
EXPERT PERSPECTIVES ON ADVANCES IN GU ONCOLOGY

Management of recurrent disease 
after focal therapy

PROSTATE CANCER

MARCH 2021 | VOL. 10 • NO. 1

™

PROSTATE CANCER

Polygenic risk scores and 
potential use in risk assessment

BLADDER CANCER

How a bladder cancer clinic can 
optimize care

KIDNEY CANCER

Case review: An incidentally 
discovered renal mass

GENITOURINARY CANCER

How APPs can be involved with 
genitourinary cancer care

INSIDE THE ISSUE: 

UCC0321_000_Cover.indd   2UCC0321_000_Cover.indd   2 3/12/21   11:16 AM3/12/21   11:16 AM



11525942 HCP Now Approved Journal Ad (Spread) A size w/Brief SummaryM4FR
Date:
Client:
Product:
Client Code:
WF Issue #
Releasing as:
Final Size:
Finishing:
Gutter:
Colors:

Producer:
AD:
AE:
QC:
Production:
Digital Artist:
FR Spellcheck:

2-3-2021 10:57 AM
MYOVANT SCIENCES GMBH
MYOVANT RELUGOLIX
PP-US-REL-2000171
7830310
PDFx1A
15.5 x 10.5
Magazine
Gutter:  0.5in left and rigt side
2-Page 4/c Process + 2-Page (K)

Rachel Sevcik
Pedro Barin
Lea Argenti
NA
Frank LaPort
studio
NA

Job info

Team

Special Instructions

Minion Pro (Regular), Weissenhof Grotesk 
(Bold, Regular, Medium), TT Slug OTF (Regular)

Fonts Images

Inks

PREPARED BY

Additional Information

Additional Comments for Sizing

Please release PDFx-1d file directly to Frank 
LaPort.

Bleed: 16.75 x 11.25

Live: 14.75 x 9.75 Cyan,  Magenta,  Yellow,  Black

ORGO_US_TM_Promo_Tab120_CMYK_FC_Pos.
ai (25%; 81KB), NowApprovedLockup_4C.
ai (20.14%; 958KB), ORGO_US_TM_Pro-
mo_Tab120_CMYK_WhtYel_Rev.ai (35%; 
61KB), CHART_1_v2.2_4C.ai (71%; 79KB), 
MYOV_A059701_4C.psd (CMYK; 788 ppi; 
38.07%; 12.8MB), MyovantPfizer_Logo_Hori_K.
ai (8%; 901KB)

Scale: 1” = 1”

Bleed
Trim/Flat
Live/Safety

9” w x 11.25” h  9” w x 11.25” h
7.75” w x 10.5” h  7.75” w x 10.5” h
7” w x 9.75” h  7” w x 9.75” h 

Path: PrePress:MYOVANT SCIENCES:11525942:PP-US-REL-2000171_HCP_NA_JA_Spread_A_Size_M4FR.indd

PDFX1A _

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

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

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

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

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

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

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

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

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

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

ORGOVYX achieved sustained testosterone suppression1 ORGOVYX offers a new option for testosterone control1-3

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

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

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

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

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

 — 3% of 47 men treated with leuprolide had their testosterone return to above the lower limit of the normal range   
  (>280 ng/dL) or baseline values 90 days after discontinuation
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Introducing ORGOVYX, the only once-a-day*
oral androgen deprivation therapy for
advanced prostate cancer1,2

*One pill, once a day, after initial loading dose of 3 pills.

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

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

Visit orgovyxhcp.com
THINK ORAL ORGOVYX WHEN 
PRESCRIBING ANDROGEN DEPRIVATION 
THERAPY FOR YOUR PATIENTS

Results from the HERO study, a multinational, 
randomized, open-label, phase 3 trial in 934 men with 
advanced prostate cancer. Patients were randomized 
2:1 to receive ORGOVYX (360 mg on the fi rst day 
followed by daily doses of 120 mg orally [n=624]) or 
leuprolide acetate (22.5 mg injection [or  11.25 mg‡ in 
Japan and Taiwan per local guidelines] subcutaneously 
every 3 months [n=310]) for 48 weeks.1,2

CI=confi dence interval.
† Kaplan-Meier estimates within each group.
‡     11.25 mg is a dosage regimen that is not   
   recommended for this indication in the 
United States. 

§ The testosterone suppression rate of the 
  subgroup of patients receiving 22.5 mg leuprolide 
  (n=264) was 88.0% (95% CI: 83.4%, 91.4%).
II  Two patients in each arm did not receive the study
treatment and were not included.
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IMPORTANT SAFETY INFORMATION (cont’d)
Most common adverse reactions (≥10%) and laboratory abnormalities (≥15%) in patients receiving ORGOVYX were hot fl ush 
(54%), glucose increased (44%), triglycerides increased (35%), musculoskeletal pain (30%), hemoglobin decreased (28%), 
alanine aminotransferase increased (27%), fatigue (26%), aspartate aminotransferase increased (18%), constipation (12%), 
and diarrhea (12%). 
Drug Interactions
Co-administration of ORGOVYX with a P-gp inhibitor increases the area under the curve (AUC) and maximum concentration 
(Cmax) of ORGOVYX, which may increase the risk of adverse reactions associated with ORGOVYX. Avoid co-administration 
of ORGOVYX with oral P-gp inhibitors. If co-administration is unavoidable, take ORGOVYX fi rst, separate dosing by at least 
6 hours, and monitor patients more frequently for adverse reactions. Treatment with ORGOVYX may be interrupted for up to 
2 weeks for a short course of treatment with certain P-gp inhibitors. If treatment with ORGOVYX is interrupted for more than 
7 days, resume administration of ORGOVYX with a 360 mg loading dose on the fi rst day, followed by 120 mg once daily. 

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

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

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

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

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

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

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

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

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

ORGOVYX achieved sustained testosterone suppression1 ORGOVYX offers a new option for testosterone control1-3

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

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

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

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

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

 — 3% of 47 men treated with leuprolide had their testosterone return to above the lower limit of the normal range   
  (>280 ng/dL) or baseline values 90 days after discontinuation
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Introducing ORGOVYX, the only once-a-day*
oral androgen deprivation therapy for
advanced prostate cancer1,2

*One pill, once a day, after initial loading dose of 3 pills.

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

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

Visit orgovyxhcp.com
THINK ORAL ORGOVYX WHEN 
PRESCRIBING ANDROGEN DEPRIVATION 
THERAPY FOR YOUR PATIENTS

Results from the HERO study, a multinational, 
randomized, open-label, phase 3 trial in 934 men with 
advanced prostate cancer. Patients were randomized 
2:1 to receive ORGOVYX (360 mg on the fi rst day 
followed by daily doses of 120 mg orally [n=624]) or 
leuprolide acetate (22.5 mg injection [or  11.25 mg‡ in 
Japan and Taiwan per local guidelines] subcutaneously 
every 3 months [n=310]) for 48 weeks.1,2

CI=confi dence interval.
† Kaplan-Meier estimates within each group.
‡     11.25 mg is a dosage regimen that is not   
   recommended for this indication in the 
United States. 

§ The testosterone suppression rate of the 
  subgroup of patients receiving 22.5 mg leuprolide 
  (n=264) was 88.0% (95% CI: 83.4%, 91.4%).
II  Two patients in each arm did not receive the study
treatment and were not included.
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BRIEF SUMMARY

ORGOVYXTM (relugolix) tablets, for oral use

The following is a brief summary of the full prescribing information for  
ORGOVYXTM (relugolix). Please see the full prescribing information for complete 
product information.

1 INDICATIONS AND USAGE

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

4 CONTRAINDICATIONS

None.

5 WARNINGS AND PRECAUTIONS

5.1 QT/QTc Interval Prolongation

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

5.2 Embryo-Fetal Toxicity

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

5.3 Laboratory Testing

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

6 ADVERSE REACTIONS

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

 •  QT/QTc Interval Prolongation.

6.1 Clinical Trials Experience

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

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

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

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

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

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

Table 1 summarizes the adverse reactions in HERO.

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

Adverse Reaction

ORGOVYX 
N = 622

Leuprolide Acetate
N = 308

All Grades
(%)

Grade 3-4 
(%) 

All Grades
(%)

Grade 3-4 
(%)

Vascular disorders

Hot flush 54 0.6 52 0

Musculoskeletal and 
connective tissue disorders

Musculoskeletal paina 30 1.1 29 1.6

General

Fatigueb 26 0.3 24 0

Gastrointestinal disorders

Diarrheac 12 0.2 7 0

Constipation 12 0 10 0
a  Includes arthralgia, back pain, pain in extremity, musculoskeletal pain, myalgia, bone pain, neck pain,  

arthritis, muculoskeletal stiffness, non-cardiac chest pain, musculoskeletal chest pain, spinal pain, and 
musculoskeletal discomfort.

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

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

Table 2 summarizes the laboratory abnormalities in HERO.  

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

Laboratory Test

ORGOVYXa Leuprolide Acetatea

All Grades
(%)

Grade 3-4 
(%) 

All Grades
(%)

Grade 3-4 
(%)

Chemistry

Glucose increased 44 2.9 54 6

Triglycerides increased 35 2 36 0.7

ALT increased 27 0.3 28 0

AST increased 18 0 19 0.3

Hematology

Hemoglobin decreased 28 0.5 29 0.7
a  The denominator used to calculate the rate varied from 611 to 619 in the ORGOVYX arm and from 301 
to 306 in the leuprolide arm based on the number of patients with a baseline value and at least one 
post-treatment value.

7 DRUG INTERACTIONS

7.1 Effect of Other Drugs on ORGOVYX

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

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

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

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

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

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

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

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

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

Data

Animal Data

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

8.2 Lactation

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

Data

Animal Data

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

8.3 Females and Males of Reproductive Potential 

Contraception

Males

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

Infertility

Males

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

8.4 Pediatric Use

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

8.5 Geriatric Use

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

12.3 Pharmacokinetics

Specific Populations

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

Drug Interactions Studies

Clinical Studies

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

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

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

In Vitro Studies

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

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

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

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

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

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

13.2 Animal Toxicology and/or Pharmacology

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

17 PATIENT COUNSELING INFORMATION

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

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

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

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

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

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

cause loss of pregnancy.
 •   Advise male patients with female partners of reproductive potential to use 

effective contraception during treatment and for 2 weeks after the last dose 
of ORGOVYX.

Infertility 
 •   Inform patients that ORGOVYX may cause infertility.
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BRIEF SUMMARY

ORGOVYXTM (relugolix) tablets, for oral use

The following is a brief summary of the full prescribing information for  
ORGOVYXTM (relugolix). Please see the full prescribing information for complete 
product information.

1 INDICATIONS AND USAGE

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

4 CONTRAINDICATIONS

None.

5 WARNINGS AND PRECAUTIONS

5.1 QT/QTc Interval Prolongation

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

5.2 Embryo-Fetal Toxicity

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

5.3 Laboratory Testing

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

6 ADVERSE REACTIONS

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

 •  QT/QTc Interval Prolongation.

6.1 Clinical Trials Experience

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

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

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

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

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

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

Table 1 summarizes the adverse reactions in HERO.

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

Adverse Reaction

ORGOVYX 
N = 622

Leuprolide Acetate
N = 308

All Grades
(%)

Grade 3-4 
(%) 

All Grades
(%)

Grade 3-4 
(%)

Vascular disorders

Hot flush 54 0.6 52 0

Musculoskeletal and 
connective tissue disorders

Musculoskeletal paina 30 1.1 29 1.6

General

Fatigueb 26 0.3 24 0

Gastrointestinal disorders

Diarrheac 12 0.2 7 0

Constipation 12 0 10 0
a  Includes arthralgia, back pain, pain in extremity, musculoskeletal pain, myalgia, bone pain, neck pain,  

arthritis, muculoskeletal stiffness, non-cardiac chest pain, musculoskeletal chest pain, spinal pain, and 
musculoskeletal discomfort.

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

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

Table 2 summarizes the laboratory abnormalities in HERO.  

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

Laboratory Test

ORGOVYXa Leuprolide Acetatea

All Grades
(%)

Grade 3-4 
(%) 

All Grades
(%)

Grade 3-4 
(%)

Chemistry

Glucose increased 44 2.9 54 6

Triglycerides increased 35 2 36 0.7

ALT increased 27 0.3 28 0

AST increased 18 0 19 0.3

Hematology

Hemoglobin decreased 28 0.5 29 0.7
a  The denominator used to calculate the rate varied from 611 to 619 in the ORGOVYX arm and from 301 
to 306 in the leuprolide arm based on the number of patients with a baseline value and at least one 
post-treatment value.

7 DRUG INTERACTIONS

7.1 Effect of Other Drugs on ORGOVYX

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

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

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

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

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

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

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

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

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

Data

Animal Data

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

8.2 Lactation

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

Data

Animal Data

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

8.3 Females and Males of Reproductive Potential 

Contraception

Males

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

Infertility

Males

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

8.4 Pediatric Use

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

8.5 Geriatric Use

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

12.3 Pharmacokinetics

Specific Populations

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

Drug Interactions Studies

Clinical Studies

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

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

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

In Vitro Studies

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

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

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

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

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

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

13.2 Animal Toxicology and/or Pharmacology

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

17 PATIENT COUNSELING INFORMATION

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

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

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

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

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

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

cause loss of pregnancy.
 •   Advise male patients with female partners of reproductive potential to use 

effective contraception during treatment and for 2 weeks after the last dose 
of ORGOVYX.

Infertility 
 •   Inform patients that ORGOVYX may cause infertility.
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How can health care delivery 
efficiency improve? What can 
be done to help overburdened 

urologists facing backlogs of patients?
These questions can be answered, at 

least partially, with the incorporation 
of advanced practice providers (APPs) 
into a practice. But don’t take my word 
for it; simply read this issue of Urolo-
gists in Cancer Care™. Editor-in-Chief 
Raoul S. Concepcion, MD, FACS, in-
terviews Meredith E. Donahue, APRN-
BC, an advanced practice registered 
nurse in the Department of Urology at 
Vanderbilt University, Nashville, Ten-
nessee. From reading this interview, it 
is clear that Donahue is a key part of 
Vanderbilt's urology team.

Says Donahue in the interview, 
“Most of my days are seeing new, re-
turn, and postoperative patients. These 
visits are interspersed along with fol-
lowing up on labs, imaging, and man-
aging urgent and emergent calls from 
my patients and the patients of the 
physicians I primarily work with. I also 
spend half a day seeing patients in our 
advanced prostate cancer clinic with 
[Kelvin Moses, MD, PhD] as well as 
half a day running our BCG clinic, in-
stilling different intravesical therapies.”

There is plenty of other terrific con-
tent in this first issue of Urologists in 
Cancer Care™ for 2021. Kelly Strat-
ton, MD, and Vishal Patel, MD, con-
tribute a timely piece discussing the 

management of recurrent prostate can-
cer after focal therapy.

Also in prostate cancer, Concepcion 
writes about the potential that poly-
genic risk scores hold for prostate can-
cer risk assessment.

“There is a growing need to build 
a superior algorithm that will identify 
the at-risk patient,” Concepcion writes.

In kidney and bladder cancer, we fea-
ture a pair of case-based articles this 
month. In bladder cancer, Sandip M. 
Prasad, MD, MPhil, discusses a patient 
with newly diagnosed muscle-invasive 
disease. In kidney cancer, we present 
a recap of a recent discussion in which 
Concepcion moderated an expert 
panel that included Jason M. Hafron, 
MD; Joelle Hamilton, MD; and Jeremy 
D. Handel, MD. The group discussed a 
case involving an incidentally discovered 
renal mass.

The discussion of the renal mass 
case came from a recent installment of 
Around the Practice, a monthly uro-
logic virtual live event featuring case 
reviews from multidisciplinary experts, 
presented by Urology Times® in part-
nership with LUGPA. The cases pre-
sented thus far have made for fascinat-
ing viewing. Thanks for reading.

APPs make their mark in the 
urology practice

CHAIRMAN‘S LETTER

MIKE HENNESSY SR / chairman and founder of Urologists in Cancer Care™'s parent company MJH Life Sciences™

HAVE A COMMENT ABOUT OUR CONTENT?
Contact Concepcion c/o Urologists in Cancer Care™ at urology_times@mmhgroup.com

8 | UROLOGISTS IN CANCER CARE™ | MaRcH 2021

Scan code to watch 
previous installments of 
Around the Practice.
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A s we approach the 1-year 
mark of the COVID-19 pan-
demic lockdown, it is appro-

priate to reflect on what this historic 
year has taught us, perhaps not in 
ways we typically have read about 
repeatedly in many publications: 
how we are forced to adapt our 
workplaces, the role of telemedicine 
in patient care, and learning to han-
dle the disruption of daily routines 
to meet the dynamic quarantine 
recommendations that remain in 
constant flux. Instead, I hope many 
readers have taken the opportunity 
to learn from the evolving science 
and gone back to review the basics 
of virology, immune response, and 
clinical trial development to gain a 
better understanding of this global 
pathogen.

Remembering our high school 
or college days in Biology 101, we 
know that a virus is probably the 
most efficient biological particle 
known: It hijacks the host cellular 
machinery to survive. It comes in 
2 basic flavors, DNA and RNA. 
Coronaviruses (CoV) belong to a 
family of single-stranded RNA parti-
cles. This becomes crucial, given that 
replication takes place entirely in the 
cytoplasm, just like messenger RNA 
(mRNA), and the majority of RNA 
viruses do not enter the host cell’s 
nucleus and incorporate into the 
DNA. And because there tend to be 
more errors in translation of RNA to 
protein (or in this case, new virions), 
there is a higher mutation rate with 
RNA compared with DNA viruses. 
We are seeing that play out in real 

time with new infections because of 
mutated CoV-2 particles that are be-
ing sequenced. Our understanding of 
the viral replication cycle is a direct 
result of the technological advances 
made over the past 2 decades, many 
of which correspond to our ability to 
carry out next-generation sequenc-
ing (NGS) at both the genome and 
transcriptome.

Clinically, there has been a signifi-
cant interest in trying to understand 
the immune response to this viral 
load. Why can certain individuals 
be infected but exhibit only minimal 
symptoms, whereas a recognized at-
risk cohort can progress rapidly to 
full-blown respiratory failure, end 
up on a ventilator, and die? Much 
has been written about cytokine 
storm and how to mitigate to pre-
vent pulmonary failure. My brief 
readings in attempts to better under-
stand the immunopathology of this 
pathogen suggest that the virus and 
hijacked host cells can evade rec-
ognition, continue replication, and 
evade our body’s innate and adap-
tive immune response. This is very 
much akin to some of the immune-
evading mechanisms that tumor cells 
develop, resulting in unregulated cell 
growth.

Finally, the rapid development and 
rollout of the SARS-CoV-2 vaccine 
has provided hope that we can soon 
possibly return to some sense of nor-
malcy. What obviously has made this 
vaccine unique is that rather than de-
pending on delivering an attenuated 
or killed viral strain to stimulate an 
immune response, using a modified 

mRNA-based sequence will prompt 
the host cells to mimic the viral pro-
tein expression and simulate the natu-
ral course of the infection with resul-
tant neutralizing specific antibodies. 
This has the potential for possible 
long-term immunity, albeit not yet 
proven as the vaccine trials were not 
designed with that as the primary end 
point. There are many questions to be 
answered regarding immunity, long-
term efficacy, safety in pregnancy, 
missed second dose, etc. But near-term 
results and the ability to prevent new 
symptomatic infections (the end point 
of the trials) have been promising.

The purpose of this missive is 
not to persuade the readers to be-
come amateur virologists. Rather, 
by studying what is current, even 
though not exactly carcinogenesis, 
we can learn valuable lessons and 
translate that to our understand-
ing of tumor growth and resistance. 
Many of the concepts and technolo-
gies being deployed to study SARS-
CoV-2 are analogous to what we are 
using to learn about molecular driv-
ers in cancer cell growth and regula-
tion. We have discussed the ongoing 
educational needs for urologists to 
better grasp the fundamentals of 
genomics, sequencing, neoantigens, 
tumor mutation burden, promotors, 
hypermethylation, etc, as we drive 
toward this goal of precision medi-
cine. What better way than to cross-
train by studying the viral life cycle 
and enhancing our understanding 
of a disease that has and will 
fundamentally change life as we 
know it?

raOUL S. cONcEPcION, MD, FacS

FROM THE EDITOR

Lessons learned
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Pivotal data are published 
for PSMA PET imaging agent
The results of 2 pivotal trials sup-
porting an FDA application for the 
PSMA PET imaging agent 18F-DCF-
PyL (Pyl) in prostate cancer have 
now been published in peer-reviewed 
academic journals.1 Findings for the 
2 trials, the CONDOR study and the 
OSPREY study, have been published 
in Clinical Cancer Research2 and the 
Journal of Urology,3 respectively. 
The FDA is currently reviewing the 
results of these trials and is sched-
uled to make an approval decision 
by May 28, 2021.

“The limitations of conventional 
imaging modalities for prostate 
cancer create a need for targeted 
imaging in the initial assessment 
of high-risk patients as well as in 
men with early biochemically re-
lapsed disease,” Michael J. Morris, 
MD, Prostate Cancer Section Head, 
Genitourinary Medical Oncology 
Service, Division of Solid Tumor 
Oncology, Memorial Sloan Ketter-
ing Cancer Center, New York, New 
York, and lead author of the CON-
DOR manuscript and senior author 
on the OSPREY manuscript, said in 
a news release.

“The OSPREY trial data high-
lighted the high positive predictive 
value, negative predictive value, and 
specificity of PyL in staging high-risk 
patients. The CONDOR trial dem-
onstrates its high positive predictive 
value to accurately locate and iden-
tify recurrent cancer early and non-
invasively. Assuming FDA approval, 
physicians will be able to use this 
clinically meaningful information 
to identify disease, guide treatment 
plans, and improve disease manage-
ment,” added Morris.
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FDA grants priority review 
to Vicineum for NMIBC
The FDA has granted a priority re-
view designation to Vicineum (VB4-
845) for the treatment of patients 
with high-risk, BCG-unresponsive 
non–muscle-invasive bladder cancer 
(NMIBC), according to Sesen Bio, 
the developer of the locally adminis-
tered fusion protein.1

Under the priority designation, the 
FDA will review the biologics license 
application (BLA) for Vicineum 
within 6 months, compared with the 
standard 10 months from the date of 
the BLA filing. The agency is sched-
uled to make its final decision on or 
before August 18, 2021.

The protein fusion drug Vicineum 
consists of an epithelial cell adhe-
sion molecule–specific antibody 
fragment that is fused to pseudomo-
nas exotoxin A, a potent inhibitor of 
protein synthesis.

In preliminary findings from 
the pivotal phase 3 VISTA trial 
(NCT02449239), Vicineum showed 

positive antitumor activity in pa-
tients with high-risk, BCG-unre-
sponsive NMIBC. 

REFERENCE
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plication for Vicineum. News release. Sesen 
Bio. February 16, 2021. Accessed February 
27, 2021. https://bwnews.pr/3rZcbi0

Expanded FDA indication is 
sought for UC agent
Two supplemental biologics license 
applications (sBLAs) have been sub-
mitted to the FDA for the use of en-
fortumab vedotin-ejfv (Padcev) in 
patients with locally advanced or 
metastatic urothelial carcinoma, ac-
cording to Seagen and Astellas Phar-
ma, the developers of the antibody-
drug conjugate.1

One sBLA is intended to convert 
the drug’s accelerated approval in 
this setting to a full approval. The 
current approval is for the treat-
ment of adult patients with locally 
advanced or metastatic urothe-
lial cancer who have received prior 
treatment with a PD-1/PD-L1 in-
hibitor and platinum-containing 
chemotherapy. The second sBLA 
seeks to expand this approval to in-
clude patients with locally advanced 
or metastatic urothelial cancer who 
have been previously treated with a 
PD-1/L1 inhibitor and are ineligible 
for cisplatin.

REFERENCE
1. Seagen and Astellas announce submis-
sion of two supplemental biologics license 
applications to the U.S. FDA for Padcev (en-
fortumab vedotin-ejfv) in locally advanced or 
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Seagen Inc. February 18, 2021. Accessed 
February 18, 2021. https://bit.ly/3u7QA8V
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PROSTATE CANCER
ScIENTIFIc rEVIEW

Management of recurrent 
disease after focal therapy
Providers must carefully consider treatment options to align 
with patient preference

Prostate cancer detection using 
transrectal ultrasound-guided 
biopsy provided the necessary 

diagnosis to recommend radical treat-
ment. Until recently, patients had a 
limited number of treatments for lo-
calized prostate cancer. These limita-
tions exacerbated the overtreatment 
of prostate cancer and caused concern 
that overdiagnosis should be prevent-
ed to limit unnecessary treatments 
and comorbidities. However, in other 
cancers facing similar concerns, at-
tempts were made to reduce the treat-
ment field and preserve the patient’s 
quality of life while still receiving 
adequate treatment. Partial nephrec-
tomy, lumpectomy, and other organ-
preserving operations quickly gained 
momentum and were supported by 
studies showing the potential benefits.

Yet, prostate cancer largely re-
mained hindered by concerns that 
cancer detection was not sufficient to 
focally treat the prostate. This Achilles’ 
heel was finally remedied with the in-
troduction of multiparametric MRI of 
the prostate. There is now a constant 
stream of reports supporting the use 
of focal therapy for prostate cancer. 
In the European Union, padeliporfin 
(Tookad) and vascular targeted pho-

todynamic therapy has been approved 
for the treatment of low-risk prostate 
cancer. The rising popularity of focal 
therapy has raised concern from urolo-
gists on how to appropriately manage 
patients who have recurrent prostate 
cancer following focal therapy.

After undergoing focal therapy, pa-
tients typically undergo a posttreat-
ment biopsy and are subsequently 
monitored with serial prostate- 
specific antigen (PSA) tests and MRI 
exams. Prostate cancer recurrence 
may be identified at any point during 
the follow-up after treatment. Similar 
to patients who are being followed 
on active surveillance, there are chal-
lenges classifying cancer that is de-
tected during follow-up. Based on our 
experience from patients undergoing 
radical prostatectomy, recurrence is 
frequently attributed to cancers grow-
ing in the resection bed or as newly 
detected areas of previously occult 
metastases. However, from the per-
spective of patients undergoing focal 
therapy, a recurrence could be either in 
the previously treated area or a newly 
identified foci in an untreated segment 
of the prostate. During the posttreat-
ment biopsy, cores are obtained from 
the treatment zone in addition to the 

remaining prostate. Figure 1 illustrates 
a patient who underwent focal thera-
py of the left lateral peripheral zone, 
with persistent cancer identified on 
the 6-month biopsy. One of the most 
frequently proposed criticisms of focal 
therapy is the potential for untreated 
occult cancers. Although this is a 
valid concern, there are several treat-
ment options for these patients and 
for those who have residual cancer 
in the focal therapy treatment zone. 
Figure 2 demonstrates a patient with 
successful ablation of a right-sided le-
sion but with newly discovered occult 
contralateral cancer identified on the 
systematic biopsies. Classifying the 
cancer recurrence can help guide rec-
ommendations for salvage treatments.

Patients with recurrent prostate 
cancer following focal therapy are 
offered many of the same treatment 
choices that they considered at the 
time of their initial diagnosis. To help 
determine the appropriate treatment 
choice, a risk-based approach, simi-
lar to that described by Aminsharifi 
et al, could be considered (Figure 3).1 
Options range from active surveil-
lance to radical prostatectomy. For 
many patients, their preference to se-
lect focal therapy suggests a desire to 

KELLY STraTTON, MD; aND VIShaL PaTEL, MD
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avoid jeopardizing their quality of life. 
Regardless of their prior preference, a 
thorough discussion of all treatment 
options and the potential risk for ad-
verse effects is important to selecting 
the best treatment.

Posttreatment identification of low-
risk prostate cancer is common in 
patients undergoing focal therapy. To 
date, there are no published series of 
post–focal therapy active surveillance 
cohorts.2 However, there is no reason 
to believe these patients experience a 
higher likelihood of disease progres-
sion or spread. Importantly, many 
patients may have been on active sur-
veillance before electing to undergo 
focal therapy. Regardless of their his-
tory, patients with low-risk cancer re-
main good candidates for active sur-
veillance. Patients with low-volume, 
intermediate-risk prostate cancer may 
also consider active surveillance. For 
these patients, concordance with PSA 
levels and MRI can be reassuring 
as they avoid additional treatment. 
However, patients with a new MRI 
lesion corresponding to the foci of 
cancer recurrence, or with a PSA that 
continues to increase over, may benefit 
from definitive local therapy.

Patients who are particularly satis-
fied with their initial focal therapy 
experience may be inclined to request 
a retreatment with additional fo-
cal therapy. Retreatment with abla-
tive treatments such as cryotherapy 
or high-intensity focused ultrasound 
(HIFU) varies by location and pro-
vider preference, with some studies 
showing a high rate of secondary 
treatment. For patients with newly 
discovered contralateral disease, ab-
lation of the new foci may provide 
oncologic control with similar preser-
vation of urinary and sexual function. 
Lovegrove et al evaluated the func-
tional outcomes of patients undergo-
ing repeat HIFU and compared them 

with patients who underwent a single 
treatment.3 They found that men un-
dergoing a single HIFU procedure 
generally experienced improvement in 
urinary symptoms with some decline 
in erectile function. When looking at 
men who underwent a second HIFU 
treatment, they had a worsening of 
both their urinary function and erec-
tile function. There was no signifi-
cant impact in continence with repeat 
HIFU therapy. Their results support a 
gradual decline in quality of life with 

an increase in treatment burden. Im-
portantly, patients who are consider-
ing repeat focal therapy should know 
that some recommend against salvage 
prostatectomy after repetitive ablative 
procedures. Treatment failure rates af-
ter repeat ablation vary by study and 
selection of treatment candidates but 
can be as high as 26%.4 For patients 
who fail repeat ablation, the potential 
for additional impacts on quality of 
life are expected to increase but are 
not particularly well characterized. IM
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FIGURE 1. Treatment Failure: Persistent Cancer in Ablated Zone. A. Pretreatment MRI with a 
target lesion on left with biopsy showing 5 cores of Gleason Grade Group 2 cancer. B. Posttreat-
ment MRI shows no concerning lesions. However, 6-month follow-up biopsy shows persistent 
Grade Group 2 cancer from the medial cores on systematic biopsy. Patient was recommended for 
and underwent radical prostatectomy with an undetectable prostate-specific antigen after 3 years 
of follow-up. The patient experienced erectile dysfunction but no incontinence.

A B

FIGURE 2. Treatment Failure: De novo Contralateral Cancer. A. Pretreatment MRI showing a 
focal right-sided lesion with fusion biopsy positive for 3 cores of Gleason Grade Group 2 cancer. 
B. Posttreatment MRI with destruction of the lesion confirmed by biopsy. However, systematic 
biopsies of the left side identified occult Grade Group 3 cancer. Patient was offered prostatectomy, 
radiation therapy, or repeat focal therapy. After selecting prostatectomy, the patient has had an 
undetectable prostate specific antigen at 18 months' follow-up.
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FIGURE 3. Treatment Options Following Focal Therapy Failure1
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Patients who considered radical 
prostatectomy or radiation therapy 
prior to focal therapy may reconsider 
this treatment choice at the time of 
recurrence. Patients with high-risk 
prostate cancer are not typically of-
fered focal therapy up front but may 
have occult high-risk/high-grade 
cancer found on subsequent biopsy. 
For these patients, radical prostatec-
tomy or radiation therapy is the best 
treatments to provide definitive local 
therapy. Given the concern that pros-
tatectomy may be more challenging 
after focal therapy, there are several 
prostatectomy series evaluating focal 
therapy patients. Most of these stud-
ies have found that post–focal therapy 
prostatectomy is safe and provides 
good function outcomes. However, 
recently Marconi et al showed that 
patients with recurrence in the pre-
viously treated field may experience 
worse oncologic outcomes.5 This is an 
important factor to consider, but pros-

tatectomy may still avoid the impact 
of androgen deprivation therapy asso-
ciated with radiation therapy and al-
lows for additional salvage treatment 
if needed.

Conclusions
Focal therapy continues to gain popu-
larity for select patients who desire 
preservation of function while effec-
tively treating localized prostate can-
cer. However, with this growth, more 
patients have experienced recurrence 
after focal therapy. This creates a new 
group of patients who need second-
ary local therapy. They also may have 
heightened expectations given their 
prior treatment experience. Careful 
consideration of treatment options is 
important to match the best treatment 
with the patient’s preferences. Fortu-
nately, patients who have received fo-
cal therapy appear to be candidates 
for all the typical prostate cancer 
treatments. With continued improve-

ments in prostate cancer imaging and 
new ablative treatment options, we 
can expect continued growth in fo-
cal therapy procedures. Post focal–
therapy salvage therapies will play an 
important part in assuring the success 
of a new treatment paradigm. We can 
look to other cancers to be reassured 
that patients will desire to continue 
exploring focal therapy and that cli-
nicians will find a way to make it in-
creasingly beneficial.
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Polygenic risk scores and 
potential use in risk assessment
Opportunity exists to develop superior risk assessment models 
in prostate cancer

Historically, the urology com-
munity has depended on elic-
iting a family history (FH) of 

prostate cancer and race as deter-
minants of when an individual may 
be at increased risk for harboring 
the disease. Often, these parameters 
were taken into consideration when 
a patient was referred for an elevated 
prostate-specific antigen (PSA) level 
and may require a biopsy or was in-
quiring about when to start an early 
detection program. With the full 
understanding that certain low-risk 
prostate cancers do not lead to pro-
gressive disease and death and may 
be managed conservatively with ac-
tive surveillance, the push over the 
past decade has been to tailor early 
detection/screening and biopsy pro-
tocols to try to identify those pa-
tients who truly would benefit from 
active treatment.

Two seminal papers1,2 in 2015 and 
2016 highlighted the significance 
that men at risk of dying of prostate 
cancer, especially in the metastatic 
castration-resistant prostate cancer 
(mCRPC) space, harbored mutations 
in the DNA damage repair (DDR) 
gene pathway and that up to 12% of 
the time these may be inherited germ-
line mutations. This is a much higher 

incidence than those historical data 
sets in men with localized disease. 
In these advanced cases, this was re-
gardless of family history of prostate 
cancer or race.2 Consequently, there 
has been a deep push over the past 
3 years to incorporate germline test-
ing using next-generation sequencing 
(NGS) in patients with newly diag-
nosed prostate cancer or those with 
advanced disease and progression.

Taking all of this into account, will 
the same testing strategy work in 
identifying patients at high risk who 
currently do not have a diagnosis? 
At the core and cellular level, all can-
cers are genetic. This predisposition 
to unregulated cell growth and car-
cinogenesis can at times be inherited, 
but often, depending on the gene, it 
requires that “second” environmen-
tal exposure, the “second hit,” that 
knocks out the other allele and will 
result in loss of function. Most of the 
heritable mutations are involved in 
the DDR pathway, which can then 
be subdivided into genes integral to 
homologous recombination repair 
(BRCA1, BRCA2, ATM, CHEK2) or 
to mismatch repair (MSH2, MSH6, 
MLH1, PMS2). 

A mutation in the transcription 
factor HOXB13 is probably the most 

common inherited mutation but is 
not actionable at this time and does 
not differentiate low- versus high-
grade disease.3 For the most part, 
specific mutations in many of these 
genes are considered high penetrance 
(the lifetime risk of developing pros-
tate cancer is 2- to 5-fold higher) but 
rare (< 2%) in the general popula-
tion. Unless you met National Com-
prehensive Cancer Network criteria 
based on family history connected 
with other associated cancers for 
these genes (breast, ovary, colorectal, 
pancreatic, for example, diagnosed 
at a younger age), using NGS to 
detect pathogenic variants in these 
specific candidate genes, despite the 
availability of broad cancer-specific 
testing panels offered by many of the 
molecular labs, would probably be 
of low yield and not cost-effective.

However, another genetic predic-
tor that could be utilized for risk as-
sessment would be the use of single 
nucleotide polymorphisms (SNPs) 
and polygenic risk scores (PRS). By 
definition, SNPs are often used in 
ancestry testing and are present in 
at least 1% of the population. There 
are millions of SNPs that have been 
identified in the human genome, but 
approximately 160 have been associ-
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ated with prostate cancer.4 They can 
be found in both coding (exons) and 
noncoding (introns) of the genome 
and are inherited independently of 
one another. Taken individually, a 
single SNP may have limited useful-
ness in assessing the risk of devel-
oping prostate cancer. But studied 
cumulatively as a PRS, they may be 
a stronger predictor for prostate can-
cer risk assessment. Given their more 
common presence in the population 
and shorter sequence, the potential 
cost will be much less than whole 
exon or genome sequencing.

Research points to superiority 
of GRS
In a number of studies, you may 
see reference to a genetic risk score 
(GRS), which can be defined as a 
tool that takes into account a PRS 
and has been standardized for the 
population and can then be inter-
preted as a relative risk (RR) to the 
population. For example, it has been 
reported in many studies that a (+) 
FH of prostate cancer carries RR of 
1.5.5 Or, interpreted differently and 
easier for many clinicians (and pa-
tients) to understand, a person with 
a FH of prostate cancer has a 50% 
increased risk of developing the dis-
ease sometime in his life relative to 
the general population. 

With the understanding that FH 
is an independent predictor of pros-
tate cancer risk (and does not re-
quire additional testing), a number 
of studies have examined how GRS 
compares with FH in predicting 
prostate cancer risk, as well as how 
the 2 perform when added cumula-
tively. Utilizing a 110 prostate cancer– 
associated SNP panel, a GRS was cal-
culated in the 3225 men enrolled in 
the chemoprevention REDUCE trial 
(NCT00056407). When considering 
FH and GRS only, 14% and 19%, re-

spectively, were stratified to high-risk 
disease. When both FH and/or GRS 
were used, this increased to 30%.6 
Using a similar cohort but focusing 
on 410 men with diagnosed prostate 
cancer and a 33-SNP panel, multiple 
variables, including both binary (FH, 
digital rectal exam) and continuous 
(age, PSA level, volume, calculated 
GRS), the highest area under the curve 
(AUC) for the independent variables 
was 0.59 for the GRS, and 0.52 for 
FH. When all the clinical parameters 
(age, FH, PSA, vol, number of + cores), 
the AUC was 0.62, but increased to 
0.66 when the GRS was added.7

Finally, a recent study looked at a 
large cohort of over 1900 patients 
with prostate cancer who had un-
dergone radical prostatectomy and a 
matching number of unaffected con-
trols.8 But unique to this design was 
that all patients had undergone NGS 
and germline testing, and patients 
were excluded for analysis if they 
had identified pathogenic mutations 
in the DDR genes commonly associ-
ated. They constructed a GRS based 
on 72 validated prostate cancer– 
associated SNPs. Their results dem-
onstrated that the GRS was superior 
to FH, which can be somewhat diffi-
cult to accurately assess, in predicting 
the relative and lifetime risk of both 
low- and high-grade prostate cancer.

There are some data gaps in the lit-
erature when determining the poten-
tial of using GRS as a tool for prostate 
cancer risk assessment in the general 
population. The most significant is 
that the library of prostate cancer–
associated SNPs, as well as most pa-
tients in many of these studies, have 
been primarily of European ancestry 
and/or Caucasian males. Extrapola-
tion of these data to other races and 
ethnicities should be interpreted with 
caution, and more studies, especially 
in the African American population, 

are needed and ongoing. Additional-
ly, the cost of SNP/GRS testing needs 
to be evaluated. FH taking is free 
but can be quite variable with often 
questionable accuracy. 

Conclusions
As we move into gaining a bet-
ter understanding of the influence 
of the genome on prostate cancer, 
whether that be known pathogenic 
gene mutations or cancer-associated 
SNPs, new computational models 
are required to incorporate these in-
puts beyond our traditional clinical 
values. At this point, we are making 
gains in adopting germline testing, 
when appropriate, in patients with 
newly diagnosed high-risk disease as 
well as those with advanced disease. 
Part of this shift does require ob-
taining and documenting a detailed 
FH, preferably across 3 generations. 
Along with this, there is clearly an 
opportunity to develop superior risk 
assessment models that consider FH, 
GRS, and identified pathogenic vari-
ants, much like our colleagues who 
manage patients with breast cancer. 
Given that the actual testing plat-
form (NGS) can provide the infor-
mation on the latter 2 sources and 
that studies continue to show the im-
provement of adding genomic data 
for more accurate risk assessment, 
there is a growing need to build a 
superior algorithm that will identify 
the at-risk patient.
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BLADDER CANCER
CASE OF THE MONTH

How a bladder cancer clinic 
can optimize care

Patients with newly diagnosed 
muscle-invasive bladder cancer 
(MIBC) are quickly referred 

into our practice’s Comprehensive 
Bladder Cancer Clinic (CBCC). The 
importance of creating a program 
like the CBCC to optimize care for 
these patients cannot be overstated 
and requires identifying a team of 
experts and specialists in bladder 
cancer and centralizing their care. 
Prior to their CBCC appointments, 
patients are contacted by the CBCC 
nurse navigator and receive litera-
ture to help them understand the di-
agnosis, management, and prognosis 
of MIBC. In addition, they learn 
about the members of the multidisci-
plinary CBCC team of urologic on-
cologists, medical oncologists, enter-
ostomal therapists, visiting nurses, 
and oncology nutritionists who may 
care for them.

Prior to their initial CBCC visit, I 
ensure that patients have had recent 
clinical and radiographic staging, 
which this patient has obtained. In 
addition, I use commercially available 
genomic testing to determine which 
patients may benefit from neoadju-
vant cisplatin-based combination 
chemotherapy (NAC) by analyzing 
tumor molecular subtyping from the 
transurethral resection of the blad-
der tumor specimen.1 This allows me 
to determine whether neoadjuvant 

therapy is appropriate or whether 
my patient should move immediately 
to cystectomy.

There are numerous clinical tri-
als for both cisplatin-eligible and 
-ineligible patients and I strongly 
encourage patients to consider these 
(Table). In centers where clinical tri-
als are unavailable, the standard of 
care is to offer cisplatin-based neo-
adjuvant chemotherapy; notably, 
National Comprehensive Cancer 
Network guidelines do not recom-
mend noncisplatin-based regimens 
because of their lower response rates 
and higher rates of hematologic tox-
icities.2 Patients ineligible for cispla-
tin should proceed directly to cystec-
tomy or, if available, be considered 
for referral to sites with clinical trials 
for cisplatin-ineligible patients. All 
patients with MIBC are presented 
at a multidisciplinary genitourinary 
tumor board for confirmation of pa-
thology, staging, and the treatment 
plan.

This patient has an excellent 
performance status and would be 
eligible for NAC followed by radi-
cal cystectomy. I generally reserve 
bladder-sparing trimodal therapy 
(maximal transurethral resection 
of the bladder tumor followed by 
concurrent chemoradiotherapy) for 
patients with strong preferences 
against cystectomy or in individu-
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THE CASE
A 63-year-old Caucasian man 
presents to urology with painless 
gross hematuria of 2 days’ dura-
tion. He reports total hematuria, 
no clots, and blood is bright red 
and now intermittent. He has no 
personal history of nephrolithiasis, 
and was a 1-pack-per-day (PPD) 
smoker for 25 years. AUA symp-
tom score: 9.

NKDA

Medications: baby ASA qd, lisino-
pril 20 mg daily

Past medical history: (+) hyper-
tension, (+) s/p laparoscopic 
cholecystectomy x 8 years, s/p 
appendectomy (age 12)

Social history: 1 PPD smoker x 25 
years, social ETOH

Family history: noncontributory

PE: Prostate approximately 40 g, 
no suspicious nodules

Cysto (office): (+) sessile lesion 
to right lateral wall, ~3.5 cm

CT (intravenous contrast): normal 
upper tracts, no filling defects, 
thickening of right bladder wall

TURBT/EUA: (+) high-grade 
urothelial carcinoma, (+) invasion 
through lamina propria and into 
muscularis mucosa. Not fixed.

Staging work-up (CT pelvis, 
abdominal, chest; bone scan): 
negative

(Provided by Raoul S. Concepcion, MD, FACS)
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als medically unfit for cystectomy.  
I feel strongly that most patients can 
tolerate either of these approaches; 
unfortunately, studies have dem-
onstrated that almost half of all 
patients with MIBC do not receive 
curative-intent treatment.3 

One of the most critical roles for 
the urologic oncologist in the CBCC 
is to educate the patient and advo-

cate for a comprehensive treatment 
plan. Some individuals, like this one, 
have just been given a diagnosis of 
bladder cancer and are new to the 
diagnosis and treatment options. 
Others may be in the 15% to 20% 
of patients previously diagnosed 
with non–muscle-invasive bladder 
cancer who progress to MIBC fol-
lowing years of bladder cancer treat-

ment and surveillance.4 I find that 
the discussion about management of 
MIBC is different for these 2 patient 
cohorts. It is critical that other key 
decision makers (eg, partners, chil-
dren) are present because the success 
of peri- and postoperative recovery 
is often dependent on the patient’s 
support system. I also emphasize 
that although the patient should take 
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TABLE. Active US Clinical Trials of Neoadjuvant Treatment of Bladder Cancer

Trial Status (as of February 23, 2021) Website

Celecoxib with chemotherapy in localized, muscle-invasive bladder 
cancer (BLAST) (NCT02885974)

Recruiting http://bit.ly/3bvjxmS

Risk enabled therapy after initiating neoadjuvant chemotherapy 
for bladder cancer (RETAIN) (NCT02710734)

Active, not recruiting http://bit.ly/3dDB92s

Pembrolizumab and combination chemotherapy before surgery 
for the treatment of muscle-invasive bladder cancer (NCT04383743)

Recruiting http://bit.ly/3sqH27v

Neoadjuvant nivolumab with and without urelumab in cisplatin-
ineligible or chemotherapy-refusing patients with muscle-invasive 
urothelial carcinoma of the bladder (NCT02845323)

Recruiting http://bit.ly/3usHtA2

Perioperative pembrolizumab (MK-3475) plus neoadjuvant 
chemotherapy versus perioperative placebo plus neoadjuvant 
chemotherapy for cisplatin-eligible muscle-invasive bladder 
cancer (MIBC) (MK-3475-866/KEYNOTE-866) (KEYNOTE-866) 
(NCT03924856)

Recruiting http://bit.ly/3kgt2Kn

A study of chemo only versus chemo plus nivo with or without 
BMS-986205, followed by post- surgery therapy with nivo or nivo 
and BMS-986205 in patients with MIBC (NCT03661320)

Recruiting http://bit.ly/2ZFK3Ej

Intravenous (IV) vitamin C with chemotherapy for cisplatin ineligible 
bladder cancer patients (NCT04046094)

Recruiting http://bit.ly/3breAve

S1314, co-expression extrapolation (COXEN) program to predict 
chemotherapy response in patients with bladder cancer (COXEN) 
(NCT02177695)

Active, not recruiting http://bit.ly/2NnByvn

A study to test the safety of immunotherapy with nivolumab alone 
or with ipilimumab before surgery for bladder cancer patients who 
are not suitable for chemotherapy (NCT03520491)

Recruiting http://bit.ly/3uy2hGn

Neoadjuvant pembrolizumab in combination with gemcitabine 
therapy in cis-eligible/ineligible UC subjects (NCT02365766)

Active, not recruiting https://bit.ly/37ExopR

Chemotherapy and radiation therapy in treating patients with 
stage II or stage III bladder cancer that was removed by surgery 
(NCT00777491)

Active, not recruiting http://bit.ly/3knzoba

A study of enfortumab vedotin alone or with other therapies for 
treatment of urothelial cancer (EV-103) (NCT03288545)

Recruiting http://bit.ly/2NPTi2m

Source: Clinicaltrials.gov 
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time to make a thoughtful decision, 
the clock is ticking because a delay 
in care from initial diagnosis to sur-
gery is associated with worse overall 
survival in patients with MIBC.5

Once the decision about neoadju-
vant treatment has been determined, 
the plan for surgical approach and 
urinary diversion is discussed. The 
surgical approach is best determined 
by surgeon experience; a Cochrane 
review of multiple randomized clini-
cal trials comparing robotic and open 
cystectomy essentially demonstrated 
equivalent outcomes for oncologic 
outcomes and complications other 
than blood transfusion and time to 
discharge.6 In our CBCC, robotic 
cystectomy is the preferred surgical 
approach in over 90% of our pa-
tients. We have not found that prior 
intra-abdominal surgery or locally 
advanced disease obviates the ability 
to perform the surgery robotically.

Pelvic lymph node dissection 
(PLND) is a critical step of the oper-
ation and I utilize a risk-stratified ap-
proach to determining the extent of 
the dissection. If there is no clinical 
evidence of extravesical extension 
and no clinically suspicious lymph 
nodes on imaging or at the time of 
surgery, a standard (obturator, inter-
nal, and external iliac) lymph node 
dissection is performed. If there is 
suspicion of T3 or T4 disease or 
malignant lymph node involvement, 
an extended PLND is performed in-
cluding removal of the internal iliac 
and presacral nodes. The data for 
superextended lymph node dissec-
tion of the nodes along the inferior 
mesenteric artery demonstrate lim-
ited utility and benefit, and I do not 
advocate this routinely.

Urinary diversion selection should 
be independent of the surgical ap-
proach and determined by patient 
preference with input from the 

urologist based on patient gender, 
habitus, and diversion type. I uti-
lize a completely intracorporeal ap-
proach for ileal conduit and a hybrid 
intra- and extracorporeal technique 
through the extraction incision for 
a neobladder. For patients who are 
uncertain about their choice, I rou-
tinely have them meet with the en-
terostomal therapist and speak with 
patients who have undergone the 
various diversion types. I also em-
phasize that the decision regarding 
diversion type can be made closer to 
the date of surgery so that patients 
can begin their neoadjuvant therapy 
with minimal delay.

In conjunction with our anesthe-
sia colleagues, we utilize enhanced 
recovery after surgery (ERAS) path-
ways in the perioperative period. 
These have been shown to decrease 
morbidity and complications and 
reduce hospital stay.

Our approach includes preopera-
tive medical optimization and nu-
tritional education, prehabilitation 
and physical conditioning, preop-
erative carbohydrate loading, use of 
preanesthetic alvimopan, thrombo-
embolic prophylaxis, avoidance of 
bowel preparation and nasogastric 
tubes, preventing intraoperative hy-
pothermia, Doppler-directed intra-
operative fluid management, non-
narcotic analgesia during and after 
surgery, enteric feeding on the first 
postoperative day (POD), and early 
and aggressive mobilization. 

Most patients are discharged 
home between POD 3 and 5 with 
close observation by visiting nursing 
specialized in stoma care. Patients 
are seen postoperatively by members 
of the CBCC each week for the first 
month for stent and catheter remov-
al until they are independently man-
aging their urinary diversion.

This patient underwent combina-

tion neoadjuvant chemotherapy and 
immunotherapy as part of a clinical 
trial. Four weeks after completion 
of his neoadjuvant treatment, he 
underwent robotic cystoprostatec-
tomy, standard PLND, and creation 
of an orthotopic neobladder. He 
was discharged home on POD 5. He 
was seen weekly for stent removal, 
suprapubic tube removal, and then 
urethral catheter removal. At the end 
of the first postoperative month, he 
was tube-free and no longer utilizing 
visiting nursing services. 
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AROUND THE PRACTICE

KIDNEY CANCER

Around the Practice is a month-
ly urologic virtual live event 
featuring case review from 

multidisciplinary experts, presented 
by Urology Times® in partnership 
with LUGPA. On January 20, 2021, 
a panel convened to discuss cases in-
volving an incidentally discovered re-
nal mass as well as upper tract transi-
tional cell carcinoma. What follows is 
an edited portion of the panel’s con-
versation regarding the incidentally 
discovered renal mass case.

The panelists included moderator 
Raoul S. Concepcion, MD, FACS; 
Jason M. Hafron, MD; Joelle Hamil-
ton, MD; and Jeremy D. Handel, MD. 

CONCEPCION: This is a 65-year-old 
Caucasian male who is noted to have 
an incidental 3-cm right renal mass, 
enhancing on a contrasted CT scan 
as part of a routine follow-up for his 
metastatic castration-resistant pros-
tate cancer, diagnosed in 2017 and 
currently undergoing therapy. He 
underwent a CT-guided biopsy by 
the local interventional radiologist, 
which showed atypical cellular infil-

trate, favoring a primary renal neo-
plasm, but due to the dense amount 
of fibrosis and chronic inflammation, 
a definitive renal cell cancer could not 
be determined.

The patient met with his urologist 
and after shared decision-making, the 
patient opted for a repeat CT scan in 
3 months rather than going directly 
to surgery. In December 2020, the 
repeat scan showed an interval en-
largement of the mass from 3.1 cm to 
4.6 cm and new pericaval adenopa-
thy, the largest being about 2.5 cm. 
Hounsfield units of the renal mass 
pre and post were 34 and 70, and 40 
to 60 for the caval node.

The patient’s initial prostate cancer 
was Gleason 4+5, and he underwent 
a radical prostatectomy. His final 
pathology was T3b and he received 
adjuvant radiotherapy due to a per-
sistently elevated PSA postoperative-
ly. In 2018, he had a rising PSA and 
was started on androgen deprivation 
therapy [ADT], and ultimately went 
on both ADT as well as enzalutamide 
[Xtandi] for metastatic castration-re-
sistant prostate cancer (mCRPC). His 
current PSA is 0.03. Physical exam 
was unremarkable, and no cutaneous 
lesions were noted. Family history 
was significant for “bone” cancer, ac-
cording to the patient.

Images of the tumor indicate that it 
is an upper pole right renal mass. Dr 
Hafron, what is going through your 
mind with this very challenging case?

HAFRON: Yes, this is definitely a 
challenging case, especially with the 
history of mCRPC. I think what’s 
critical here is the appearance of the 
mass. It’s not a classic small renal 
mass; it doesn't have well-circum-
scribed borders. The borders are 
very irregular, and it looks infiltra-
tive a little bit. I would absolutely do 
a biopsy, especially with the history 
of metastatic disease.

CONCEPCION: What do the lit-
erature and clinical guidelines say in 
terms of when to biopsy a renal mass 
versus proceeding straight to surgery?

HAFRON: I think the question is: Is 
the biopsy going to make a difference 
in your management? If a patient is 
not planning to have the lesion treat-
ed, is a biopsy really going to make 
a difference? Probably not. But if 
you’re considering any intervention, 
whether it's ablative or surgical, I 
like to biopsy it. It’s a tricky discus-
sion to have with the patient, though, 
because there are a couple of nuances 
with biopsy.

There was a great study in Canada 
that looked at centers that do a lot 
of biopsying versus centers that don’t 
do a lot of biopsying.1 In the centers 
that regularly biopsy their small renal 
masses, the benign surgical resection 
rate was significantly lower. So I think 
it’s important to incorporate a biopsy 
in your evaluation of these patients, 
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because the last thing you want to do 
is put a patient through a surgical re-
section that is not necessary.

Most tumors throughout the body 
are biopsied, so why would renal 
masses be different? But for some 
reason, urologists have never really 
gravitated towards biopsy of renal 
masses. But I think it’s very helpful 
as long as you plan an intervention. 
If this patient was 85 years old, or 
his prostate cancer was leading to 
poor performance and I don’t plan 
to intervene on him, I wouldn’t bi-
opsy. But if I’m planning the inter-
vention, whether it’s ablative or a 
surgical resection, I like to get that 
tissue to avoid unnecessary therapy, 
if possible.

CONCEPCION: Dr Hamilton, please 
discuss why it’s important for urolo-
gists and medical oncologists to con-
sider genetic testing for patients with 
renal masses.

HAMILTON: Just as a caveat, I should 
note that this patient was treated by 
me for prostate cancer so I have al-
ready done germline testing revealing 
no pathogenic mutations (specifically 
no VHL [Von Hippel-Lindau] syn-
drome). RALP performed in 2017, 
with scans incidentally finding the 
renal mass. In the setting of prostate 
cancer progression, I would then do 
genomic sequencing. 

When it comes to renal cancer, 
statistically, less than 5% of patients 
have a germline mutation consistent 
with a heritable renal cancer syn-
drome. This patient does not have a  
family history of renal cancer, or any 
other cancers, suggesting VHL muta-
tion. When a RCC familial syndrome 
is present with a spontaneous muta-
tion, they tend to be in a younger pa-
tient and/or  bilateral or multicentric. 
When it comes to genomic sequenc-

ing, at this point in time, there are no 
FDA-approved data that show that 
finding particular mutations in the 
active tumor itself will be more fit-
ting for a particular treatment over 
another. However, clinical trials right 
now are trying to determine whether 
1 treatment is better than another if a 
patient has a somatic mutation or a 
germline mutation.

CONCEPCION: Dr Handel, you 
trained at an institution where you 
saw a lot of renal lesions. What are 
your thoughts on the challenges for 
this particular patient, whether it be 
the renal lesion or even going after 
the caval lesion for biopsy?

HANDEL: The kidney lesion and the 
pericaval lesions all look amenable to 
biopsy. That could be done with ul-
trasound or CT; it comes down to op-
erator preference. The way our group 
practices, if you’re going out to the 
kidney, it would most likely be sched-
uled as an ultrasound-guided ap-
proach; for the caval nodes, it would 
almost certainly be CT guided. Most 

of the time, we use coaxial technique, 
which has dramatically reduced track 
seeding.

Another consideration is whether 
there is an area of central necrosis 
that we want to avoid. Sometimes 
that means going to the edge of the 
mass. On that coronal image, you 
can see that the image gets fairly cen-
tral, so I would try to biopsy away 
from the center of the kidney, basi-
cally looking to avoid the larger re-
nal artery branches to avoid a post-
biopsy bleed.

Bleeding is common after renal 
biopsies. To avoid significant bleeds, 
we'll either do some prolonged ul-
trasound on the area to hopefully 
tamponade it, or we will sometimes 
inject helitene, which is a hemostatic 
gelfoam, directly through the stylet 
to tamponade bleeding. Angiogra-
phy and embolization is the usual 
backup plan for significant uncon-
trolled bleeding.

CONCEPCION: What about going 
after this node, especially with the 
patient’s history of metastatic castra-
tion-resistant prostate cancer?

HANDEL: These would be fairly 
bread-and-butter cases from our per-
spective. We wouldn't have a prob-
lem going after them. That would be 
a pretty routine CT-guided case.

KIDNEY CANCER AROUND THE PRACTICE
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FIGURE. Incidental 3 cm (R) renal mass 
(Image courtesy of V. Michael Bivins, MD)

To read the full article online, 
including reference, scan here.
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Urology is a specialty with long-doc-
umented workforce shortages, making 
advanced practice providers (APPs) 
particularly beneficial for assisting 
urologists in seeing patients, obtaining 
histories, and even providing BCG in-
stillations for patients with cancer. In 
this interview, Meredith E. Donahue, 
APRN-BC, shares how her career path 
brought her to urology, the numerous 
ways she supports a urology depart-
ment, and how others may pursue a 
similar professional focus. Donahue is 
an advanced practice registered nurse in 
the Department of Urology at Vander-
bilt University, Nashville, Tennessee. 
She was interviewed by Urologists in 
Cancer Care™ Editor-in-Chief Raoul 
S. Concepcion, MD, FACS, director 
of the Comprehensive Prostate Center 
and clinical associate professor of urol-
ogy at Vanderbilt University School of 
Medicine.

Q: Please explain how you ended 
up in urology. Did you receive spe-
cialized training after obtaining 
your master of science in nursing?
A: After graduating from Furman 
University [in Greenville, South Caro-
lina], with a bachelor’s in science, I was 
open to any job options when I landed 
at Urology Associates in Nashville, 
Tennessee. After my initial exposure 
to urology, I realized this is where I 
wanted to spend the rest of my career 
practicing.

When I started my master’s, I tried 
my best to experience every part of 
medicine but ultimately found myself 
coming back to urology, and specifi-
cally urologic oncology. When it came 
time to figure out next steps and what 
to do with a master’s, it was obvious 
that a urology nurse practitioner (NP) 
fellowship was the best next step for me. 
Fortunately, I was accepted to Vander-
bilt University Medical Center’s Depart-
ment of Urology NP Fellowship, where 
I was able to receive a year of special-
ized training in urology.

There are multiple ways to become 
an APP. For NPs, one must have a 
bachelor’s in nursing or any bachelor 
of science [degree], a registered nurse 
license, and complete a master of sci-
ence in nursing. For physician assis-
tants (PAs), one completes a bachelor’s 
degree in any field and then completes 
a master’s program. Both tracks pre-
pare students to [work with] patients 
as generalists but offer little to no spe-
cialty training unless sought out by the 
student. Thus, making the transition 
into a specialty like urology may be 
quite difficult.

That’s where APP fellowships have 
proved to be pivotal in training APPs 
in specialty practice to be confident 
and independent providers. There are 
only a handful of urology APP fel-
lowships across the country, so it is 
not reasonable to think all APPs can 
be trained in that way. It is important 

to provide adequate onboarding and 
education for APPs starting a new po-
sition in a specialty. With that said, it 
is exciting to be a part of this growing 
field of urology APP fellowships.

My now-colleague Gilbert Comola 
[ANP, CURN], who also completed an 
APP fellowship in urology, is the direc-
tor of the fellowship and worked with 
the Office of Advanced Practice to de-
velop a comprehensive training pro-
gram in urology that includes spending 
time with each subspecialty of urol-
ogy in the outpatient setting and in the 
operating room, as well as providing 
inpatient care to primary urology pa-
tients and consults. In the fellowship, I 
was also given dedicated time with our 
physicians to learn how to perform cys-
toscopies. With this skill, I can perform 
hematuria evaluations and stent pulls, 
or [can] address acute concerns that 
may require Foley [catheter] placement 
under cystoscopic guidance. In the fel-
lowship, I had required didactic work 
as well as attendance at weekly confer-
ences and lectures. This correlated with 
what I was learning clinically and has 
kept me eager to continue attending 
these educational opportunities beyond 
the fellowship.

Q: What is your current position 
in the Department of Urology at 
the Vanderbilt University School of 
Medicine?
A: I am a nurse practitioner in the 

QUESTION & ANSWER GENITOUrINarY caNcEr

How APPs can be involved 
with genitourinary cancer care
A nurse practitioner discusses how she supports multiple 
providers in a large academic practice
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Department of Urology and more spe-
cifically with our oncology team. I pri-
marily support Joseph Smith, MD, and 
David Penson, MD. I have my own 
template every day, but when Dr Smith 
and Dr Penson are in clinic, I help sup-
port them by seeing patients and ob-
taining new patient histories, and by 
keeping the patient flow moving. I am 
also fortunate to share patients with 
all our urologic oncology [physicians]: 
Sam Chang, MD; Amy Luckenbaugh, 
MD; Dan Barocas, MD; and Kelvin 
Moses, MD. I am lucky to work with 
all these physicians because I can con-
tinue to learn from each of them in dif-
ferent ways.

My current position is all outpatient, 
working 5 days a week with 1 admin-
istrative day. Typically, I spend this 
time catching up on notes, fielding the 
urgent/emergent calls for my patients 
and my MDs, following up on results, 
and performing peer-to-peer consults. 
At this point, APPs in our clinic do not 
take any call.

Q: What are your daily clinical 
responsibilities as they relate 
to patients with genitourinary 
(GU) cancer?
A: Most of my days are seeing new, re-
turn, and postoperative patients. These 
visits are interspersed along with fol-
lowing up on labs, imaging, and man-
aging urgent and emergent calls from 
my patients and the patients of the 
physicians I primarily work with. I also 
spend half a day seeing patients in our 
advanced prostate cancer clinic with 
Dr Moses as well as half a day running 
our BCG clinic, instilling different in-
travesical therapies.

Q: What challenges has the CO-
VID-19 pandemic lockdown cre-
ated in helping your patients with 
cancer, and how have you over-
come these?

A: At the start of the pandemic, the 
most difficult part was patients ask-
ing us whether they were at higher 
risk by coming to Vanderbilt versus 
higher risk by delaying surveillance 
imaging, treatments, or addressing 
onset signs/symptoms. At the begin-
ning, we didn’t have answers to these 
questions; I don’t think anyone did. 
Fortunately, our team quickly learned 
how to adjust and appropriately guide 
our patients to keep them safe during 
the pandemic but also safely and ap-
propriately manage their GU malig-
nancy. Of course, this wasn’t easy. This 
required our team and me to learn and 
stay up-to-date on all the ever-chang-
ing COVID-19 data.

For every challenge during this time, 
I like to find the silver linings. During 
this pandemic, I have found patients 
to be more open to discuss how they 
are feeling physically, emotionally, and 
mentally about their health and diag-
nosis. In my (biased) opinion, [receiv-
ing a diagnosis of] a GU malignancy is 
one of the most vulnerable diagnoses 
a patient can encounter. It’s always a 
special moment when I see that wall 
come down, that wall of fear and em-
barrassment about having to discuss 
not only a malignancy but also parts of 
their body they may have never talked 
about before. I think this pandemic 
has shown patients and even our so-
ciety that it is OK to talk with health 
care providers about how you are feel-
ing both physically and emotionally. It 
is exciting to see this shift and it is a 
reminder that cancer is not just a di-
agnosis of their physical body but also 
of the patient’s mental and emotional 
health.

Q: Can you think of situations in 
which, because of your training, 
APPs can be better utilized to en-
hance quality and efficiency of care 
for patients with GU cancer?

A: Although I am a GU oncology NP, 
there are numerous adverse events 
(AEs) from the management of these 
malignancies that require input from 
other disciplines of urology, including 
voiding dysfunction, sexual medicine, 
and endourology, requiring me to have 
knowledge in each of these areas. Hav-
ing training in all of urology during 
my fellowship has given me the tools 
and confidence to manage these issues 
on my own and the understanding of 
when to refer for a higher level of care. 
For example, the most common AEs 
of radical prostatectomy are urinary 
incontinence and erectile dysfunction. 
The fellowship allowed me to learn 
from our experts in each of these areas 
to appropriately manage patients on 
my own and [to gain] an understand-
ing of when to advance the level of care 
for possible surgical therapies. So I can 
confidently manage a postprostatecto-
my PSA [prostate-specific antigen] but 
also any other urologic concerns that 
arise post therapy. Another benefit that 
I and one of my supervising physicians, 
Dr Smith, identified is that I am able 
to commit more time to management 
of these significant life-altering issues 
and formulate surveillance plans for 
our patients, ultimately allowing him 
more time for new patients, operating, 
or seeing our more complex patients.

Regarding managing postsurgical 
complications in this population, hav-
ing spent time in the operating room as 
well as with our inpatient service has 
given me invaluable tools to acutely 
take care of patients in the possible 
urgent/emergent concerns in the post-
operative period. It gave me awareness 
to know what I can manage in the out-
patient versus when to admit someone 
for inpatient care.

Q: Over the next 5 years, how do 
you think the role of the APP will 
evolve, given the advancement 
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of diagnostic testing and plethora 
of new therapies (and indications) 
across the various tumor types?
A: It is certainly an exciting time, wit-
nessing and being a part of the advance-
ments in diagnostic tests as well as novel 
therapies in urologic oncology. APPs are 
and will continue to be critical in the 
implementation and education for pa-
tients during the advancement of new 
tests and therapies.

During the past few months, I have 
worked closely with our medical on-
cology team and the hereditary cancer 
clinic to bring germline testing into 
the urology clinic for [patients at high 
risk of prostate cancer who] qualify 
based on the latest NCCN [National 
Comprehensive Cancer Network] 
guidelines. As an APP, I have the time 
to both set up the logistics of having 
a new test to offer as well as the time 
to spend with patients educating them 
on germline testing in high-risk pros-
tate cancer. There have certainly been 
logistic hurdles along the way with 
incorporating a new test into our flow 
of these, but I have been fortunate to 
work with a multidisciplinary team to 
make this process both easy to under-
stand and streamlined for our patients. 
As we mature our process in offering 
genomic testing in the urology clinic, 
our hope is that this multidisciplinary 
approach can be adopted at other in-
stitutions nationwide. Across urologic 
oncology, there are new and develop-
ing testing and therapies, including 
prostate-specific membrane antigen 
scanning, blue light cystoscopy, and 
novel intravesical treatments. With 
these complex advances comes the 
increasing need for a team-based ap-
proach in the care of our patients. The 
APP plays a special role as a medical 
provider closely working with the phy-
sician in management, as the patient 
advocate, and as a liaison for the mul-
tidisciplinary approach that these ad-

vances will require us to take.
Of course, this will require APPs to 

stay prudent on learning these changes 
and updates. We have all our APPs join 
the American Urological Association, 
which has vast amounts of education, 
lectures, and of course guidelines. Like-
wise, we encourage having NCCN ac-
counts as well as memberships in the 
Society of Urologic Nurses and Asso-
ciates and other groups to keep our-
selves educated on the quickly chang-
ing landscape of urologic oncology.

Q: You are employed in a very 
highly specialized academic envi-
ronment. What do you think would 
be the major critical pieces that in-
dependent urology groups should 
be considering in order to incorpo-
rate APPs into their advanced can-
cer care model?
A: APP utilization in urology is a topic 
that [many of my colleagues and I] 
are always working to improve and 
maximize. Before incorporating APPs 
into advanced cancer care, it is critical 
to start early with adequate education 
and training. As APPs, we are trained 
in primary care, where we learn how 
to medically manage patients. But 
making the transition to specialize and 
focus on a particular discipline can be 
a difficult task. That is where urology 
groups must take responsibility to pro-
vide adequate time and resources for 
newly hired APPs (those who did not 
complete a fellowship) to learn how 
to confidently manage the breadth of 
urology patients, and in this case uro-
logic oncology patients. My APP col-
leagues and I have created a formal 
onboarding plan for newly hired APPs 
that requires more work on the front 
end but pays off when we have a new 
APP who can function independently.

Having worked in an independent 
urology group prior to becoming an 
NP, I have a good sense of the simi-

larities and differences of indepen-
dent groups versus academic urology. 
Regarding utilization of APPs, I don’t 
think our roles differ drastically. In in-
dependent urology groups, APPs likely 
work more as general providers [be-
cause] the physicians tend to see all ar-
eas of urology. If independent urology 
groups want to specialize their APPs 
into oncology roles, there are certainly 
efficient ways to do so.

Once you have an appropriately 
trained APP, the options for incorpo-
rating them into your advanced cancer 
care model are endless. An easy way 
to incorporate APPs into your model 
is to have the APP see the returns and 
[patients undergoing routine cancer 
surveillance]. This could be seeing pa-
tients for routine PSA monitoring or 
surveillance imaging and labs for pa-
tients with a history of urothelial carci-
noma or renal neoplasms. This allows 
our MDs more time to see the new pa-
tients, the more complex patients, and 
even more time in the operating room. 
We even take advantage of this model 
in our advanced prostate cancer clinic. 
Patients [doing well on therapy whose 
PSA is stable], I can see … indepen-
dently, draw labs, give any injections, 
address AEs/concerns, and send on 
their way, ultimately leaving Dr Mo-
ses more time with our new and more 
complex patients who often require 
extensive counseling and evaluation.

At Vanderbilt, our BCG/intravesical 
therapy clinic is managed by an APP. 
This includes not only giving patients 
their treatments but also managing 
AEs, questions, and concerns. This 
is an excellent way to utilize APPs, 
because intravesical therapies often 
come with a host of AEs that must be 
medically managed. Having an APP 
run an intravesical therapy clinic gives 
patients another provider who under-
stands their pathology, diagnosis, and 
scheduled treatment plan.
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When it comes to prostate cancer imaging, accurate detection lies in the details.1 And you 
can’t treat what you can’t detect. Using optimal technology, targets, tracers, and tools such 
as PET, PSMA, 18F, and AI systems could improve diagnostic performance and help pave 
the way for more informed prostate cancer treatment decisions.1-5

We are investigating ways to take imaging to the next level. 
Learn how at FoursightProstateCancer.com
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