to screen normal care, and our staff must still 
spend time filing paperwork. It seems like a 
delaying tactic to spread out payments to pro-
viders, and it delays patient care.

I also struggle, as a specialist who’s an expert—
I’m a reconstructive urologist by training—

when we call for prior authorizations, and the 
physicians we’re dealing with—especially peer to 
peer—are not experts in the field. They’re going 
off a ‘cookbook’ in terms of what to approve or 
not to approve. That’s frustrating.

A peer-to-peer review gets really time con-
suming. The reviewers may not be available 
when you call, and you can’t schedule in advance. 
You have to hang on the line a significant amount 
of time—20 minutes to a half hour—to get these 
coordinated.

Even a regular prior authorization can take 
a half hour on the phone just to reach some-
body. It’s significant and means we have to hire 
more personnel to handle the paperwork. That 
increases the cost of care.”

Joshua Broghammer, MD / Kansas City, KS

“As with many urologists, I’m super busy. 
It takes weeks and weeks to get in to see 

me. I’ve had to limit the time my staff spends on 
prior authorizations, particularly medications. 
It takes too much time away from patient care; 
that’s much more important.

So we have patients handle their own pre-au-
thorizations—contacting insurance companies 
themselves for medication approval. That actu-
ally works pretty well, but my staff still sits on 

the phone sometimes for 15 to 20 minutes for 
medication authorization.

Testing, CT scans, and surgery are things 
patients can’t do on their own, so my staff works 
on those.

We have a big military educational presence 
in Monterey, so I see a lot of military personnel 
and they’re all TRICARE patients. Their prior 
authorization routine is even more onerous.

Over the years, I’ve taken care of several 
high-ranking officers at the Presidio and asked 
why we have to go through prior authorization 
every time. In the last 15 years, I can’t recall 
ever being rejected. Every request for CT scans, 
surgery, or MRIs has been approved. So what’s 
the point of prior authorization, if they’re all 
going to be approved, other than to drive my 
office staff crazy?

Sometimes, I get fed up and get on the phone 
myself. When a retired family practitioner is on 
the other end, not only do they not know much 
about urology, they’ve never seen the patient. 
Within 30 seconds, it’s approved.

At one point, every staff member spent 1½ to 
2 hours a day on prior approvals. I have a solo 
practice and can’t afford to pay these people to 
play these insurance games.”

David Flemming, MD / Monterey, CA

DR. BOELTER

Advertiser Name Brand/Product Page # Website

Accurate Surgical & Scientific 
Instruments Microspike 5 www.accuratesurgical.com

Boston Scientific Rezum CV4 bostonscientific.com/beyondstents

Conservation Easement 
Advisors LLC

Consulting 
services 29 www.conservationeasements.net

Dendreon – 31-32 –

NeoTract NeoTract/
Teleflex 19 www.urolift.com

Physician Reimbursement 
Systems – CV3 www.prsnetwork.com

UroGen Partner perspective – 27 –

UroGen Pharma
Innovative 
Solutions 
Campaign

CV2 www.urogen.com

Companies featured in this issue
To obtain additional information about products advertised in this issue, use the contact information below. 
This index is provided as an additional service. The publisher does not assume any liability for errors or 
omissions.

ADVERTISERS INDEX

DR. BROGHAMMER

http://www.accuratesurgical.com
http://www.conservationeasements.net
http://www.urolift.com
http://www.prsnetwork.com
http://www.urogen.com
http://bostonscientific.com/beyondstents


SEPTEMBER 2019 ∣ Urology Times ∣ 39

Marketplace

MEDICAL EQUIPMENT

Products & Services

The GStirrup meets US Access Board standards and a tax credit is available 

when set is purchased under the American Disability Act. Tax form 8826

The Future of Patient Positioning

t Cushioned GStirrup® boots provide a safe and

comfortable place for patients to rest their GFFU�BOE�legs
t &BTJMZ�TMJEF�Pnto current footrests on almost any table

t /P�tools required, installs in seconds

t )FMQGVM�for the elderly or patients with neurological disorders

t Qualifies for the Disabled Access Tax Credit of almost 50%

Excellent for in-office procedures

To order contact your favorite distributor rep.

or order direct at 8��-���-�7�� or  
www.GStirrup.com 

$100 off with coupon Gstirrup201�

Urologist – General and 
Reconstructive Surgeon
The University at Buffalo, in 

association with Western New 

York Urology Associates and 

the Erie County Medical Center 

(ECMC), is seeking candidates for 

a full-time position specializing in 

reconstructive surgery. Eligible 

candidates should be board-

certified or board-eligible in urology, 

fellowship-trained in Reconstructive 

Surgery, and be eligible for a New 

York medical license. Additional 

information is available online on the 

Modern Medicine Career Board.
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estone@maximweb.com
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The University is especially interested in candidates who can contribute to the diversity and excellence of the academic community through their research, teaching, 
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Champlain Valley Physicians 
Hospital, Plattsburgh, NY 

The Division of Urology at the University of Vermont Larner College of 

Medicine in alliance with the University of Vermont Medical Center, 

is seeking Clinical Practice Physicians who are board eligible/

board certified Urologists to join the Urology service at our affiliate 

community medical center, Champlain Valley Physicians Hospital 

(CVPH) in Plattsburgh, New York.  CVPH is a progressive medical 

center with nine state-of-the-art OR’s and Ambulatory Surgery Center.  

This position offers the unique opportunity to work in a community 

setting while having an active affiliation with Vermont’s only Academic 

Medical Center; the only ACS verified Level 1 trauma center in the 

state providing tertiary care to patients from Vermont and Northern 

NY.  Serving the patients from Upstate New York for decades, the local 

urologic surgery practice recently joined the faculty at the University 

of Vermont and are now seeking additional colleagues to join the 

dynamic Urology faculty that span the network hospitals.  Specifically, 

the Division seeks applications from individuals seeking a community 

Urology employment opportunity with a collegial and collaborative 

setting with University support.  Plattsburgh is located on the shores 

of  Lake Champlain with easy access to the Adirondack Mountains, 

Olympic-Lake Placid region, Montreal and Burlington, VT.  

Applicants must be board certified or board eligible and eligible for 

medical licensure in the state of New York. This is a full-time, 12 month, 

salaried position. 

Interested individuals should apply online at  

https://www.uvmjobs.com/postings/31529   

(position number 00024781). Inquiries may be directed to  

Mark Plante, MD, FRCS(C), FACS, Chief of Urology  

via Kristin Allard at Kristin.Allard@uvmhealth.org 

Central Vermont  
Medical Center

The Division of Urology at the University of Vermont Larner College 

of Medicine in alliance with the University of Vermont Medical 

Center, is seeking a Clinical Practice Physician who is a board 

eligible/board certified Urologist to join the Urology service at our 

affiliate community medical center, Central Vermont Medical Center 

(CVMC).  This position offers the unique opportunity to work in a 

community setting while having an active affiliation with Vermont’s 

only Academic Medical Center; the only ACS verified Level 1 trauma 

center in the state providing tertiary care to patients from Vermont 

and Northern NY.  Duties will include general urologic patient care 

(adult and minor pediatric) with the opportunity to teach medical 

students and potentially urology residents.  Specifically, the Division 

seeks applications from individuals seeking a community Urology 

practice opportunity with a collegial and collaborative setting with 

University support.  The central Vermont region, 30 minutes from 

Burlington, Vermont, offers easy access to numerous outdoor 

activities with several ski areas just a short drive away.  

Applicants must be board certified or board eligible and eligible 

for medical licensure in the state of Vermont.  This is a full-time, 12 

month, salaried position.

Interested individuals should apply online at  

http://www.uvmjobs.com/postings/33676   

(position number 00023212). Inquiries may be directed to  

Mark Plante, MD, FRCS(C), FACS, Chief of Urology,  

via Kristin Allard at Kristin.Allard@uvmhealth.org

Division of Urology

Recruitment
VERMONT

https://www.uvmjobs.com/postings/31529
mailto:Kristin.Allard@uvmhealth.org
http://www.uvmjobs.com/postings/33676
mailto:Kristin.Allard@uvmhealth.org
https://www.uvmjobs.com/postings/31529
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Urology Times. 

BOB GATTY

Washington and You

W
illie Underwood, III, MD, MSc, 
MPH, the Buffalo, NY urologist 
elected to the American Medical 
Association’s Board of Trustees 

in June, believes physicians must step up and help 
influence governmental decisions designed to 
improve and expand health care for all Americans.

“We know our health care system is broken for 
our patients and for us (as physicians). Urologists 
have to have a place at the table. We’re all in this 
boat together and we must be a part of the pro-
cess moving forward,” Dr. Underwood said in an 
interview with Urology Times.

With the current political debate raging over 
Democratic presidential candidate proposals 
for some version of Medicare for All versus 
strengthening the Affordable Care Act (ACA) 
and continuing Republican efforts to scrub the 
ACA, Dr. Underwood is convinced that the over-
all outcome must be providing universal cover-
age for everyone.

“As physicians, we must be part of that conversa-
tion,” he said, “because we can’t do what we do best 
without our patients having access to coverage.”

Thoughts on Medicare for All

Dr. Underwood expressed the AMA’s policy posi-
tion that enacting a Medicare for All plan would be 
fraught with problems, reducing coverage options, 
eliminating patient freedom of choice, injecting 
partisan politics into coverage policy, threatening 
access to mental health and contraceptive cover-
age, and more.

“It would destabilize coverage for 150 million 
people who already have insurance coverage. 
Health care is 20% of our economy, and Medicare 

for All would destabilize that,” he said, noting that 
such a plan would really not be a panacea, consid-
ering that millions of Medicare patients also pay 
for Part D drug coverage and supplemental plans 
to cover the gaps left by the health care plan for 
the elderly.

“We need to make sure that the health system 
works for the rich and the poor,” he stressed. “Your 
economic status, what you are born into, should 
not limit your quality of life. Poor black people 
have less than 10 to 12 years of life expectancy 
than whites, and it looks like Hispanics will be the 
same. That is wrong and somewhat criminal in a 
society that is as wealthy as ours.”

These issues must be addressed as health care 
policy is developed for the future.

“You’re only as strong as your weakest link,” 
he said, noting that in Buffalo there are five zip 
codes, dominated by African-American resi-
dents, where the mortality rate from disease is 
300% higher than the rest of Erie County and 
the state of New York.

“You have a medical school, a law school, a 
school of public health, a dental school. Yet there 
is no strategic plan to fix this,” Dr. Underwood 
said. “These are some of the things we have to 
address, and I don’t think Medicare for All will fix 
that. We can send people to the moon and probes 
to Mars. We can do whatever we want to do. So, we 
can fix that. I think if we do, we will be a stronger 
nation for it.”

There are other key issues of particular concern 
to Dr. Underwood, such as physician burnout, 
which he said increased by some 40% in 2017, with 
some 300 to 400 physicians committing suicide 
last year.

“A lot of it has to do with the way our system 
doesn’t work for us,” he said.

Some of that involves such practice issues as 
requirements for electronic medical records and 

increased paperwork requirements that result 
in 2 hours of paperwork compared to 1 hour of 
patient care.

“Urologists are cleaning up records at night,” 
he said. “We are working harder with less reim-
bursement. Private practices are being run out of 
business and urologists are being forced into either 
large practice groups or hospital health systems. 
Many who are working in health systems are find-
ing themselves less satisfied with their positions, 
in contracts they didn’t really understand, and are 
having to move out of the area if they break away 
from the hospital system.”

Many smaller practices and groups are in trou-
ble, said Dr. Underwood, because they are unable 
to create the infrastructure necessary, such as 
electronic medical records technology, “and all 
the things that they need to pay for performance 
indicators, etc., so that increases the burden, and 
they find themselves in the position where they 
have to get out of the business, sell their practice 
to a hospital, or join a large urology group if one 
is in their area.”

AMA fights proposed mergers

Dr. Underwood said efforts by the AMA that 
helped result in proposed mergers between Aet-
na and Humana and Cigna and Anthem Health 
failing to be finalized saved physicians upwards 
of $500 million a year because “they would have 
had a monopoly and would have imposed con-
tracts that would have reduced reimbursement 
rates to providers.

“It’s all about making more money, not 
improving care,” he said. “That’s what these 
mergers are all about.”

Still in play is CVS’s acquisition last year of Aet-
na, which is being held up by U.S. District Court 
Judge Richard Leon in Washington.

The AMA and its Council on Legislation, 
chaired by Dr. Underwood, brought together 
legal and academic experts and determined that 
the merger would have been anticompetitive 
and would have had “deleterious effects on both 
patients and physicians.”

After the U.S. Justice Department approved 
the merger, the AMA filed comments to Judge 
Leon and then filed an amicus brief explaining 
why Aetna’s proposed divestiture would fail to 
restore competition in the prescription drug plan 
market to premerger levels, one of the conces-
sions CVS/Aetna needed to make to win gov-
ernment approval.

Dr. Underwood said he welcomes the opportuni-
ties offered by his new position on the AMA Board 
of Trustees, which he feels will allow him to make 
a real difference for patients and physicians alike.

“I look forward to playing a role in the AMA’s 
push to unlock the promise of a healthier nation,” 
he said.UT

Urologist elected to 
AMA Board of Trustees
Dr. Underwood: Health system must work for all

FAST FACTS

Topics of concern raised by AMA Board of Trust-

ees member Willie Underwood, III, MD, MSc, MPH, 

include:

Q inadequate access to health coverage

Q the increase in physician burnout

Q proposed insurer mergers, which Dr. Underwood 

said are “about making more money, not  

improving care”

“We can’t do what we do best 
without our patients having 
access to coverage.”

WILLIE UNDERWOOD, III, MD, MSC, MPH



Malpractice Consult

B
elow is a review of a recent court 
case where the defendants were 
found to have deviated from the 
standard of care during a surgi-

cal procedure. This case helps to highlight 
important considerations around the level 
of involvement and supervision for train-
ees, and perhaps more importantly, what 
the patient knows.

The plaintiff had long-standing 
problems with urinary frequency and 
difficulty emptying his bladder, lasting 
nearly 30 years. He had undergone two 
transurethral resections of the prostate 
2 years apart that provided some relief, 
in addition to taking a 5-alpha-reductase 
inhibitor.

The plaintiff sought treatment with 
a new urologist some 25 years after the 
TURPs had been done with complaints 
of nocturia, frequency, and urgency. A 
GreenLight laser procedure was recom-
mended and performed. Postoperatively, 
the plaintiff experienced significant pain 
and bleeding, and more importantly, com-
plete urinary incontinence. The plaintiff 
testified to soaking numerous adult incon-
tinence pads per day.

A few months after the procedure, the 
plaintiff obtained his medical records 
from the hospital where the procedure 
was performed and learned that it had 
been performed by a third-year resident 
and not the physician he saw at the outpa-
tient visit. In the complaint, the plaintiff 
alleged that the resident performed an 
unnecessary procedure, and that he per-
formed it negligently.

The appropriate standard of care in 
medical malpractice litigation is proven—
or not—by way of expert testimony. In 
the jurisdiction where this case was tried, 
the applicable rule is that expert testimony 
must explain what a medical professional 
of ordinary skill, judgment, care, and dili-
gence in the same medical specialty would 
do in similar circumstances.

Plaintiff’s expert covers key 

points

The plaintif f ’s expert witness, a 
board-certified urologist, testified to a 
few key points:

• He explained the anatomy of the 
male urinary system.

• Performance of the GreenLight 
laser procedure deviated from the stan-
dard of care.

• The GreenLight laser procedure 
was not the appropriate treatment for 
the plaintiff.

As in most any medical malpractice 
case that reaches trial, the court and/or 
jury often must be educated by expert 
witnesses about the involved anatomy, 
pathophysiology, and surgical procedures, 
along with other medical jargon, to fully 
understand the issues at trial.

The plaintiff’s expert explained the 
three continence mechanisms that con-
trol urine in a male in great detail, and 
the critical importance of the external 
sphincter. He additionally testified as 
to the verumontanum’s importance as a 
urologic landmark that signals proximi-
ty to the external sphincter. The expert 
then provided a detailed explanation of 
a GreenLight laser procedure, describ-

ing how the laser and camera get into the 
bladder, that the laser is controlled by a 
foot pedal, and the importance of contin-
uously monitoring anatomy as the device 
is withdrawn from the urethra.

This background, coupled with undis-
puted testimony that the plaintiff was 
continent prior to the procedure and 
completely incontinent after the proce-
dure, led the plaintiff’s expert to opine 
that the defendant resident physician 
inadvertently ablated the external sphinc-
ter and that this was a deviation from the 
standard of care.

On cross-examination, the plaintiff’s 
expert also testified that at a post-pro-
cedure exam, the plaintiff’s external 
sphincter was wide open and the plaintiff 
could not squeeze it closed. The plaintiff’s 
expert went on to opine that the Green-
Light laser procedure was not appropri-
ate for the plaintiff due to the fact that he 
suffered from irritative symptoms and not 
obstructive symptoms.

The defendants themselves (both the 
resident and the supervising attending) 
testified that the injury did not occur 
during the GreenLight laser procedure, 
and offered that the two prior TURPs 
were contributory to the outcome. The 
defendants’ experts also testified to that 
line of reasoning and added that urinary 
incontinence is a known risk factor of the 
GreenLight laser procedure.

Ultimately, the court found that offer-
ing the GreenLight laser procedure to 
the patient was within the standard of 
care. However, the court found that the 
performance of the GreenLight laser 
procedure fell below the standard of 
care and determined that the plaintiff’s 
injury resulted from a misapplication of 
the GreenLight laser, and this misap-
plication was the cause of the plaintiff’s 
urinary incontinence.

While the defense experts’ argument 
that urinary leakage is a complication of 
ablative procedures was entertained, the 
court was not convinced that the severity 
of the plaintiff’s injury—complete lack of 
urinary control—was the same as leakage. 
The argument that the TURPs were con-
tributory to the outcome lacked strength 
given the temporal remoteness of those 
procedures to the injury.

Statistically speaking, defendants are 
more likely to prevail in medical malprac-
tice cases that go to trial. However, that 
was not the case here.UT

Resident, attending sued 
over BPH procedure
Court fi nds treatment performance below standard of care

BRIANNE GOODWIN, 
JD, RN

Ms. Goodwin is manager 

of clinical risk and patient 

safety at Cambridge Health 

Alliance, Cambridge, MA.

As in most any medical 
malpractice case, the 
court and/or jury often 
must be educated by 
expert witnesses about 
the involved anatomy, 
pathophysiology, and 
surgical procedures, along 
with other medical jargon, 
to fully understand the 
issues at trial.
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5H]ěP™ Water Vapor Therapy 
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Unlike a permanent implant that lifts 

the prostate out of the way while it 

continues to grow, minimally invasive 
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This causes the prostate to shrink an 
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For your patients 
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4.4%
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4-Year Surgical Retreatment Rate*

BPH IS NOT  
SOMETHING 

YOU CAN JUST
PULL ASIDE.
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13.6%
2

* Results from different clinical investigations are not directly comparable. Information provided for educational purposes only.
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