
YONSA® is the only abiraterone acetate that is micronized, 
a process that increases surface area and enables more rapid 
dissolution and absorption.1

Discover more at YONSARx.com.

INDICATION
YONSA® (abiraterone acetate) in combination with 
methylprednisolone is indicated for the treatment of patients 
with metastatic castration-resistant prostate cancer (CRPC).

IMPORTANT SAFETY INFORMATION
WARNINGS AND PRECAUTIONS

Hypertension, Hypokalemia, and Fluid Retention Due to 
Mineralocorticoid Excess: YONSA® may cause hypertension, 
hypokalemia, and fl uid retention due to increased 
mineralocorticoid levels resulting from CYP17 inhibition. Monitor 
patients at least once a month. Control hypertension and correct 
hypokalemia before and during treatment with YONSA®.

Closely monitor patients whose underlying medical conditions 
might be compromised by increases in blood pressure, 
hypokalemia, or fl uid retention, such as those with heart failure, 
recent myocardial infarction, cardiovascular disease, or ventricular 
arrhythmia. In postmarketing experience, QT prolongation and 
Torsades de Pointes have been observed in patients who develop 
hypokalemia while taking abiraterone acetate.

The safety of YONSA® in patients with left ventricular ejection 
fraction <50%, or New York Heart Association (NYHA) Class III 
or IV heart failure (in Study 1) or NYHA Class II to IV heart failure 
(in Study 2), was not evaluated because these patients were 
excluded from randomized clinical trials.

Adrenocortical Insuffi  ciency: Adrenocortical insuffi  ciency 
(AI) was reported in patients receiving abiraterone acetate in 
combination with corticosteroid, following an interruption of 
daily steroids and/or with concurrent infection or stress. Monitor 
patients for symptoms and signs of AI, particularly if patients 
are withdrawn from corticosteroids, have corticosteroid dose 
reductions, or experience unusual stress. Symptoms and signs 
of AI may be masked by adverse reactions associated with 
mineralocorticoid excess seen in patients treated with YONSA®. 
Perform appropriate tests, if indicated, to confi rm AI. Increased 
dosages of corticosteroids may be used before, during, and after 
stressful situations.

Please see additional Important Safety Information on 
reverse side, and accompanying Full Prescribing Information. 
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IMPORTANT SAFETY INFORMATION (cont) 
WARNINGS AND PRECAUTIONS (cont)

Hepatotoxicity: In postmarketing experience, there has been 
abiraterone acetate-associated severe hepatic toxicity, including 
reports of fulminant hepatitis, acute liver failure, and deaths. Measure 
serum transaminases (ALT and AST) and bilirubin levels prior to 
starting treatment with YONSA®, every two weeks for the first three 
months of treatment, and monthly thereafter. In patients with baseline 
moderate hepatic impairment receiving a reduced YONSA® dose of 
125 mg, measure ALT, AST, and bilirubin prior to the start of treatment, 
every week for the first month, every two weeks for the following two 
months of treatment, and monthly thereafter.

Promptly measure serum total bilirubin, AST, and ALT if clinical 
symptoms or signs suggestive of hepatotoxicity develop. Elevations of 
AST, ALT, or bilirubin from the patient’s baseline should prompt more 
frequent monitoring. If at any time AST or ALT rise above five times 
the upper limit of normal (ULN), or the bilirubin rises above three  
times the ULN, interrupt YONSA® treatment and closely monitor  
liver function.

Re-treatment with YONSA® at a reduced dose level may take place 
only after return of liver function tests to the patient’s baseline, or to 
AST and ALT less than or equal to 2.5X ULN and total bilirubin less 
than or equal to 1.5X ULN.

Permanently discontinue treatment with abiraterone acetate for 
patients who develop a concurrent elevation of ALT greater than  
3X ULN and total bilirubin greater than 2X ULN in the absence  
of biliary obstruction or other causes responsible for the  
concurrent elevation. 

The safety of YONSA® re-treatment of patients who develop AST or 
ALT greater than or equal to 20X ULN and/or bilirubin greater than  
or equal to 10X ULN has not been evaluated. 

Increased Fractures and Mortality in Combination with Radium Ra 
223 Dichloride: YONSA® plus methylprednisolone is not recommended 
for use in combination with radium Ra 223 dichloride outside of  
clinical trials.

Increased incidences of fractures (28.6% vs 11.4%) and deaths (38.5% 
vs 35.5%) have been observed in patients who received abiraterone 
acetate plus a corticosteroid in combination with radium Ra 223 
dichloride compared to patients who received placebo in combination 
with abiraterone acetate plus a corticosteroid.

Embryo-Fetal Toxicity: The safety and efficacy of YONSA® have not 
been established in females. Based on animal reproductive studies and 
mechanism of action, YONSA® can cause fetal harm and loss of pregnancy 
when administered to a pregnant female. Advise males with female 
partners of reproductive potential to use effective contraception during 
treatment with YONSA® and for 3 weeks after the final dose of YONSA®.

Females who are pregnant or may be pregnant should not handle YONSA® 
tablets if broken, crushed, or damaged without protection, eg, gloves.

Hypoglycemia: Severe hypoglycemia has been reported when abiraterone 
acetate was administered to patients with pre-existing diabetes receiving 
medications containing thiazolidinediones (including pioglitazone) or 
repaglinide. Monitor blood glucose in patients with diabetes during and 
after discontinuation of treatment with abiraterone acetate. Assess if 
antidiabetic drug dosage needs to be adjusted to minimize the risk  
of hypoglycemia.
 
ADVERSE REACTIONS

The most common adverse reactions (≥10%) are fatigue, joint swelling  
or discomfort, edema, hot flush, diarrhea, vomiting, cough, hypertension, 
dyspnea, urinary tract infection, and contusion.

The most common laboratory abnormalities (>20%) are anemia, 
elevated alkaline phosphatase, hypertriglyceridemia, lymphopenia, 
hypercholesterolemia, hyperglycemia, elevated AST, hypophosphatemia, 
elevated ALT, and hypokalemia.
 
DRUG INTERACTIONS

Drugs that Inhibit or Induce CYP3A4 Enzymes: Based on in vitro  
data, YONSA® is a substrate of CYP3A4. In a drug interaction trial,  
co-administration of rifampin, a strong CYP3A4 inducer, decreased 
exposure of abiraterone by 55%. Avoid concomitant strong CYP3A4 
inducers during YONSA® treatment. If a strong CYP3A4 inducer must be 
co-administered, increase the YONSA® dosing frequency only during the 
co-administration period.

Effects of Abiraterone on Drug-Metabolizing Enzymes: Abiraterone 
is an inhibitor of the hepatic drug-metabolizing enzymes CYP2D6  
and CYP2C8. Avoid co-administration of abiraterone acetate with  
substrates of CYP2D6 with a narrow therapeutic index (eg, thioridazine). 
If alternative treatments cannot be used, exercise caution and consider a 
dose reduction of the concomitant CYP2D6 substrate drug. In a CYP2C8 
drug-drug interaction trial in healthy subjects, the AUC of pioglitazone 
(CYP2C8 substrate) was increased by 46% when pioglitazone was given 
together with an abiraterone acetate single-dose equivalent to YONSA® 
500 mg. Therefore, patients should be monitored closely for signs of 
toxicity related to a CYP2C8 substrate with a narrow therapeutic index  
if used concomitantly with abiraterone acetate.

Please see accompanying Full Prescribing Information.
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by LISETTE HILTON

In this article, 3 experts share their views on the past controversy and current practice of testosterone
replacement therapy in men with prostate cancer. 
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O ur cover feature this month illus-
trates how quickly the practice of 
medicine can change. According 
to author Wayne J.G. Hellstrom, 

MD, 2 decades ago, “3 of maybe 300 to 400 urol-
ogists” would have given testosterone to a man 
with prostate cancer, whereas today “proba-
bly 75% to 80%” of them would do so. In this 
article, Hellstrom, Arthur L. Burnett II, MD, 
and Mohit Khera, MD, discuss the evolution of 
testosterone therapy in men with the disease. 
Their insights on this changing ! eld make for a 
compelling read.

Other clinical highlights include February’s 
installment of Urologists in Cancer Care™, 
in which Nour Abdallah, MD; Rebecca 
A. Campbell, MD; and Samuel Haywood, 
MD, discuss race-based adjustment of esti-
mated glomerular ! ltration rate (eGFR). “As 
other factors such as access to care, socioeco-
nomic conditions, patient preference, and other 
unknown confounders might have played a 
role in the observed disparity, it is still unclear 
whether overestimating the postoperative eGFR 
of Black patients contributes to the lower use of 
nephron-sparing approaches in this population,” 
the authors write.

In this issue we also recap the 23rd Annual 
Meeting of the Society of Urologic Oncology, 
focusing on bladder and prostate cancer research. 
Among the studies featured are presentations 
on blue light cystoscopy as an adjunct to white 
light cystoscopy in non–muscle-invasive bladder 
cancer, a subgroup analysis of the phase 3 HERO 
trial (NCT03085095) of relugolix (Orgovyx) 
in advanced prostate cancer, and the use of 
18F-rhPSMA-7.3 PET prior to prostatectomy.

Also look for a recent interview with 
Amanda C. North, MD, chair of the American 
Urological Association (AUA) Data Committee, 
who provides an in-depth discussion of data 
collected from the 2021 AUA Annual Census. 
“Interestingly, more than 90% of residents who 

had a child during residency—both men and 
women—felt very supported by their programs,” 
North said. “One encouraging thing is it seems 
like colleagues and program directors are very 
supportive of [residents] having babies during 
residency. I found that positive, and I didn’t 
expect it.”

In Coding Q&A, Jonathan Rubenstein, MD, 
and Mark Painter answer questions about billing 
for open radical nephrectomy with retroperito-
neal lymph node dissection and for kidney stone 
treatment using a holmium laser and ureteros-
copy. In Practice Matters, Robert A. Dowling, 
MD, examines the Cleveland Clinic’s recent 
move to charge for portal use and offers advice 
to providers weighing the adoption of such 
a policy, an important decision that he says 
“should be made in the context of your practice 
culture and style.” In Money Matters, Jeff Witz, 
CFP, reviews factors to consider when trying 
to decide the timing of Social Security bene-
! ts. “Unfortunately, there is no one-size-! ts-all 
answer to when you should start receiving Social 
Security bene! ts,” he writes.

For this month’s Speak Out, Karen Nash asked 
3 urologists what they expect to see in their prac-
tice this year. Michael Cox, MD, from Savannah, 
Georgia, said that he hopes for “continuing 
improvement in standards of care when  we’re 
talking about [prostate-speci! c antigen] screening 
and prostate cancer diagnosis and treatment.”

We close this issue with Malpractice Consult, 
in which Acacia Brush Perko, Esq, describes 
the case of a man who underwent transurethral 
microwave thermotherapy for benign pros-
tatic hyperplasia and subsequently ! led a lawsuit 
alleging negligence and medical malpractice. 

As always, thank you for reading. •

The shi!  in testosterone 
therapy in prostate cancer

MIKE HENNESSY JR
Mike Hennessy Jr is president and CEO of 
Urology Times®’ parent company, MJH Life Sciences®.
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Have feedback? Send your comments
to Cookson, c/o Urology Times®, 
at UTeditors@mjhlifesciences.com.

T here was a time when being a good urologist was 
synonymous with being an outstanding surgeon. But 
although surgery remains at the core of our practice 

and we still value surgical skills highly, we must now be more 
than technicians for our patients with cancer. No longer can 
we simply perform a technically magni! cent radical prostatec-
tomy, nephrectomy, cystectomy, or nephroureterectomy and 
treat it like a walk-off home run. When better outcomes exist, 
we have an obligation to inform patients of additional treat-
ment options, and this is just as important as the presurgical 
counseling and postoperative care we provide.

Ours is an exciting, rapidly changing world, where scienti! c 
discoveries and practice-changing trials are being reported more 
frequently than ever, including in prostate and other urologic 
cancers. Unfortunately, many of these trials are reported at inter-
national conferences not regularly attended by urologists. And 
although the multidisciplinary nature of our care may vary by 
practice type and setting, we cannot ignore data emerging from 
well-conducted randomized trials demonstrating improved 
outcomes with additional postoperative therapy. Now, more than 
ever, we need to embrace the expertise and added value we can 
offer patients via a comprehensive multidisciplinary approach.

The management of postprostatectomy patients with adverse 
pathologic features has been in" uenced by such studies. In the 
not-so-distant past, patients with high-risk features, including 
high-grade disease, seminal vesicle involvement, extracapsular 
extension, and positive margins, were encouraged to undergo 
adjuvant radiation therapy based on such trials as SWOG 8794 
(NCT00394511).1 However, overtreatment and adverse events 
from adjuvant radiation therapy in the early postop period 
tempered enthusiasm for this approach, and many patients were 
relegated to “way late” treatment. Fortunately, results from 3 
randomized trials (RAVES [NCT00860652], RADICALS-RT 
[NCT00541047], and GETUG-AFU-17 [NCT00667069]) 
that were con! rmed by meta-analysis indicate that early salvage 
radiation therapy is noninferior to adjuvant radiation for post-
surgical treatment of high-risk prostate cancer.2-5 This allows 
patients time for functional recovery after surgery and facilitates 
the selection of postsurgical patients who will truly bene! t from 
radiation treatment: those with low but detectable PSA values. 
The use of prostate-speci! c membrane antigen PET scans will 
undoubtedly further re! ne this approach.

Patients who have undergone renal surgery and are at high 
risk for recurrence are also potential candidates for additional 
therapy based on certain pathologic features. Following radi-
cal nephrectomy, patients with high-risk renal cell carcinoma 

may bene! t from adjuvant immunotherapy. In the Keynote-564 
trial [NCT03142334], patients at high risk for recurrence were 
randomized after radical nephrectomy to receive placebo or 
pembrolizumab (Keytruda), a monoclonal antibody against 
programmed cell death 1.6 The interim results, reported with a 
follow-up of 24 months, demonstrated adjuvant pembrolizumab 
was associated with about a 10% improvement in disease-free 
survival. Although these results are promising, overall survival 
data have not yet been reported and will be extremely import-
ant in garnering further enthusiasm and setting the stage for 
additional adjuvant recommendations in this context. However, 
urologists must be aware that adjuvant pembrolizumab is now 
an option after radical nephrectomy for renal cell carcinoma.

Important new data are also available for the management of 
urothelial cell carcinoma. The bene! t of chemotherapy before 
surgery for patients with muscle-invasive bladder cancer has been 
known for more than 20 years. However, for a variety of reasons, 
as many as 40% to 50% of patients may not receive chemother-
apy prior to cystectomy. Fortunately, new information from a 
recently completed trial on the use of adjuvant immunother-
apy with nivolumab (Opdivo) after radical cystectomy means 
that the medication can now be considered for patients with 
high-risk pathologic features irrespective of prior chemother-
apy status. With more than 20 months of follow-up, adjuvant 
nivolumab reduced the risk of disease recurrence after cystectomy 
by 30%.7 This effect was even more pronounced among those 
with programmed death ligand 1 expression greater than or equal 
to 1%: disease-free survival for them improved by 45%. Based on 
these results, nivolumab is currently considered an option for adju-
vant therapy. Additionally, adjuvant cisplatin-based chemotherapy 
is also an option for eligible patients with adverse features. For 
patients with high-risk upper tract urothelial cell carcinoma, level 
1 evidence supports the use of adjuvant cisplatin-based chemo-
therapy. This data is based on the POUT trial (NCT01993979), a 
randomized study of high-risk patients after nephroureterectomy 
that compared observation vs 4 months of adjuvant chemother-
apy.8 High-risk patients were those with tumor stages greater than 
or equal to pT2, evidence of lymph node invasion, or both. At a 
median follow-up of 2.5 years, receipt of adjuvant chemotherapy 
signi! cantly improved disease-free survival.

We are thus entering a new era for patients with urologic 
malignancies. The good urologic surgeon will be experienced 
and technically savvy, and the great surgeon will not only operate 
with precision but will also accurately identify and guide those at 
high-risk for recurrence or metastases. •
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FDA approves nadofaragene 
firadenovec for high-risk NMIBC
The FDA has approved nadofaragene !rade-
novec-vncg (Adstiladrin) for the treatment of 
patients with high-risk BCG-unresponsive non–
muscle-invasive bladder cancer (NMIBC) with 
carcinoma in situ (CIS) with or without papil-
lary tumors.1

The FDA based its decision on a study 
that included 157 patients with high-risk 
BCG-unresponsive NMIBC. Of these patients, 
98 had BCG-unresponsive CIS with or without 
papillary tumors and could be evaluated  
for response.

Overall, nadofaragene !radenovec, a nonrep-
licating adenoviral vector–based gene therapy, 
induced a complete response in 51% of patients. 
The median response duration was 9.7 months. 
Of responders, 46% remained in complete 
response at 1 year.

“This approval provides health care profes-
sionals with an innovative treatment option 
for patients with high-risk non–muscle-inva-
sive bladder cancer that is unresponsive to BCG 
therapy,” Peter Marks, MD, PhD, director of 
the FDA’s Center for Biologics Evaluation and 
Research, stated in a press release. “[This] action 
addresses an area of critical need. The FDA 
remains committed to facilitating the develop-
ment and approval of safe and effective cancer 
treatments.”

According to the FDA, the most common 
adverse reactions associated with Adstiladrin 
include bladder discharge, fatigue, bladder 
spasm, urinary urgency, hematuria, chills, fever, 
and painful urination.

REFERENCE
1. FDA approves first gene therapy for the treatment 
of high-risk, non-muscle-invasive bladder cancer. 
News Release. FDA. December 16, 2022. Accessed 
December 16, 2022. https://bit.ly/3Qxai9X

CPT code 64590 confirmed 
by CMS for eCoin tibial 
neurostimulator
The Centers for Medicare & Medicaid Services 
(CMS), Division of Outpatient Care, has con!rmed 
that CPT code 64590 applies to eCoin, a leadless 
tibial neurostimulator approved by the FDA for the 
treatment of urinary urge incontinence.1

The eCoin device is a tibial neurostimulator 
with the shape and size of a nickel. It is implanted 
in the lower leg under local anesthetic in an 
of!ce or as an outpatient procedure by a urol-
ogist or urogynecologist. The procedure takes 
about 20 minutes.

Valencia Technologies, the developer of eCoin, 
reported in a news release that the CMS had 
responded to its New Technology Ambulatory 
Payment Classi!cation (APC) application with a 
letter stipulating that, “the eCoin technology did 
not qualify for a New Technology APC assign-
ment because it is already described by existing 
CPT code 64590.” According to Valencia, CPT 
code 64590 is assigned to APC 5464.

The company also explained in its press release 
that the CY2023 unadjusted, national average 
payment rate for CMS Hospital Outpatient 
APC 5464 is $21,515.36 (CY22 $20,912.55). 
Additionally, the CY2023 ASC unadjusted, 
national average payment rate for APC 5464 is 
$19,333.45 (CY22 $18,431.64).

“This is a major milestone and will help ensure 
that hospitals and ambulatory surgery centers 
can have con!dence in the coding and reim-
bursement path for eCoin for quali!ed patients 
when medical necessity criteria have been met. 
Given the reported high prevalence of urgency 
urinary incontinence, this is a signi!cant devel-
opment toward recognizing and treating a poorly 
managed medical condition,” Ann Decker, 
vice president of Reimbursement for Valencia 
Technologies, said in a news release. “CMS’s 
position is supported by published clinical 
evidence demonstrating the safety and effec-
tiveness of the eCoin device for the treatment of 
urgency urinary incontinence.”

REFERENCE
1. CMS confirms CPT code 64590 for eCoin tibial 
neurostimulator. News release. Valencia Technologies 
Corporation. December 14, 2022. Accessed December 
14, 2022. https://prn.to/3C42Tcb

FDA grants priority review 
to frontline pembrolizumab/
enfortumab vedotin
The FDA has granted a priority review desig-
nation to supplemental Biologics License 
Applications (sBLAs) for the combination of 
enfortumab vedotin-ejfv (Padcev) and pembroli-
zumab (Keytruda) in the frontline treatment of 
cisplatin-ineligible patients with locally advanced 
or metastatic urothelial cancer.1

The sBLAs are supported by !ndings from 
cohorts A and K of the phase 1b/2 EV-103 trial 
(KEYNOTE KN-869; NCT03288545). Under 
the Prescription Drug User Fee Act, the FDA is 
scheduled to make a !nal decision on the sBLAs 
by April 21, 2023.

Overall, the multicohort, open-label, multi-
center EV-103 trial evaluated the antibody-drug 
conjugate enfortumab vedotin alone and with 
different combinations of anticancer therapies as 
a !rst- and second-line treatment in patients with 
locally advanced or metastatic urothelial cancer.

The dose-escalation and dose-expansion cohort 
A of the trial enrolled 45 patients with locally 
advanced or metastatic urothelial cancer who were 
not eligible for cisplatin-based chemotherapy.2 
All patients received enfortumab vedotin plus the 
immune checkpoint inhibitor pembrolizumab.

Results from this cohort showed that the 
combination led to an objective response rate 
(ORR) of 73.3% (n = 33), comprising a 
15.6% complete response rate and a 
57.8% partial response rate. The median dura-
tion of response was 25.6 months and the 
median overall survival was 26.1 months.

REFERENCES
1. Astellas, Seagen and Merck announce FDA acceptance 
of supplemental biologics license applications for PADCEV 
(enfortumab vedotin-ejfv) with KEYTRUDA (pembroli-
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with locally advanced or metastatic urothelial cancer. 
News release. Astellas Pharma Inc. December 20, 2022. 
Accessed December 20, 2022. https://prn.to/3FJNpLf
2. Hoimes CJ, Flaig TW, Milowsky MI, et al. Enfortumab 
vedotin plus pembrolizumab in previously untreated 
advanced urothelial cancer. J Clin Oncol. 2023;41(1):22-31. 
doi:10.1200/JCO.22.01643
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C urrent equations for determining estimated glomeru-
lar !ltration rate (eGFR) contain coef!cients that adjust 
eGFR for Black patients. These race coef!cients were 

added to standardize for noted differences in serum creatinine 
(SCr) levels between Black and non-Black patients with similar 
GFR.1 Race-based equations, including the 1999 Modi!cation 
of Diet in Renal Disease (MDRD) study (NCT04364113) and 
the 2009 Chronic Kidney Disease Epidemiology Collaboration 
(CKD-EPI), apply a multiplicative coef!cient for Black patients 
of 1.16 and 1.21, respectively.2,3 However, race-based equations 
have been questioned by the medical community, which has 
broadly discussed removing the coef!cients from these equa-
tions because of multiple concerns.

First, adjusting for race may be problematic given that race is 
a social—not biological—construct and may be susceptible to 
signi!cant bias, especially when assumed by physicians and other 
medical staff. In addition, race can represent a genetically and 
socially heterogeneous group.4 Indeed, the observed signi!cant 
increase in SCr levels that led to the adoption of the race coef-
!cients was only noted in patients with at least 50% of African 
genetic ancestry compared with those with less than 25% when 
looking at the global ancestry proportions derived from genome-
scale genetic data.5 Thus, there may be a need to rede!ne the 
Black patients who require an added coef!cient to the equations 
or to abandon these coef!cients altogether. 

Furthermore, the methodologies of the studies that developed 
the CKD-EPI and MDRD equations have been criticized for 
several reasons. Importantly, the process for reporting race is not 
entirely clear—whether it was self-reported or identi!ed by study 
personnel—and race itself is an estimated variable that cannot 
be objectively measured. Additionally, only 12% of the recruited 
patients in the MDRD study were Black. Seventy percent of 
Black patients in the CKD-EPI study had renal disease due to 
hypertension, whereas other racial groups had a wider variety and 
degree of kidney disease.2,3,6 In the MDRD study, it was believed 
that the higher SCr levels observed in Black patients were 
accounted for by greater muscle mass. However, this conclusion 
was not supported by any evidence in the literature, and assuming 
a difference in muscle mass based on a social rather than biologi-
cal construct is questionable.1,3-5,7 

In July 2020, the American Society of Nephrology and the 
National Kidney Foundation formed a task force that advised the 
discontinuation of these equations and advocated for adoption of 
the CKD-EPI creatinine equation re!t for American adults (2021 

CKD-EPI re!t), which includes creatinine, age, and sex without a 
coef!cient for race.8 The goal was that race-free equations would 
result in more accurate diagnosis of kidney disease, better surveil-
lance, more appropriate specialist referral, and earlier quali!cation 
for renal transplantation.9 Indeed, when adopting the CKD-EPI 
re!t in millions of patients, data from the US National Health and 
Nutrition Examination Survey 2011-2018 demonstrated a reclas-
si!cation of 3.9% of Black patients into worse CKD stages and a 
2.9% increase in the prevalence of abnormal renal function prev-
alence (eGFR < 60 mL/min/1.73 m2).10 Similarly, another study 
showed that at lower measured eGFRs (< 20 mL/min/1.73 m2), 
there was signi!cant reclassi!cation improvement (+6.4%) in Black 
patients when using the CKD-EPI re!t equation, which could 
have implications for access to CKD resources.11 In contrast, the 
removal of race coef!cients could potentially have negative conse-
quences, such as decreasing the eligibility of Black patients for 
clinical trials, kidney donation, and prescriptions for certain anti-
biotics and other medications at ef!cacious doses.4,9

The race-based renal function equations also affect urologic 
oncology. The incidence of renal cell carcinoma has been contin-
uously rising,12 especially in Black patients, who have also 
demonstrated lower survival rates than non-Black patients, even 
when adjusting for known predictors of survival.13 The American 
Urological Association Renal Mass and Localized Renal Cancer 
Guidelines recommend estimating the postoperative eGFR in 
patients with renal mass to prioritize partial nephrectomy (PN) 
over radical nephrectomy (RN) when the postoperative eGFR will 
be less than 45 mL/min/1.73 m2, among other conditions.14 PN 
has been shown to have lower overall mortality and risk of devel-
oping CKD compared with RN.15 Black patients have been shown 
to be less likely to undergo PN than non-Black patients, despite 
their higher prevalence and risk of CKD.16 Among speculative 
causes behind this racial disparity, the preoperative assessment of 
renal function through race-based equations of eGFR could be 
playing a part, to some extent, in the decreased utilization of PN 
in Black patients as well as their decreased survival.2,4,17 

To explore this, a retrospective review of 6327 patients who 
underwent PN or RN from 2005 to 2020 at Cleveland Clinic was 
conducted.18 Overall, 10.3% of patients were Black. Compared 
with non-Black patients, Black patients had higher comorbid-
ity rates and lower preoperative eGFR. Black patients had lower 
overall PN rates than non-Black patients (49% vs 57%; P < .001). 
On multivariable logistic regression analysis, Black race was 
inversely associated with PN receipt (odds ratio, 0.76 [0.61-0.96]; 
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P = .001). When using the new CKD-EPI re! t equation preoperatively, 27% of 
Black patients would have been reclassi! ed in worse CKD stages, which might 
have increased PN indications in this population. When trying to predict the 
surgery type received by Black patients based on the preoperative eGFR, using 
the CKD-EPI re! t equation increased their probability of having a PN by 1.1%, 
compared with using the CKD-EPI equation. As other factors such as access to 
care, socioeconomic conditions, patient preference, and other unknown confound-
ers might have played a role in the observed disparity, it is still unclear whether 
overestimating the postoperative eGFR of Black patients contributes to the lower 
use of nephron-sparing approaches in this population. Future studies need to focus 
on this hypothesis by comparing the management and outcomes of Black patients 
with renal tumors when using race-based and race-free equations to predict post-
operative eGFR. •
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Indication
JEVTANA is a microtubule inhibitor indicated in combination with 
prednisone for treatment of patients with metastatic castration-
resistant prostate cancer (mCRPC) previously treated with a 
docetaxel-containing treatment regimen.

Important Safety Information

WARNING: NEUTROPENIA AND HYPERSENSITIVITY 
Neutropenia: Neutropenic deaths have been reported. Monitor 
for neutropenia with frequent blood cell counts. JEVTANA is 
contraindicated in patients with neutrophil counts of ≤1,500 
cells/mm3. Primary prophylaxis with G-CSF is recommended 
in patients with high-risk clinical features. Consider primary 
prophylaxis with G-CSF in all patients receiving a dose of 
25 mg/m2. 
Severe hypersensitivity: Severe hypersensitivity reactions 
can occur and may include generalized rash/erythema, hypo-
tension and bronchospasm. Severe hypersensitivity reactions 
require immediate discontinuation of the JEVTANA infusion 
and administration of appropriate therapy. Patients should 
receive premedication. JEVTANA is contraindicated in patients 
who have a history of severe hypersensitivity reactions to 
cabazitaxel or to other drugs formulated with polysorbate 80.

CONTRAINDICATIONS
JEVTANA is contraindicated in patients with neutrophil counts of 
≤1,500/mm3, patients with a history of severe hypersensitivity reactions 
to cabazitaxel or to other drugs formulated with polysorbate 80, and 
patients with severe hepatic impairment (total bilirubin >3x upper limit 
of normal (ULN)). 

WARNINGS AND PRECAUTIONS
Bone Marrow Suppression (BMS): BMS manifested as neutropenia, 
anemia, thrombocytopenia and/or pancytopenia may occur. Neutropenic 
deaths have been reported. Monitor blood counts frequently to determine 
if initiation of G-CSF and/or dosage modification is needed. Monitoring 
of complete blood counts is essential on a weekly basis during cycle 1 and 
before each treatment cycle thereafter so that the dose can be adjusted, if 
needed. Caution is recommended in patients with hemoglobin <10 g/dl.
Increased Toxicities in Elderly Patients: Patients ≥65 years of age 
were more likely to experience fatal outcomes not related to disease 
progression and certain adverse reactions, including neutropenia and 
febrile neutropenia. Monitor closely.

Hypersensitivity Reactions: Severe hypersensitivity reactions can 
occur. Premedicate all patients with antihistamines, corticosteroids and 
H

2 antagonists prior to JEVTANA. Observe patients closely, especially 
during the first and second infusions. Discontinue JEVTANA immediately 
if severe hypersensitivity occurs and treat as indicated.

Gastrointestinal (GI) Adverse Reactions: Nausea, vomiting, and 
severe diarrhea may occur. Death related to diarrhea and electrolyte 
imbalance occurred in the randomized clinical trials and mortality related 
to diarrhea has been reported. Intensive measures may be required for 
severe diarrhea and electrolyte imbalance. Rehydrate and treat with 
antiemetics and antidiarrheals as needed. If experiencing grade ≥3 
diarrhea, dosage should be modified.

GI hemorrhage and perforation, ileus, enterocolitis, neutropenic 
enterocolitis, including fatal outcome, have been reported. Risk may 
be increased with neutropenia, age, steroid use, concomitant use of 
NSAIDs, antiplatelet therapy or anticoagulants, and prior history of 
pelvic radiotherapy, adhesions, ulceration and GI bleeding. Abdominal 
pain and tenderness, fever, persistent constipation, diarrhea, with or 
without neutropenia, may be early manifestations of serious GI toxicity 
and should be evaluated and treated promptly. JEVTANA treatment 
delay or discontinuation may be necessary.

Renal Failure: Cases, including those with fatal outcomes, have been 
reported. Identify cause and manage aggressively.

Urinary Disorders including Cystitis: Cystitis, radiation cystitis, and 
hematuria, including that requiring hospitalization, has been reported with 
JEVTANA in patients who previously received pelvic radiation. Cystitis 
from radiation recall may occur late in treatment with JEVTANA. Monitor 
patients who previously received pelvic radiation for signs and symptoms 
of cystitis while on JEVTANA. Interrupt or discontinue JEVTANA in 
patients experiencing severe hemorrhagic cystitis. Medical and/or surgical 
supportive treatment may be required to treat severe hemorrhagic cystitis.

Respiratory Disorders: Interstitial pneumonia/pneumonitis, interstitial 
lung disease and acute respiratory distress syndrome have been reported 
and may be associated with fatal outcome. Patients with underlying lung 
disease may be at higher risk for these events. Acute respiratory distress 
syndrome may occur in the setting of infection. Interrupt JEVTANA if new 
or worsening pulmonary symptoms develop. Closely monitor, promptly 
investigate, and appropriately treat patients receiving JEVTANA. Consider 
discontinuation. The benefit of resuming JEVTANA treatment must be 
carefully evaluated.

Use in Patients with Hepatic Impairment: JEVTANA dose should be 
reduced for patients with mild (total bilirubin >1 to ≤1.5 x ULN or AST 
>1.5 x ULN) and moderate (total bilirubin >1.5 to ≤3.0 x ULN and any 
AST) hepatic impairment, based on tolerability data in these patients. 
Administer JEVTANA 20 mg/m2 for mild hepatic impairment. Administer 
JEVTANA 15 mg/m2 for moderate hepatic impairment. Monitor closely.

Embryo-Fetal Toxicity: JEVTANA can cause fetal harm and loss of 
pregnancy. Advise males with female partners of reproductive potential 
to use effective contraception during treatment and for 3 months after 
the last dose of JEVTANA.

ADVERSE REACTIONS (ARs)
The most common all grades adverse reactions and laboratory abnor-
malities (≥10%) with JEVTANA 20 mg/m² or 25 mg/m² are neutropenia, 
anemia, diarrhea, nausea, fatigue, asthenia, vomiting, hematuria, 
constipation,  decreased appetite, back pain, and abdominal pain.

DRUG INTERACTIONS
Avoid coadministration of JEVTANA with strong CYP3A inhibitors. 
If patients require coadministration of a strong CYP3A inhibitor, 
consider a 25% JEVTANA dose reduction.

USE IN SPECIFIC POPULATIONS
•  Pregnancy: The safety and efficacy of JEVTANA have not been 

established in females. There are no human data on the use of 
JEVTANA in pregnant women to inform the drug-associated risk.

•  Lactation: The safety and efficacy of JEVTANA have not been 
established in females. There is no information available on the 
presence of JEVTANA in human milk, the effects of the drug on 
the breastfed infant, or the effects of the drug on milk production.

•  Females and Males of Reproductive Potential: Advise male 
patients with female partners of reproductive potential to use 
effective contraception during treatment and for 3 months after 
the last dose of JEVTANA.

Please see Brief Summary of full Prescribing Information, 
including Boxed WARNING on following pages.

© 2021 sanofi-aventis U.S. LLC. All rights reserved.         MAT-US-2104856-v1.0-05/2021

mCRPC=metastatic castration-resistant prostate cancer; OS=overall survival; rPFS=radiographic progression-free survival.

1. JEVTANA Prescribing Information. Bridgewater, NJ: sanofi-aventis U.S. LLC.  2. de Wit R, de Bono J, Sternberg CN, et al; for the CARD Investigators. 
Cabazitaxel versus abiraterone or enzalutamide in metastatic prostate cancer. N Engl J Med. 2019;381(26):2506-2518. 

HEAD-TO-HEAD CARD DATA MAY

CHANGE HOW YOU 
SEE JEVTANA

CARD Trial: JEVTANA combined with prednisone demonstrated improved efficacy outcomes when compared with a 
second androgen-signaling-targeted inhibitor (ASTI) (abiraterone or enzalutamide), in mCRPC patients who had previously 
received a docetaxel-containing regimen.1

CARD Trial Design: A randomized, open-label, multicenter trial in patients (N=255) with mCRPC who previously received 
docetaxel and had progressed within 12 months on an androgen-signaling-targeted inhibitor—either abiraterone or 
enzalutamide. These patients were randomized 1:1 to JEVTANA (n=129) or abiraterone or enzalutamide (n=126); patients 
received abiraterone if they were previously treated with enzalutamide, or enzalutamide if they were previously treated 
with abiraterone.1,2

rPFS 
(median 8.0 months [95% CI:
5.7-9.2] with JEVTANA [n=129 vs
3.7 months [95% CI: 2.8-5.1] with
abiraterone or enzalutamide [n=126]; 
HR=0.54; 95% CI: 0.40-0.73; 
P<0.0001).1

relative reduction in risk of death
(median OS, 13.6 months [95% CI: 11.5-17.5] 
with JEVTANA [n=129] vs 11.0 months [95% CI: 
9.2-12.9] with abiraterone or enzalutamide [n=126]; 
HR=0.64; 95% CI: 0.46-0.89; P=0.008).1,2

At the cutoff date, 153 deaths were noted, with 70 (54.3%) in the JEVTANA 
group and 83 (65.9%) in the abiraterone or enzalutamide group.2

2X 36%



Indication
JEVTANA is a microtubule inhibitor indicated in combination with 
prednisone for treatment of patients with metastatic castration-
resistant prostate cancer (mCRPC) previously treated with a 
docetaxel-containing treatment regimen.

Important Safety Information

WARNING: NEUTROPENIA AND HYPERSENSITIVITY 
Neutropenia: Neutropenic deaths have been reported. Monitor 
for neutropenia with frequent blood cell counts. JEVTANA is 
contraindicated in patients with neutrophil counts of ≤1,500 
cells/mm3. Primary prophylaxis with G-CSF is recommended 
in patients with high-risk clinical features. Consider primary 
prophylaxis with G-CSF in all patients receiving a dose of 
25 mg/m2. 
Severe hypersensitivity: Severe hypersensitivity reactions 
can occur and may include generalized rash/erythema, hypo-
tension and bronchospasm. Severe hypersensitivity reactions 
require immediate discontinuation of the JEVTANA infusion 
and administration of appropriate therapy. Patients should 
receive premedication. JEVTANA is contraindicated in patients 
who have a history of severe hypersensitivity reactions to 
cabazitaxel or to other drugs formulated with polysorbate 80.

CONTRAINDICATIONS
JEVTANA is contraindicated in patients with neutrophil counts of 
≤1,500/mm3, patients with a history of severe hypersensitivity reactions 
to cabazitaxel or to other drugs formulated with polysorbate 80, and 
patients with severe hepatic impairment (total bilirubin >3x upper limit 
of normal (ULN)). 

WARNINGS AND PRECAUTIONS
Bone Marrow Suppression (BMS): BMS manifested as neutropenia, 
anemia, thrombocytopenia and/or pancytopenia may occur. Neutropenic 
deaths have been reported. Monitor blood counts frequently to determine 
if initiation of G-CSF and/or dosage modification is needed. Monitoring 
of complete blood counts is essential on a weekly basis during cycle 1 and 
before each treatment cycle thereafter so that the dose can be adjusted, if 
needed. Caution is recommended in patients with hemoglobin <10 g/dl.
Increased Toxicities in Elderly Patients: Patients ≥65 years of age 
were more likely to experience fatal outcomes not related to disease 
progression and certain adverse reactions, including neutropenia and 
febrile neutropenia. Monitor closely.

Hypersensitivity Reactions: Severe hypersensitivity reactions can 
occur. Premedicate all patients with antihistamines, corticosteroids and 
H

2 antagonists prior to JEVTANA. Observe patients closely, especially 
during the first and second infusions. Discontinue JEVTANA immediately 
if severe hypersensitivity occurs and treat as indicated.

Gastrointestinal (GI) Adverse Reactions: Nausea, vomiting, and 
severe diarrhea may occur. Death related to diarrhea and electrolyte 
imbalance occurred in the randomized clinical trials and mortality related 
to diarrhea has been reported. Intensive measures may be required for 
severe diarrhea and electrolyte imbalance. Rehydrate and treat with 
antiemetics and antidiarrheals as needed. If experiencing grade ≥3 
diarrhea, dosage should be modified.

GI hemorrhage and perforation, ileus, enterocolitis, neutropenic 
enterocolitis, including fatal outcome, have been reported. Risk may 
be increased with neutropenia, age, steroid use, concomitant use of 
NSAIDs, antiplatelet therapy or anticoagulants, and prior history of 
pelvic radiotherapy, adhesions, ulceration and GI bleeding. Abdominal 
pain and tenderness, fever, persistent constipation, diarrhea, with or 
without neutropenia, may be early manifestations of serious GI toxicity 
and should be evaluated and treated promptly. JEVTANA treatment 
delay or discontinuation may be necessary.

Renal Failure: Cases, including those with fatal outcomes, have been 
reported. Identify cause and manage aggressively.

Urinary Disorders including Cystitis: Cystitis, radiation cystitis, and 
hematuria, including that requiring hospitalization, has been reported with 
JEVTANA in patients who previously received pelvic radiation. Cystitis 
from radiation recall may occur late in treatment with JEVTANA. Monitor 
patients who previously received pelvic radiation for signs and symptoms 
of cystitis while on JEVTANA. Interrupt or discontinue JEVTANA in 
patients experiencing severe hemorrhagic cystitis. Medical and/or surgical 
supportive treatment may be required to treat severe hemorrhagic cystitis.

Respiratory Disorders: Interstitial pneumonia/pneumonitis, interstitial 
lung disease and acute respiratory distress syndrome have been reported 
and may be associated with fatal outcome. Patients with underlying lung 
disease may be at higher risk for these events. Acute respiratory distress 
syndrome may occur in the setting of infection. Interrupt JEVTANA if new 
or worsening pulmonary symptoms develop. Closely monitor, promptly 
investigate, and appropriately treat patients receiving JEVTANA. Consider 
discontinuation. The benefit of resuming JEVTANA treatment must be 
carefully evaluated.

Use in Patients with Hepatic Impairment: JEVTANA dose should be 
reduced for patients with mild (total bilirubin >1 to ≤1.5 x ULN or AST 
>1.5 x ULN) and moderate (total bilirubin >1.5 to ≤3.0 x ULN and any 
AST) hepatic impairment, based on tolerability data in these patients. 
Administer JEVTANA 20 mg/m2 for mild hepatic impairment. Administer 
JEVTANA 15 mg/m2 for moderate hepatic impairment. Monitor closely.

Embryo-Fetal Toxicity: JEVTANA can cause fetal harm and loss of 
pregnancy. Advise males with female partners of reproductive potential 
to use effective contraception during treatment and for 3 months after 
the last dose of JEVTANA.

ADVERSE REACTIONS (ARs)
The most common all grades adverse reactions and laboratory abnor-
malities (≥10%) with JEVTANA 20 mg/m² or 25 mg/m² are neutropenia, 
anemia, diarrhea, nausea, fatigue, asthenia, vomiting, hematuria, 
constipation,  decreased appetite, back pain, and abdominal pain.

DRUG INTERACTIONS
Avoid coadministration of JEVTANA with strong CYP3A inhibitors. 
If patients require coadministration of a strong CYP3A inhibitor, 
consider a 25% JEVTANA dose reduction.

USE IN SPECIFIC POPULATIONS
•  Pregnancy: The safety and efficacy of JEVTANA have not been 

established in females. There are no human data on the use of 
JEVTANA in pregnant women to inform the drug-associated risk.

•  Lactation: The safety and efficacy of JEVTANA have not been 
established in females. There is no information available on the 
presence of JEVTANA in human milk, the effects of the drug on 
the breastfed infant, or the effects of the drug on milk production.

•  Females and Males of Reproductive Potential: Advise male 
patients with female partners of reproductive potential to use 
effective contraception during treatment and for 3 months after 
the last dose of JEVTANA.

Please see Brief Summary of full Prescribing Information, 
including Boxed WARNING on following pages.

© 2021 sanofi-aventis U.S. LLC. All rights reserved.         MAT-US-2104856-v1.0-05/2021

mCRPC=metastatic castration-resistant prostate cancer; OS=overall survival; rPFS=radiographic progression-free survival.
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Cabazitaxel versus abiraterone or enzalutamide in metastatic prostate cancer. N Engl J Med. 2019;381(26):2506-2518. 

HEAD-TO-HEAD CARD DATA MAY

CHANGE HOW YOU 
SEE JEVTANA

CARD Trial: JEVTANA combined with prednisone demonstrated improved efficacy outcomes when compared with a 
second androgen-signaling-targeted inhibitor (ASTI) (abiraterone or enzalutamide), in mCRPC patients who had previously 
received a docetaxel-containing regimen.1

CARD Trial Design: A randomized, open-label, multicenter trial in patients (N=255) with mCRPC who previously received 
docetaxel and had progressed within 12 months on an androgen-signaling-targeted inhibitor—either abiraterone or 
enzalutamide. These patients were randomized 1:1 to JEVTANA (n=129) or abiraterone or enzalutamide (n=126); patients 
received abiraterone if they were previously treated with enzalutamide, or enzalutamide if they were previously treated 
with abiraterone.1,2

rPFS 
(median 8.0 months [95% CI:
5.7-9.2] with JEVTANA [n=129 vs
3.7 months [95% CI: 2.8-5.1] with
abiraterone or enzalutamide [n=126]; 
HR=0.54; 95% CI: 0.40-0.73; 
P<0.0001).1

relative reduction in risk of death
(median OS, 13.6 months [95% CI: 11.5-17.5] 
with JEVTANA [n=129] vs 11.0 months [95% CI: 
9.2-12.9] with abiraterone or enzalutamide [n=126]; 
HR=0.64; 95% CI: 0.46-0.89; P=0.008).1,2

At the cutoff date, 153 deaths were noted, with 70 (54.3%) in the JEVTANA 
group and 83 (65.9%) in the abiraterone or enzalutamide group.2

2X 36%



JEVTANA® Rx Only
(cabazitaxel) injection, for intravenous use

Brief Summary of Prescribing Information

WARNING: NEUTROPENIA AND HYPERSENSITIVITY

Neutropenia: Neutropenic deaths have been reported. Monitor for neu-
tropenia with frequent blood cell counts. JEVTANA is contraindicated in
patients with neutrophil counts of !1,500 cells/mm3. Primary prophylaxis
with G-CSF is recommended in patients with high-risk clinical features.
Consider primary prophylaxis with G-CSF in all patients receiving a dose
of 25 mg/m2 [see Contraindications (4) and Warnings and Precautions
(5.1, 5.2)].

Severe hypersensitivity: Severe hypersensitivity reactions can occur and
may include generalized rash/erythema, hypotension and bronchos-
pasm. Severe hypersensitivity reactions require immediate discontinu-
ation of the JEVTANA infusion and administration of appropriate therapy.
Patients should receive premedication. JEVTANA is contraindicated in
patients who have a history of severe hypersensitivity reactions to
cabazitaxel or to other drugs formulated with polysorbate 80 [see
Dosage and Administration (2.1), Contraindications (4), and Warnings
and Precautions (5.3)].

1 INDICATIONS AND USAGE
JEVTANA® is indicated in combination with prednisone for the treatment of patients
with metastatic castration-resistant prostate cancer previously treated with a doc-
etaxel-containing treatment regimen.
2 DOSAGE AND ADMINISTRATION
2.1 Dosing Information
The recommended dose of JEVTANA is based on calculation of the Body Surface
Area (BSA), and is 20 mg/m2 administered as a one-hour intravenous infusion every
three weeks in combination with oral prednisone 10 mg administered daily
throughout JEVTANA treatment.
A dose of 25 mg/m2 can be used in select patients at the discretion of the treating
healthcare provider [see Warnings and Precautions (5.1, 5.2), Adverse Reactions
(6.1), and Clinical studies (14) in the full prescribing information].
Primary prophylaxis with G-CSF is recommended in patients with high-risk clinical
features. Consider primary prophylaxis with G-CSF in all patients receiving a dose
of 25 mg/m2 [see Contraindications (4) and Warnings and Precautions (5.1, 5.2)].
Premedicate at least 30 minutes prior to each dose of JEVTANA with the following
intravenous medications to reduce the risk and/or severity of hypersensitivity [see
Warnings and Precautions (5.3)]:

• antihistamine (dexchlorpheniramine 5 mg, or diphenhydramine 25 mg or
equivalent antihistamine),

• corticosteroid (dexamethasone 8 mg or equivalent steroid),
• H2 antagonist.

Antiemetic prophylaxis is recommended and can be given orally or intravenously as
needed [see Warnings and Precautions (5.3)].
JEVTANA injection single-dose vial requires two dilutions prior to administration [see
Dosage and Administration (2.5)].
2.2 Dose Modifications for Adverse Reactions
Reduce or discontinue JEVTANA dosing for adverse reactions as described in Table
1.

Table 1: Recommended Dosage Modifications for Adverse Reactions in
Patients Treated with JEVTANA

Toxicity Dosage Modification

Prolonged grade "3 neutropenia
(greater than 1 week) despite
appropriate medication including
granulocyte-colony stimulating factor
(G-CSF)

Delay treatment until neutrophil count
is >1,500 cells/mm3, then reduce
dosage of JEVTANA by one dose
level. Use G-CSF for secondary
prophylaxis.

Febrile neutropenia or neutropenic
infection

Delay treatment until improvement or
resolution, and until neutrophil count
is >1,500 cells/mm3, then reduce
dosage of JEVTANA by one dose
level. Use G-CSF for secondary
prophylaxis.

Grade "3 diarrhea or persisting
diarrhea despite appropriate
medication, fluid and electrolytes
replacement

Delay treatment until improvement or
resolution, then reduce dosage of
JEVTANA by one dose level.

Grade 2 peripheral neuropathy Delay treatment until improvement or
resolution, then reduce dosage of
JEVTANA by one dose level.

Grade "3 peripheral neuropathy Discontinue JEVTANA.

Patients at a 20 mg/m2 dose who require dose reduction should decrease dosage
of JEVTANA to 15 mg/m2 [see Adverse Reactions (6.1)].
Patients at a 25 mg/m2 dose who require dose reduction should decrease dosage
of JEVTANA to 20 mg/m2. One additional dose reduction to 15 mg/m2 may be
considered [see Adverse Reactions (6.1)].

2.3 Dose Modifications for Hepatic Impairment
• Mild hepatic impairment (total bilirubin >1 to !1.5 ! Upper Limit of Normal

(ULN) or AST >1.5 ! ULN): Administer JEVTANA at a dose of 20 mg/m2.
• Moderate hepatic impairment (total bilirubin >1.5 to !3 ! ULN and AST = any):

Administer JEVTANA at a dose of 15 mg/m2 based on tolerability data in these
patients; however, the efficacy of this dose is unknown.

• Severe hepatic impairment (total bilirubin >3 ! ULN): JEVTANA is contraindi-
cated in patients with severe hepatic impairment [see Warning and Precautions
(5.8) and Clinical Pharmacology (12.3) in the full prescribing information].

2.4 Dose Modifications for Use with Strong CYP3A Inhibitors
Concomitant drugs that are strong CYP3A inhibitors (e.g., ketoconazole, itracon-
azole, clarithromycin, atazanavir, indinavir, nefazodone, nelfinavir, ritonavir, saqui-
navir, telithromycin, voriconazole) may increase plasma concentrations of cabazi-
taxel. Avoid the coadministration of JEVTANA with these drugs. If patients require
coadministration of a strong CYP3A inhibitor, consider a 25% JEVTANA dose
reduction [see Drug Interactions (7.1) and Clinical Pharmacology (12.3) in the full
prescribing information].
2.5 Preparation and Administration
JEVTANA is a cytotoxic anticancer drug. Follow applicable special handling and
disposal procedures [see References (15) in the full prescribing information]. If
JEVTANA first diluted solution, or second (final) dilution for intravenous infusion
should come into contact with the skin or mucous, immediately and thoroughly wash
with soap and water.
Do not use PVC infusion containers or polyurethane infusions sets for preparation
and administration of JEVTANA infusion solution.
JEVTANA should not be mixed with any other drugs.
Preparation
Read this entire section carefully before mixing and diluting. JEVTANA requires two
dilutions prior to administration. Follow the preparation instructions provided below,
as improper preparation may lead to overdose [see Overdosage (10)].
Note: Both the JEVTANA injection and the diluent vials contain an overfill to
compensate for liquid loss during preparation. This overfill ensures that after dilution
with the entire contents of the accompanying diluent, there is an initial diluted
solution containing 10 mg/mL JEVTANA.
Inspect the JEVTANA injection and supplied diluent vials. The JEVTANA injection
is a clear yellow to brownish-yellow viscous solution.
Step 1 – first dilution
Each vial of JEVTANA (cabazitaxel) 60 mg/1.5 mL must first be mixed with the entire
contents of supplied diluent. Once reconstituted, the resultant solution contains 10
mg/mL of JEVTANA.
When transferring the diluent, direct the needle onto the inside wall of JEVTANA vial
and inject slowly to limit foaming. Remove the syringe and needle and gently mix
the initial diluted solution by repeated inversions for at least 45 seconds to assure
full mixing of the drug and diluent. Do not shake.
Let the solution stand for a few minutes to allow any foam to dissipate, and check
that the solution is homogeneous and contains no visible particulate matter. It is not
required that all foam dissipate prior to continuing the preparation process.
The resulting initial diluted JEVTANA solution (cabazitaxel 10 mg/mL) requires
further dilution before administration. The second dilution should be done immedi-
ately (within 30 minutes) to obtain the final infusion as detailed in Step 2.
Step 2 – second (final) dilution
Withdraw the recommended dose from the JEVTANA solution containing 10 mg/mL
as prepared in Step 1 using a calibrated syringe and further dilute into a sterile 250
mL PVC-free container of either 0.9% sodium chloride solution or 5% dextrose
solution for infusion. If a dose greater than 65 mg of JEVTANA is required, use a
larger volume of the infusion vehicle so that a concentration of 0.26 mg/mL
JEVTANA is not exceeded. The concentration of the JEVTANA final infusion solution
should be between 0.10 mg/mL and 0.26 mg/mL.
Remove the syringe and thoroughly mix the final infusion solution by gently inverting
the bag or bottle.
As the final infusion solution is supersaturated, it may crystallize over time. Do not
use if this occurs and discard.
Fully prepared JEVTANA infusion solution (in either 0.9% sodium chloride solution
or 5% dextrose solution) should be used within 8 hours at ambient temperature
(including the one-hour infusion), or for a total of 24 hours (including the one-hour
infusion) under the refrigerated conditions.
Discard any unused portion.
Administration
Inspect visually for particulate matter, any crystals and discoloration prior to
administration. If the JEVTANA first diluted solution or second (final) infusion solution
is not clear or appears to have precipitation, it should be discarded.
Use an in-line filter of 0.22 micrometer nominal pore size (also referred to as 0.2
micrometer) during administration.
The final JEVTANA infusion solution should be administered intravenously as a
one-hour infusion at room temperature.
4 CONTRAINDICATIONS
JEVTANA is contraindicated in patients with:

• neutrophil counts of !1,500/mm3 [see Warnings and Precautions (5.1)]
• history of severe hypersensitivity reactions to cabazitaxel or to other drugs

formulated with polysorbate 80 [see Warnings and Precautions (5.3)]
• severe hepatic impairment (total bilirubin >3 ! ULN) [see Warnings and

Precautions (5.8)]
5 WARNINGS AND PRECAUTIONS
5.1 Bone Marrow Suppression
JEVTANA is contraindicated in patients with neutrophils !1,500/mm3 [see Con-
traindications (4)]. Closely monitor patients with hemoglobin <10 g/dL.
Bone marrow suppression manifested as neutropenia, anemia, thrombocytopenia
and/or pancytopenia may occur. Neutropenic deaths have been reported.



TROPIC Trial (JEVTANA 25 mg/m2)
In the TROPIC trial with G-CSF administered only at the investigator’s discretion,
5 patients (1.3%) died from neutropenic infection (sepsis or septic shock); 4 of these
patients died in the first 30 days of treatment. One additional patient’s death was
attributed to neutropenia without a documented infection. Twenty-two (6%) patients
discontinued JEVTANA treatment due to neutropenia, febrile neutropenia, infection,
or sepsis. Grade 3–4 neutropenia occurred in 82% of patients treated with JEVTANA
in the randomized trial [see Adverse Reactions (6.1)].
PROSELICA Trial (comparison of JEVTANA 20 mg/m2 versus 25 mg/m2)
In the PROSELICA trial comparing two doses of JEVTANA, primary prophylaxis with
G-CSF was not allowed, but could be administered after development of neutro-
penia at investigators discretion. Eight patients (1%) on the 20 mg/m2 arm and 15
patients (3%) on the 25 mg/m2 arm died from infection; of these, 4 deaths on the
20 mg/m2 arm and 8 deaths on the 25 mg/m2 arm occurred within the first 30 days
of treatment. Clinically important neutropenia-related events occurred and included
febrile neutropenia (2.1% on 20 mg/m2 arm and 9.2% on 25 mg/m2 arm),
neutropenic infection/sepsis (2.1% on 20 mg/m2 arm and 6.4% on 25 mg/m2 arm),
and neutropenic deaths (0.3% on 20 mg/m2 arm and 0.7% on 25 mg/m2 arm).
Fewer patients receiving JEVTANA 20 mg/m2 were reported to have infectious
adverse reactions. Grade 1–4 infections were experienced by 160 patients (28%)
on the 20 mg/m2 arm and 227 patients (38%) on the 25 mg/m2 arm. Grade 3–4
infections were experienced by 57 patients (10%) on the 20 mg/m2 arm and 120
patients (20%) on the 25 mg/m2 arm. Noninferiority for overall survival was
demonstrated between these two arms [see Adverse Reactions (6.1)].
CARD Trial (JEVTANA 25 mg/m2 + primary prophylaxis G-CSF)
In the CARD trial where JEVTANA 25 mg/m2 was administered with primary
prophylaxis of G-CSF, 1 patient (0.8%) died from sepsis within the first 30 days of
treatment. Grade 1–4 neutropenia-related adverse reactions were experienced in 33
patients (26%). Grade 3–4 neutropenias were experienced by 26 patients (21%).
Clinically important neutropenia-related events occurred and included febrile neu-
tropenia (3.2%), neutropenic infection/sepsis (0.8%) and neutropenic deaths (0.8%)
[see Adverse Reactions (6.1)].
Based on guidelines for the use of G-CSF and the adverse reactions profile of
JEVTANA, primary prophylaxis with G-CSF is recommended in patients with
high-risk clinical features (older patients, poor performance status, previous epi-
sodes of febrile neutropenia, extensive prior radiation ports, poor nutritional status,
or other serious comorbidities) that predispose them to increased complications
from prolonged neutropenia. Consider primary prophylaxis with G-CSF in all patients
receiving JEVTANA 25 mg/m2.
Monitoring of complete blood counts is essential on a weekly basis during cycle 1
and before each treatment cycle thereafter so that the dose can be adjusted, if
needed [see Dosage and Administration (2.2)].
5.2 Increased Toxicities in Elderly Patients
In a randomized trial (TROPIC), 2% of patients (3/131) <65 years of age and 6%
(15/240) !65 years of age died of causes other than disease progression within 30
days of the last JEVTANA dose. Patients !65 years of age are more likely to
experience certain adverse reactions, including neutropenia and febrile neutropenia.
The incidence of the following grade 3–4 adverse reactions was higher in patients
!65 years of age compared to younger patients; neutropenia (87% vs 74%), and
febrile neutropenia (8% vs 6%).
In a randomized clinical trial (PROSELICA) comparing two doses of JEVTANA,
deaths due to infection within 30 days of starting JEVTANA occurred in 0.7% (4/580)
patients on the 20 mg/m2 arm and 1.3% (8/595) patients on the 25 mg/m2 arm; all
of these patients were >60 years of age.
In PROSELICA, on the 20 mg/m2 arm, 3% (5/178) of patients <65 years of age and
2% (9/402) !65 years of age died of causes other than disease progression within
30 days of the last JEVTANA dose. On the 25 mg/m2 arm, 2% (3/175) patients <65
years of age and 5% (20/420) !65 years of age died of causes other than disease
progression within 30 days of the last JEVTANA dose [see Adverse Reactions (6)
and Use in Specific Populations (8.5)].
In CARD, a death due to infection within 30 days of starting JEVTANA occurred in
0.8% (1/126) patient who was >75 years of age. There were 2.4% (3/126) of patients
who died of causes other than disease progression within 30 days of the last
JEVTANA dose; all of these patients were >75 years of age.
5.3 Hypersensitivity Reactions
Hypersensitivity reactions may occur within a few minutes following the initiation of
the infusion of JEVTANA, thus facilities and equipment for the treatment of
hypotension and bronchospasm should be available. Severe hypersensitivity reac-
tions can occur and may include generalized rash/erythema, hypotension and
bronchospasm.
Premedicate all patients prior to the initiation of the infusion of JEVTANA [see
Dosage and Administration (2.1)]. Observe patients closely for hypersensitivity
reactions, especially during the first and second infusions. Severe hypersensitivity
reactions require immediate discontinuation of the JEVTANA infusion and appro-
priate therapy. JEVTANA is contraindicated in patients with a history of severe
hypersensitivity reactions to cabazitaxel or to other drugs formulated with polysor-
bate 80 [see Contraindications (4)].
5.4 Gastrointestinal Adverse Reactions
Nausea, vomiting and severe diarrhea, at times, may occur. Deaths related to
diarrhea and electrolyte imbalance occurred in the randomized clinical trials.
Intensive measures may be required for severe diarrhea and electrolyte imbalance.
Antiemetic prophylaxis is recommended. Treat patients with rehydration, antidiar-
rheal or antiemetic medications as needed. Treatment delay or dosage reduction
may be necessary if patients experience Grade !3 diarrhea [see Dosage and
Administration (2.2)].
Gastrointestinal (GI) hemorrhage and perforation, ileus, enterocolitis, neutropenic
enterocolitis, including fatal outcome, have been reported in patients treated with
JEVTANA [see Adverse Reactions (6.2)]. Risk may be increased with neutropenia,
age, steroid use, concomitant use of NSAIDs, antiplatelet therapy or anticoagulants,

and patients with a prior history of pelvic radiotherapy, adhesions, ulceration and GI
bleeding.
Abdominal pain and tenderness, fever, persistent constipation, diarrhea, with or
without neutropenia, may be early manifestations of serious gastrointestinal toxicity
and should be evaluated and treated promptly. JEVTANA treatment delay or
discontinuation may be necessary.
The incidence of gastrointestinal adverse reactions is greater in the patients who
have received prior radiation. In PROSELICA, diarrhea was reported in 41%
(297/732) of patients who had received prior radiation and in 27% (118/443) of
patients without prior radiation. Of the patients who had previously received
radiation, more patients on the 25 mg/m2 arm reported diarrhea, compared to
patients on the 20 mg/m2 arm.
5.5 Renal Failure
In the randomized clinical trial (TROPIC), renal failure of any grade occurred in 4%
of the patients being treated with JEVTANA, including four cases with fatal outcome.
Most cases occurred in association with sepsis, dehydration, or obstructive uropathy
[see Adverse Reactions (6.1)]. Some deaths due to renal failure did not have a clear
etiology. Appropriate measures should be taken to identify causes of renal failure
and treat aggressively.
5.6 Urinary Disorders Including Cystitis
Cystitis, radiation cystitis, and hematuria, including that requiring hospitalization, has
been reported with JEVTANA in patients who previously received pelvic radiation
[see Adverse Reactions (6.2)]. In PROSELICA, cystitis and radiation cystitis were
reported in 1.2% and 1.5% of patients who received prior radiation, respectively.
Hematuria was reported in 19.4% of patients who received prior radiation and in
14.4% of patients who did not receive prior radiation. Cystitis from radiation recall
may occur late in treatment with JEVTANA. Monitor patients who previously
received pelvic radiation for signs and symptoms of cystitis while on JEVTANA.
Interrupt or discontinue JEVTANA in patients experiencing severe hemorrhagic
cystitis. Medical and/or surgical supportive treatment may be required to treat severe
hemorrhagic cystitis.
5.7 Respiratory Disorders
Interstitial pneumonia/pneumonitis, interstitial lung disease and acute respiratory
distress syndrome have been reported and may be associated with fatal outcome
[see Adverse Reactions (6.2)]. Patients with underlying lung disease may be at
higher risk for these events. Acute respiratory distress syndrome may occur in the
setting of infection.
Interrupt JEVTANA if new or worsening pulmonary symptoms develop. Closely
monitor, promptly investigate, and appropriately treat patients receiving JEVTANA.
Consider discontinuation. The benefit of resuming JEVTANA treatment must be
carefully evaluated.
5.8 Use in Patients with Hepatic Impairment
Cabazitaxel is extensively metabolized in the liver.
JEVTANA is contraindicated in patients with severe hepatic impairment (total
bilirubin >3 ! ULN) [see Contraindications (4)]. Dose should be reduced for patients
with mild (total bilirubin >1 to "1.5 ! ULN or AST >1.5 ! ULN) and moderate (total
bilirubin >1.5 to "3.0 ! ULN and any AST) hepatic impairment, based on tolerability
data in these patients [see Dosage and Administration (2.3) and Use in Specific
Populations (8.7)]. Administration of JEVTANA to patients with mild and moderate
hepatic impairment should be undertaken with caution and close monitoring of
safety.
5.9 Embryo-Fetal Toxicity
Based on findings in animal reproduction studies and its mechanism of action,
JEVTANA can cause fetal harm when administered to a pregnant woman [see
Clinical Pharmacology (12.1) in the full prescribing information]. There are no
available data in pregnant women to inform the drug-associated risk. In animal
reproduction studies, intravenous administration of cabazitaxel in pregnant rats
during organogenesis caused embryonic and fetal death at doses lower than the
maximum recommended human dose (approximately 0.06 times the Cmax in
patients at the recommended human dose). Advise males with female partners of
reproductive potential to use effective contraception during treatment and for 3
months after the last dose of JEVTANA [see Use in Specific Populations (8.1, 8.3)].
6 ADVERSE REACTIONS
The following serious adverse reactions are discussed in greater detail in another
section of the label:

• Bone Marrow Suppression [see Warnings and Precautions (5.1)]
• Increased Toxicities in Elderly Patients [see Warnings and Precautions (5.2)]
• Hypersensitivity Reactions [see Warnings and Precautions (5.3)]
• Gastrointestinal Adverse Reactions [see Warnings and Precautions (5.4)]
• Renal Failure [see Warnings and Precautions (5.5)]
• Urinary Disorders Including Cystitis [see Warnings and Precautions (5.6)]
• Respiratory Disorders [see Warnings and Precautions (5.7)]
• Use in Patients with Hepatic Impairment [see Warnings and Precautions (5.8)]

6.1 Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions, the adverse
reaction rates observed cannot be directly compared to rates in other trials and may
not reflect the rates observed in clinical practice.
TROPIC Trial (JEVTANA 25 mg/m2 compared to mitoxantrone)
The safety of JEVTANA in combination with prednisone was evaluated in 371
patients with metastatic castration-resistant prostate cancer treated in the random-
ized TROPIC trial, compared to mitoxantrone plus prednisone.
Deaths due to causes other than disease progression within 30 days of last study
drug dose were reported in 18 (5%) JEVTANA-treated patients and 3 (<1%)
mitoxantrone-treated patients. The most common fatal adverse reactions in
JEVTANA-treated patients were infections (n=5) and renal failure (n=4). The majority
(4 of 5 patients) of fatal infection-related adverse reactions occurred after a single
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dose of JEVTANA. Other fatal adverse reactions in JEVTANA-treated patients
included ventricular fibrillation, cerebral hemorrhage, and dyspnea.
The most common (!10%) grade 1–4 adverse reactions were anemia, leukopenia,
neutropenia, thrombocytopenia, diarrhea, fatigue, nausea, vomiting, constipation,
asthenia, abdominal pain, hematuria, back pain, anorexia, peripheral neuropathy,
pyrexia, dyspnea, dysgeusia, cough, arthralgia, and alopecia.
The most common (!5%) grade 3–4 adverse reactions in patients who received
JEVTANA were neutropenia, leukopenia, anemia, febrile neutropenia, diarrhea,
fatigue, and asthenia.
Treatment discontinuations due to adverse reactions occurred in 18% of patients
who received JEVTANA and 8% of patients who received mitoxantrone. The most
common adverse reactions leading to treatment discontinuation in the JEVTANA
group were neutropenia and renal failure. Dose reductions were reported in 12% of
JEVTANA-treated patients and 4% of mitoxantrone-treated patients. Dose delays
were reported in 28% of JEVTANA-treated patients and 15% of mitoxantrone-treated
patients.

Table 2: Adverse Reactions* and Hematologic Abnormalities in !5% of
Patients in TROPIC

Adverse Reactions

JEVTANA 25 mg/m2

every 3 weeks with
prednisone 10 mg daily

n=371

Mitoxantrone 12 mg/m2

every 3 weeks with
prednisone 10 mg daily

n=371

Grade 1–4
%

Grade 3–4
%

Grade 1–4
%

Grade 3–4
%

Blood and Lymphatic System Disorders

Anemia† 98 11 82 5

Leukopenia† 96 69 93 42

Neutropenia† 94 82 87 58

Thrombocytopenia† 48 4 43 2

Febrile
Neutropenia

7 7 1 1

Gastrointestinal Disorders

Diarrhea 47 6 11 <1

Nausea 34 2 23 <1

Vomiting 22 2 10 0

Constipation 20 1 15 <1

Abdominal Pain‡ 17 2 6 0

Dyspepsia§ 10 0 2 0

General Disorders and Administration Site Conditions

Fatigue 37 5 27 3

Asthenia 20 5 12 2

Pyrexia 12 1 6 <1

Peripheral Edema 9 <1 9 <1

Mucosal
Inflammation

6 <1 3 <1

Pain 5 1 5 2

Renal and Urinary Tract Disorders

Hematuria 17 2 4 <1

Dysuria 7 0 1 0

Musculoskeletal and Connective Tissue Disorders

Back Pain 16 4 12 3

Arthralgia 11 1 8 1

Muscle Spasms 7 0 3 0

Metabolism and Nutrition Disorders

Anorexia 16 <1 11 <1

Dehydration 5 2 3 <1

Nervous System Disorders

Peripheral
Neuropathy¶

13 <1 3 <1

Dysgeusia 11 0 4 0

Dizziness 8 0 6 <1

Headache 8 0 5 0

Table 2: Adverse Reactions* and Hematologic Abnormalities in !5% of
Patients in TROPIC (continued)

Adverse Reactions

JEVTANA 25 mg/m2

every 3 weeks with
prednisone 10 mg daily

n=371

Mitoxantrone 12 mg/m2

every 3 weeks with
prednisone 10 mg daily

n=371

Grade 1–4
%

Grade 3–4
%

Grade 1–4
%

Grade 3–4
%

Respiratory, Thoracic and Mediastinal Disorders

Dyspnea 12 1 4 <1

Cough 11 0 6 0

Skin and Subcutaneous Tissue Disorders

Alopecia 10 0 5 0

Investigations

Weight Decreased 9 0 8 <1

Infections and Infestations

Urinary Tract
Infection#

8 2 3 1

Cardiac Disorders

Arrhythmia! 5 1 2 <1

Vascular Disorders

Hypotension 5 <1 2 <1

*Graded using NCI CTCAE version 3.
†Based on laboratory values, JEVTANA: n=369, mitoxantrone: n=370.
‡Includes abdominal discomfort, abdominal pain lower, abdominal pain upper,

abdominal tenderness, and GI pain.
§Includes gastroesophageal reflux disease and reflux gastritis.
¶Includes peripheral motor neuropathy and peripheral sensory neuropathy.
#Includes urinary tract infection enterococcal and urinary tract infection fungal.
!Includes atrial fibrillation, atrial flutter, atrial tachycardia, atrioventricular block

complete, bradycardia, palpitations, supraventricular tachycardia, tachyarrhythmia,
and tachycardia.

PROSELICA Trial (comparison of two doses of JEVTANA)
In a noninferiority, multicenter, randomized, open-label study (PROSELICA), 1175
patients with metastatic castration-resistant prostate cancer, previously treated with
a docetaxel-containing regimen, were treated with either JEVTANA 25 mg/m2

(n=595) or the 20 mg/m2 (n=580) dose.
Deaths within 30 days of last study drug dose were reported in 22 (3.8%) patients
in the 20 mg/m2 and 32 (5.4%) patients in the 25 mg/m2 arm. The most common
fatal adverse reactions in JEVTANA-treated patients were related to infections, and
these occurred more commonly on the 25 mg/m2 arm (n=15) than on the 20 mg/m2

arm (n=8). Other fatal adverse reactions in JEVTANA-treated patients included
cerebral hemorrhage, respiratory failure, paralytic ileus, diarrhea, acute pulmonary
edema, disseminated intravascular coagulation, renal failure, sudden death, cardiac
arrest, ischemic stroke, diverticular perforation, and cardiorenal syndrome.
Grade 1–4 adverse reactions occurring !5% more commonly in patients on the 25
mg/m2 versus 20 mg/m2 arms were leukopenia, neutropenia, thrombocytopenia,
febrile neutropenia, decreased appetite, nausea, diarrhea, asthenia, and hematuria.
Grade 3–4 adverse reactions occurring !5% more commonly in patients on the 25
mg/m2 versus 20 mg/m2 arms were leukopenia, neutropenia, and febrile neutro-
penia.
Treatment discontinuations due to adverse reactions occurred in 17% of patients in
the 20 mg/m2 group and 20% of patients in the 25 mg/m2 group. The most common
adverse reactions leading to treatment discontinuation were fatigue and hematuria.
The patients in the 20 mg/m2 group received a median of 6 cycles (median duration
of 18 weeks), while patients in the 25 mg/m2 group received a median of 7 cycles
(median duration of 21 weeks). In the 25 mg/m2 group, 128 patients (22%) had a
dose reduced from 25 to 20 mg/m2, 19 patients (3%) had a dose reduced from 20
to 15 mg/m2 and 1 patient (0.2%) had a dose reduced from 15 to 12 mg/m2. In the
20 mg/m2 group, 58 patients (10%) had a dose reduced from 20 to 15 mg/m2, and
9 patients (2%) had a dose reduced from 15 to 12 mg/m2.
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Table 3: Adverse Reactions* and Hematologic Abnormalities in !5% of
Patients in PROSELICA

Adverse Reactions

JEVTANA 20 mg/m2

every 3 weeks with
prednisone 10 mg daily

n=580

JEVTANA 25 mg/m2

every 3 weeks with
prednisone 10 mg daily

n=595

Grade 1–4
%

Grade 3–4
%

Grade 1–4
%

Grade 3–4
%

Blood and Lymphatic System Disorders

Anemia† 99.8 10 99.7 14

Leukopenia† 80 29 95 60

Neutropenia† 67 42 89 73

Thrombocytopenia†

35 3 43 4

Febrile
Neutropenia 2 2 9 9

Gastrointestinal Disorders

Diarrhea 31 1 40 4

Nausea 25 0.7 32 1

Constipation 18 0.3 18 0.7

Vomiting 15 1.2 18 1

Abdominal pain 6 0.5 9 1

Stomatitis 5 0 5 0.3

General Disorders and Administration Site Conditions

Fatigue 25 3 27 4

Asthenia 15 2 20 2

Edema peripheral 7 0.2 9 0.2

Pyrexia 5 0.2 6 0.2

Renal and Urinary Disorders

Hematuria 14 2 21 4

Dysuria 5 0.3 4 0

Metabolism and Nutrition Disorders

Decreased
appetite 13 0.7 19 1

Musculoskeletal and Connective Tissue Disorders

Back pain 11 0.9 14 1

Bone pain 8 2 8 2

Arthralgia 8 0.5 7 0.8

Pain in extremity 5 0.2 7 0.5

Nervous System Disorders

Dysgeusia 7 0 11 0

Peripheral sensory
neuropathy 7 0 11 0.7

Dizziness 4 0 5 0

Headache 5 0.2 4 0.2

Infections and Infestations

Urinary tract
infection‡ 7 2 11 2

Neutropenic
infection§ 3 2 7 6

Respiratory, Thoracic and Mediastinal Disorders

Dyspnea 5 0.9 8 0.7

Cough 6 0 6 0

Investigations

Weight decreased 4 0.2 7 0

Skin and Subcutaneous Tissue Disorders

Alopecia 3 0 6.1 0

Table 3: Adverse Reactions* and Hematologic Abnormalities in !5% of
Patients in PROSELICA (continued)

Adverse Reactions

JEVTANA 20 mg/m2

every 3 weeks with
prednisone 10 mg daily

n=580

JEVTANA 25 mg/m2

every 3 weeks with
prednisone 10 mg daily

n=595

Grade 1–4
%

Grade 3–4
%

Grade 1–4
%

Grade 3–4
%

Injury, Poisoning and Procedural Complications

Wrong technique
in drug usage
process

0.3 0 5 0

*Grade from NCI CTCAE version 4.03.
†Based on laboratory values, JEVTANA 20 mg/m2: n=577, JEVTANA 25 mg/m2:
n=590.

‡Includes urinary tract infection staphylococcal, urinary tract infection bacterial,
urinary tract infection fungal, and urosepsis.

§Includes neutropenic sepsis.

CARD Trial (JEVTANA 25 mg/m2 + primary prophylaxis with G-CSF)
The safety of JEVTANA 25 mg/m2 in combination with prednisone/prednisolone and
primary prophylaxis G-CSF was evaluated in a randomized, open-label study
(CARD) in patients with metastatic castration-resistant prostate cancer who pro-
gressed after receiving prior docetaxel-containing regimens and abiraterone acetate
or enzalutamide [see Clinical Studies 14.3 in the full prescribing information]. This
study compared JEVTANA 25 mg/m2 in combination with prednisone/prednisolone
and primary prophylaxis with G-CSF to either abiraterone acetate 1000 mg once
daily plus prednisone/prednisolone 5 mg twice daily or enzalutamide 160 mg once
daily. Among patients receiving JEVTANA, 35% remained on treatment at 6 months
and 4.7% remained on treatment at 12 months.
Serious adverse reactions occurred in 39% of patients receiving JEVTANA. Serious
adverse reactions in !3% of patients included neutropenia (6%), infections (4.8%),
and diarrhea, fatigue, pneumonia, and spinal cord compression (3.2% each). Deaths
due to causes other than disease progression were reported in 2.4% of JEVTANA
treated patients. Fatal adverse reactions in JEVTANA-treated patients were septic
shock, urinary tract infection (UTI), and aspiration (0.8% each).
Treatment discontinuations due to adverse drug reactions occurred in 20% of
patients who received JEVTANA and 8% of patients who received abiraterone
acetate plus prednisone/prednisolone or enzalutamide. The adverse reactions
leading to treatment discontinuation in >1% of patients in JEVTANA arm were
nervous system disorders, infections/infestations, and gastrointestinal disorders.
Dose interruptions (alone or in combination with dose reduction) due to an adverse
reaction occurred in 31% of patients receiving JEVTANA. Dose reductions were
reported in 18% of JEVTANA-treated patients. The most frequent adverse reactions
leading to dose interruption of JEVTANA were fatigue (7%) and hypersensitivity
reaction (3.2%); the most frequent adverse reaction leading to reduction of
JEVTANA were neutropenia and peripheral neuropathy (3.9% each).
Table 4 summarizes the adverse reactions and laboratory hematologic abnormalities
in patients in CARD.
The most common (!10%) adverse reactions were fatigue, diarrhea, musculoskel-
etal pain, nausea, infections, peripheral neuropathy, hematuria, constipation, ab-
dominal pain, decreased appetite, vomiting, dysgeusia, edema peripheral and lower
urinary tract symptoms.
The most common (!10%) hematologic abnormalities were anemia, lymphopenia,
neutropenia and thrombocytopenia.

Table 4: Adverse Reactions* and Hematologic Abnormalities in !5% of
Patients in CARD Trial

Adverse Reactions

JEVTANA 25 mg/m2 +
prednisone/

prednisolone + G-CSF

Abiraterone +
prednisone/

prednisolone or
Enzalutamide

(N=126) (N=124)

Grade 1–4
%

Grade 3–4
%

Grade 1–4
%

Grade 3–4
%

Blood and Lymphatic System Disorders

Anemia† 99 8 95 4.8

Lymphopenia† 72 27 55 17

Neutropenia† 66 45 7 3.2

Thrombocytopenia† 41 3.2 16 1.6
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Table 4: Adverse Reactions* and Hematologic Abnormalities in !5% of
Patients in CARD Trial (continued)

Adverse Reactions

JEVTANA 25 mg/m2 +
prednisone/

prednisolone + G-CSF

Abiraterone +
prednisone/

prednisolone or
Enzalutamide

(N=126) (N=124)

Grade 1–4
%

Grade 3–4
%

Grade 1–4
%

Grade 3–4
%

General Disorders and Administration Site Conditions

Fatigue‡ 53 4 36 2.4

Edema peripheral§ 11 0.8 10 1.6

Pyrexia 6 0 7 0

Pain 6 0 6 0.8

Gastrointestinal Disorders

Diarrhea¶ 40 4.8 6 0

Nausea 23 0 23 0.8

Constipation 15 0 11 0

Abdominal pain# 14 1.6 6 0.8

Vomiting 13 0 12 1.6

Stomatitis 8 0 1.6 0

Dyspepsia 4.8 0 2.4 0

Musculoskeletal and Connective Tissue Disorders

Musculoskeletal
pain! 27 1.6 40 6

Pain in extremity 4.8 0 11 2.4

Bone fractureß 3.2 1.6 8 2.4

Infections and Infestations

Infectionsà 19 4 14 6

Nervous System Disorders

Peripheral
neuropathyè 18 1.6 4.8 0

Dysgeusia 11 0 4 0

Polyneuropathy 6 1.6 0 0

Dizziness 0.8 0 4.8 0

Renal and Urinary Disorders

Hematuria" 16 0.8 6 1.6

Lower urinary tract
symptomsø 10 0 9 0

Acute kidney injury# 5 2.4 10 4

Metabolism and Nutrition Disorders

Decreased appetite 14 0.8 15 2.4

Hypokalemia 3.2 0 6 0

Neoplasms Benign, Malignant and Unspecified (incl cysts and polyps)

Cancer pain 8 1.6 9 2.4

Cardiac disorders£ 6 0.8 6 3.2

Respiratory, Thoracic and Mediastinal Disorders

Pneumonia¥ 6 1.6 3.2 0.8

Dyspnea 6 0 2.4 0

Skin and Subcutaneous Tissue Disorders

Alopecia 6 0 0 0

Injury, Poisoning and Procedural Complications

Fall 4.8 0 0 0

Vascular Disorders

HypertensionŒ 4 2.4 8 2.4

Table 4: Adverse Reactions* and Hematologic Abnormalities in !5% of
Patients in CARD Trial (continued)

Adverse Reactions

JEVTANA 25 mg/m2 +
prednisone/

prednisolone + G-CSF

Abiraterone +
prednisone/

prednisolone or
Enzalutamide

(N=126) (N=124)

Grade 1–4
%

Grade 3–4
%

Grade 1–4
%

Grade 3–4
%

Investigations

Weight decreased 4 0 6 0

Psychiatric Disorders

Insomnia 3.2 0 4.8 0

*Grade from NCI CTC version 4.0.
†Based on laboratory values - % calculated using the number of patients with at

least one event(n) over the number of patients assessed for each parameter during
the on-treatment period.

‡includes asthenia, fatigue, lethargy, malaise.
§includes lymphoedema, edema peripheral, peripheral swelling.
¶includes colitis, diarrhea, diarrhea hemorrhagic, gastroenteritis.
#includes abdominal pain, abdominal pain lower, abdominal pain upper, flank pain,

gastrointestinal pain.
!includes arthralgia, back pain, bone pain, musculoskeletal chest pain, musculo-

skeletal discomfort, musculoskeletal pain, myalgia, neck pain, noncardiac chest
pain.

ßincudes femoral neck fracture, pathological fracture, rib fracture, spinal compres-
sion fracture, sternal fracture, thoracic vertebral fracture.

àincludes bacteremia, bacteriuria, cellulitis, device related sepsis, Enterobacter
sepsis, erysipelas, furuncle, influenza, influenza like illness, localized infection, oral
fungal infection, perineal cellulitis, pulmonary sepsis, pyelocaliectasis, pyelone-
phritis, pyelonephritis acute, respiratory tract infection, respiratory tract infection
viral, sepsis, septic shock, subcutaneous abscess, upper respiratory tract infection,
ureteritis, urinary tract infection, urinary tract infection bacterial, urosepsis, viral
infection.

èincludes neuropathy peripheral, paresthesia, peripheral motor neuropathy, periph-
eral sensorimotor neuropathy, peripheral sensory neuropathy.

"includes hematuria, cystitis hemorrhagic.
øinclude lower urinary tract symptoms, micturition urgency, nocturia, pollakiuria,

urinary incontinence, urinary retention, dysuria.
#includes acute kidney injury, blood creatinine increased, renal failure, renal
impairment.

£includes aortic valve incompetence, aortic valve stenosis, atrial fibrillation, atrial
flutter, atrioventricular block complete, atrioventricular block second degree, bra-
dycardia, sinus bradycardia, tachycardia, cardiac failure, acute coronary syndrome,
angina pectoris.

¥includes lower respiratory tract infection, lung infection, lung infiltration, pneumonia.
Œincludes hypertension, hypertensive crisis.

Clinically relevant ! Grade 3 adverse reactions in <5% of patients who received
JEVTANA in combination with prednisone and primary prophylaxis G-CSF: febrile
neutropenia (3.2%), pulmonary embolism (1.6%), and neutropenic infection (0.8%).
Hematuria
In study TROPIC, adverse reactions of hematuria, including those requiring medical
intervention, were more common in JEVTANA-treated patients. The incidence of
grade !2 hematuria was 6% in JEVTANA-treated patients and 2% in mitoxantrone-
treated patients. Other factors associated with hematuria were well-balanced
between arms and do not account for the increased rate of hematuria on the
JEVTANA arm.
In study PROSELICA, hematuria of all grades was observed in 18% of patients
overall.
In CARD, hematuria of all grades was observed in 16% of patients receiving
JEVTANA.
Hepatic Laboratory Abnormalities
The incidences of grade 3–4 increased AST, increased ALT, and increased bilirubin
were each "1%.
6.2 Postmarketing Experience
The following adverse reactions have been identified from clinical trials and/or
postmarketing surveillance. Because they are reported from a population of
unknown size, precise estimates of frequency cannot be made.
Gastrointestinal: Gastritis, intestinal obstruction.
Respiratory: Interstitial pneumonia/pneumonitis, interstitial lung disease and acute
respiratory distress syndrome.
Renal and urinary disorders: Radiation recall hemorrhagic cystitis.
7 DRUG INTERACTIONS
7.1 CYP3A Inhibitors
Cabazitaxel is primarily metabolized through CYP3A [see Clinical Pharmacology
(12.3) in the full prescribing information]. Strong CYP3A inhibitors (e.g., ketocon-
azole, itraconazole, clarithromycin, atazanavir, indinavir, nefazodone, nelfinavir,
ritonavir, saquinavir, telithromycin, voriconazole) may increase plasma concentra-
tions of cabazitaxel. Avoid the coadministration of JEVTANA with strong CYP3A
inhibitors. If patients require coadministration of a strong CYP3A inhibitor, consider
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a 25% JEVTANA dose reduction [see Dosage and Administration (2.4) and Clinical
Pharmacology (12.3) in the full prescribing information].
8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Risk Summary
The safety and efficacy of JEVTANA have not been established in females. There
are no human data on the use of JEVTANA in pregnant women to inform the
drug-associated risk. In animal reproduction studies, intravenous administration of
cabazitaxel in pregnant rats during organogenesis caused embryonic and fetal
death at doses lower than the maximum recommended human dose [see Data].
Data
Animal data
In an early embryonic developmental toxicity study in rats, cabazitaxel was
administered intravenously for 15 days prior to mating through day 6 of pregnancy,
which resulted in an increase in pre-implantation loss at 0.2 mg/kg/day and an
increase in early resorptions at !0.1 mg/kg/day (approximately 0.06 and 0.02 times
the Cmax in patients at the recommended human dose, respectively).
In an embryo-fetal developmental toxicity study in rats, cabazitaxel caused maternal
and embryo-fetal toxicity consisting of increased postimplantation loss, embryole-
thality, and fetal deaths when administered intravenously at a dose of 0.16
mg/kg/day (approximately 0.06 times the Cmax in patients at the recommended
human dose). Decreased mean fetal birthweight associated with delays in skeletal
ossification was observed at doses !0.08 mg/kg. Cabazitaxel crossed the placenta
barrier within 24 hours of a single intravenous administration of 0.08 mg/kg to
pregnant rats at gestational day 17. A dose of 0.08 mg/kg in rats resulted in a Cmax
approximately 0.02 times that observed in patients at the recommended human
dose. Administration of cabazitaxel did not result in fetal abnormalities in rats or
rabbits at exposure levels significantly lower than the expected human exposures.
8.2 Lactation
Risk Summary
The safety and efficacy of JEVTANA have not been established in females. There
is no information available on the presence of cabazitaxel in human milk, the effects
of the drug on the breastfed infant, or the effects of the drug on milk production.
Cabazitaxel or cabazitaxel metabolites are excreted in maternal milk of lactating rats
[see Data].
Data
Animal data
In a milk excretion study, radioactivity related to cabazitaxel was detected in the
stomachs of nursing pups within 2 hours of a single intravenous administration of
cabazitaxel to lactating rats at a dose of 0.08 mg/kg (approximately 0.02 times the
Cmax in patients at the recommended human dose). This was detectable 24 hours
post dose. Approximately 1.5% of the dose delivered to the mother was calculated
to be delivered in the maternal milk.
8.3 Females and Males of Reproductive Potential
Contraception
Males
Based on findings in animal reproduction studies, advise male patients with female
partners of reproductive potential to use effective contraception during treatment and
for 3 months after the last dose of JEVTANA [see Use in Specific Populations (8.1)].
Infertility
Males
Based on animal toxicology studies, JEVTANA may impair human fertility in males
of reproductive potential [see Nonclinical Toxicology (13.1) in the full prescribing
information].
8.4 Pediatric Use
The safety and effectiveness of JEVTANA in pediatric patients have not been
established.
JEVTANA was evaluated in 39 pediatric patients (ages 3 to 18 years) receiving
prophylactic G-CSF. The maximum tolerated dose (MTD) was 30 mg/m2 intrave-
nously over 1 hour on Day 1 of a 21 day cycle in pediatric patients with solid tumors
based on the dose-limiting toxicity (DLT) of febrile neutropenia. No objective
responses were observed in 11 patients with refractory high grade glioma (HGG) or
diffuse intrinsic pontine glioma (DIPG). One patient had a partial response among
the 9 patients with ependymoma.
Infusion related/hypersensitivity reactions were seen in 10 patients (26%). Three
patients experienced serious adverse events of anaphylactic reaction. The incidence
of infusion related/hypersensitivity reactions decreased with steroid premedication.
The most frequent treatment-emergent adverse events were similar to those
reported in adults.
Based on the population pharmacokinetics analysis conducted with data from 31
pediatric patients with cancer (ages 3 to 18 years), the clearances by body surface
area were comparable to those in adults.
8.5 Geriatric Use
In the TROPIC study, of the 371 patients with prostate cancer treated with JEVTANA
every three weeks plus prednisone, 240 patients (64.7%) were 65 years of age and
over, while 70 patients (18.9%) were 75 years of age and over. No overall
differences in effectiveness were observed between patients !65 years of age and
younger patients. Elderly patients (!65 years of age) may be more likely to
experience certain adverse reactions. The incidence of death due to causes other
than disease progression within 30 days of the last cabazitaxel dose were higher
in patients who were 65 years of age or greater compared to younger patients [see
Warnings and Precautions (5.2)]. The incidence of grade 3–4 neutropenia and
febrile neutropenia were higher in patients who were 65 years of age or greater
compared to younger patients. The following grade 1–4 adverse reactions were
reported at rates !5% higher in patients 65 years of age or older compared to
younger patients: fatigue (40% vs 30%), neutropenia (97% vs 89%), asthenia (24%
vs 15%), pyrexia (15% vs 8%), dizziness (10% vs 5%), urinary tract infection (10%
vs 3%), and dehydration (7% vs 2%), respectively.
In the PROSELICA study, the grade 1–4 adverse reactions reported at rates of at
least 5% higher in patients 65 years of age or older compared to younger patients

were diarrhea (43% vs 33%), fatigue (30% vs 19%), asthenia (22% vs 13%),
constipation (20% vs 13%), clinical neutropenia (13% vs 6%), febrile neutropenia
(11% vs 5%), and dyspnea (10% vs 3%).
In the CARD study, the grade 1–4 adverse reactions reported at rates of at least
5% higher in patients 65 years of age or older compared to younger patients were
decreased appetite (16% vs 7%), hypertension (5% vs 0), constipation (18% vs 7%),
paresthesia (6% vs 0), stomatitis (10% vs 3%), musculoskeletal pain (5% vs 0),
fatigue (31% vs 23%), asthenia (30% vs 19%), and edema peripheral (11% vs 0).
Based on a population pharmacokinetic analysis, no significant difference was
observed in the pharmacokinetics of cabazitaxel between patients <65 years
(n=100) and older (n=70).
8.6 Renal Impairment
No dose adjustment is necessary in patients with renal impairment not requiring
hemodialysis. Patients presenting with end-stage renal disease (creatinine clear-
ance CLCR <15 mL/min/1.73 m2), should be monitored carefully during treatment
[see Clinical Pharmacology (12.3) in the full prescribing information].
8.7 Hepatic Impairment
Cabazitaxel is extensively metabolized in the liver. Patients with mild hepatic
impairment (total bilirubin >1 to "1.5 ! ULN or AST >1.5 ! ULN) should have
JEVTANA dose of 20 mg/m2. Administration of cabazitaxel to patients with mild
hepatic impairment should be undertaken with caution and close monitoring of
safety [see Clinical Pharmacology (12.3) in the full prescribing information]. The
maximum tolerated dose in patients with moderate hepatic impairment (total bilirubin
>1.5 to "3.0 ! ULN and AST = any) was 15 mg/m2, however, the efficacy at this
dose level was unknown. JEVTANA is contraindicated in patients with severe
hepatic impairment (total bilirubin >3 ! ULN) [see Contraindications (4)].
10 OVERDOSAGE
There is no known antidote for JEVTANA overdose. Overdose has resulted from
improper preparation [see Dosage and Administration (2.5)]. Read the entire section
Dosage and Administration (2) carefully before mixing or diluting. Complications of
overdose include exacerbation of adverse reactions such as bone marrow sup-
pression and gastrointestinal disorders. Overdose has led to fatal outcome.
In case of overdose, the patient should be kept in a specialized unit where vital
signs, chemistry and particular functions can be closely monitored. Patients should
receive therapeutic G-CSF as soon as possible after discovery of overdose. Other
appropriate symptomatic measures should be taken, as needed.
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O nce widely avoided, testosterone 
replacement in the setting of prostate 
cancer has become common prac-

tice, according to Wayne J.G. Hellstrom, MD, 
professor of urology and chief of andrology at 
Tulane University School of Medicine, in New 
Orleans, Louisiana.

“About 20 years ago, when I gave a course at 
the American Urological Association [AUA] and 
would ask if anybody in the audience would give 
testosterone to a man who had prostate cancer, 
3 of maybe 300 to 400 urologists would put up 
their hands. Now, probably 75% to 80% of urol-
ogists will give testosterone to men in these 
circumstances,” he observed. Until the past 
decade or so, he added, urologists were afraid 
of giving testosterone to men with any kind of 
prostate cancer for fear of “fueling the ! re.”

Authors Huggins and Hodgkins laid the foun-
dation for those fears in the 1940s, when they 
discovered that androgenetic hormones and 
prostate cancer were linked. Charles Brenton 
Huggins, who received the Nobel Prize for his 
work, demonstrated that if you shut down a 
man’s hormones you can control advanced pros-
tate cancer, explained Arthur L. Burnett II, MD, 
the Patrick C. Walsh Distinguished Professor 
of Urology and Oncology at Johns Hopkins 
University, in Baltimore, Maryland, and author of 
The Manhood Rx: Every Man’s Guide to Improving 
Sexual Health and Overall Wellness.

Based on current studies and anecdotal 
evidence, many of today’s urologists think it’s 
relatively safe to administer testosterone replace-
ment in hypogonadal men on active surveillance 
or in those who have been treated with prosta-
tectomy or cryosurgery. But these men should be 
closely monitored, they stress.

WHAT THE GUIDELINES SAY
Guideline recommendations, however, don’t 
fully re" ect reality. The authors of an edito-
rial comment published earlier this year in the 
International Brazilian Journal of Urology found: 
“Last guidelines’ revisions show some changes 
on CaP [prostate cancer] as a de! nitive contra-
indication for TRT [testosterone replacement 
therapy]. The Endocrine Society has the strict-
est guidelines, advising against T in patients 
with an unevaluated prostate nodule, PSA > 4ng/
mL, or PSA > 3ng/mL in high-risk patients (ie, 
African Americans or ! rst-degree relative with 
CaP). Only the AUA and ISSM [International 

Society for Sexual Medicine] recommend offer-
ing T on a case-by-case basis for all patients 
with CaP. Patients treated for localized CaP 
with no evidence of active disease (measur-
able PSA, abnormal digital rectal examination 
! ndings, evidence of bone or visceral metas-
tases) are candidates for replacement under 
the Canadian Medical Association Journal, 
European Association of Urology (EUA), and 
British Society for Sexual Medicine guidelines 
(BSSM).”1

The AUA released its guidelines in 2018, 
making a strong recommendation that clinicians 
should inform patients of the absence of evidence 
linking testosterone therapy to the development 
of prostate cancer, according to Mohit Khera, 
MD, professor of urology at Baylor College of 
Medicine, in Houston, Texas.

“However, the guidelines go on to state that 
patients with testosterone de! ciency and a 
history of prostate cancer should be informed 
that there is inadequate evidence to quantify the 
risk-bene! t ratio of testosterone therapy,” he 
said. “This was based on expert opinion. There 
are no randomized placebo-controlled trials 
giving men testosterone therapy after prostate 
cancer treatments. However, initial studies have 
not demonstrated any increased risk of biochem-
ical recurrence.”

WEIGHING THE OPTIONS, ONE PATIENT 
AT A TIME
Men with symptomatic hypogonadism can expe-
rience symptom relief, including increased 
muscle mass, improved mood and cognition, 
and enhanced sexual health from testosterone 
replacement. “A signi! cant number of men as 
they age are more likely to have prostate cancer, 
but they’re also more likely to have symp-
tomatic hypogonadism and treatment may be 
warranted for these [men],” noted Hellstrom, 
who coauthored a paper on the topic published 
in Androgens: Clinical Research and Therapeutics in 
December 2021.2

According to Khera, the need for testosterone 
might be greater among patients with pros-
tate cancer. “Speci! cally for men with a history 
of prostate cancer, testosterone therapy can 
improve recovery of erectile function follow-
ing…treatment. Testosterone plays a key role in 
overall erectile function.” 

Although every case is different, Hellstrom 
said he no longer worries about starting or 

continuing testosterone replacement in certain 
patients. “As far as patients who have localized 
prostate cancer on surveillance and those men 
who have had local therapy, which may be radi-
cal prostatectomy, radiation, or cryotherapy, 
there is really no good evidence that men are 
worse off if they are hypogonadal and treated 
appropriately,” he pointed out. “It’s important 
that those men who are treated recognize that 

they need to be followed closely, which involves 
testosterone [level monitoring], PSA
[prostate-speci! c antigen], and digital rectal 
exams every 3 to 6 months during treatment.”

For Burnett, things get worrisome when pros-
tate cancer is progressing or there is metastatic 
disease: “If the PSA [level] is rapidly increasing, 
you know that prostate cancer is increasing in 
the body, and that would increase my hesitancy 
about testosterone replacement.” Treating men 
with metastatic prostate cancer is highly contro-
versial, the fear being that hormone replacement 
will increase the risk that the cancer will grow, 
Hellstrom said, but added that this is being put 
to the test by investigators studying intermit-
tent high-dose androgen therapy in men with 
metastatic prostate cancer and seeing that “in a 
signi! cant number of these men, the actual pros-
tate cancer and the PSA levels regress.” 

Should urologists stop testosterone replace-
ment when men are ! rst diagnosed with 
prostate cancer? Not necessarily, but for Khera 
there is an exception, and that is “the patient 
who is going on to receive radiation therapy 
and will require androgen deprivation therapy 

 “A signifi cant number of 
men as they age are more 
likely to have prostate 
cancer, but they’re also 
more likely to have 
symptomatic 
hypogonadism and 
treatment may 
be warranted for 
these [men].”
WAYNE J.G. HELLSTROM, MD
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[ADT]. In these patients, we stop testosterone in 
preparation to start ADT.” 

In most cases of early disease, these physicians 
think it’s safe to keep men with no evidence of 
metastases on testosterone. “I would keep him 
on it with the understanding that he has close 
follow-up,” Hellstrom said.

According to Khera, urologists should make 
the decision to continue therapy on a case-by-case 
basis, depending on Gleason score, tumor grade 
and stage, and their anxiety and tolerance levels.

“If it’s pretty low-threat prostate cancer and a 
man says I’d rather jump off a cliff than stop my 
testosterone, then I might say, ‘I want you to hear 
all the risks, but I can’t oppose you using it,’ ” 
Burnett added, noting that in every case, includ-
ing new diagnoses, it’s important to factor in the 
bene! t a man gets from taking testosterone. “In 
a man who gets the diagnosis and has high-grade 
disease, the PSA [level] is rapidly going up and 
on top of that he says he gets a so-so bene! t from 
the testosterone, you’d say then let’s withdraw 
the testosterone.”

In fact, irrespective of PSA level change, if 
a patient with prostate cancer on testosterone 
replacement isn’t receiving adequate symptom-
atic relief, urologists should encourage him to 
stop therapy and look at what else might be caus-
ing the symptoms, including psychological or 
relationship factors, Burnett advised.

IS ONE FORMULATION BETTER 
THAN ANOTHER?
It is all testosterone, but the delivery systems 
make urologists question whether there is a 
difference when administered to patients with 
prostate cancer. “One therapy might have [fewer 
adverse] effects, might be easier to administer, or 

may have less adversity to being administered. 
[With daily] administered topical therapy, you 
can always just stop it. But if you put a testos-
terone pellet in somebody, that’s there for 3 to 
6 months. Pellets are better for a person who 
doesn’t want to deal with the administration, 
but is it better when somebody may show a PSA 
change?” Burnett wondered. “Better depends on 
how you de! ne it.”

Some regulatory bodies believe that injec-
tion therapy, which causes serum testosterone 
to peak at higher than optimal levels, might be 
worse than constant levels for patients with pros-
tate cancer. But that’s anecdotal, according to 
Hellstrom, who explained that PSA levels may 
go up marginally but in most cases don’t change 
with testosterone replacement. “That’s some-
thing you would follow very carefully. If they 
were to rise, that’s where a urologist would know 
to image a patient and do proper biopsies.”

A change in PSA typically occurs in men who 
have low starting testosterone levels (below

250 ng/dL), with an average rise of about 0.3 ng/
mL, according to Khera.

“We are recognizing that testosterone therapy 
can be bene! cial when correctly adminis-
tered in prostate cancer patients,” Burnett said. 
“However, a lot of this is anecdotal, and some is a 
bit of the Wild West regarding the safety of who 
can and cannot be treated with it, considering 
where the literature is right now.” 

The good news is that investigators are begin-
ning to conduct the necessary randomized 
controlled trials, including researchers from 
Johns Hopkins and Brigham and Women’s 
Hospital, in Boston, Massachusetts, to assess 
the potential bene! ts and risks of testosterone 
replacement in men who have been treated for 
prostate cancer.3

“We’re trying to make a statement that may 
afford the urologists out there the necessary liter-
ature support, so if they put somebody on therapy, 
they can really counsel them,” Burnett said. •
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“There are no randomized placebo-controlled 
trials giving men testosterone therapy after 

prostate cancer treatments. However, initial 
studies have not demonstrated any increased 

risk of biochemical recurrence.”
MOHIT KHERA, MD

“If the PSA [level] is rapidly 
increasing, you know that 
prostate cancer is 
increasing in the body and 
that would increase my 
hesitancy about 
testosterone 
replacement.” 
ARTHUR L. BURNETT II, MD
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BLUE LIGHT CYSTOSCOPY AS ADJUNCT TO 
WHITE LIGHT CYSTOSCOPY DECREASES 
NMIBC RECURRENCE
Blue light cystoscopy as an adjunct to con-
ventional white light cystoscopy was found to 
signi! cantly decrease the recurrence rate and 
prolong the time to recurrence in patients with 
non–muscle-invasive bladder cancer (NMIBC), 
according to an interim analysis of a large mul-
tisite study.1

“Patients with [NMIBC] suffer high recur-
rence rates that may lead to greater disease 
progression and worse overall clinical outcomes. 
White light cystoscopy (WLC) is the standard of 
care for monitoring NMIBC, 
though there is substantial evi-
dence that enhanced detection 
methods such as blue light 
cystoscopy (BLC) can ! nd 
further tumors missed by white 
light alone,” wrote the authors, 
led by Siamak Daneshmand, 
MD, professor of urology and director of clinical 
research at the Keck School of Medicine at the 
University of Southern California, Los Angeles.

The data were derived from a prospective,
real-world evidence study titled Blue 
Light Cystoscopy With Cysview Registry 
(NCT02660645), which is projected to enroll 
4400 patients. Data will be collected longitu-
dinally over 5 years on patients from each of 
the 7 enrolled sites.2 Participants include adult 
patients with NMIBC who have undergone 
transurethral resection of the bladder using BLC 
as an adjunct to WLC.

All registry patients included in the interim 
analysis of the study received BLC (n = 2055) 
and were compared with a historical control 
group of patients who had received only WLC 
(n = 261). Both groups were similar in terms of 
age, stage, grade, and clinical management (ie, 
intravesical therapy). Mean follow-up of patients 
was 27.4 months (range, 26-78 months) for 
the BLC Registry study group and 53 months 
(range, 37-71 months) for the WLC historical 
control group.

The secondary outcome of recurrence-free 
survival was analyzed using a Kaplan-Meier 
model with 95% CIs, and the associated P value 
was generated from a logrank sum test. Initial 

! ndings showed that risk of tumor recurrence 
in the BLC Registry group was signi! cantly 
lower than in patients who received WLC alone 
(P < .0001). These results remained true, as rates 
of recurrence tracked over 5 years in the BLC 
group consistently outperformed the results in 
the WLC-only group.

Results from the analysis indicate that en-
hanced cystoscopy can lead to better tumor de-
tection and more favorable long-term outcomes 
in a real-world setting. The study is expected to 
have ! nal data collection in December 2025.

RELUGOLIX MAINTAINS BENEFIT IN 
PROSTATE CANCER, IRRESPECTIVE OF 
BASELINE TESTOSTERONE 
A subgroup analysis of the phase 3 HERO trial 
(NCT03085095) showed that relugolix (Or-
govyx) yielded positive safety and ef! cacy results 
in advanced prostate cancer across all baseline 
testosterone levels.3

In the 912 patients whose baseline testoster-
one was measured during the trial, 147—
including 96 in the relugolix arm and 51 in 
the leuprolide arm—had a baseline level of less 
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than 280 ng/dL, and 765—includ-
ing 516 in the relugolix arm and 
249 in the leuprolide arm—had a 
level of 280 ng/dL. Although the 
population was advanced in age, 
most patients’ testosterone levels 
were within normal range.

The 48-week point estimated 
castration rates were notably higher 
among patients treated with relu-
golix than with leuprolide. In the 
relugolix arm, patients with a level 
of less or more than 280 ng/dL had 
rates of 97.3% and 96.5%, respec-
tively, compared with 84.1% and 
89.3% in the leuprolide arm. Sus-
tained castration rates were 96.7% 
and 88.8%, respectively.

“Relugolix in men, regardless 
of their baseline testosterone level, 
showed equal ef! cacy,” Kelly L. 
Stratton, MD, as-
sistant professor of 
urologic oncology 
at the University of 
Oklahoma College 
of Medicine, told 
Urology Times®

sister brand
CancerNetwork® in an interview. 
“The outcomes were similar be-
tween those who had normal,…
above, or below normal testosterone 
levels at baseline. There’s a thought 
that patients…with lower levels of 
testosterone may have worse out-
comes, so we wanted to look at the 
ability to sustain castration in those 2 
groups.… Relugolix was effective in 
both groups.”

The HERO trial included a total 
of 930 patients with advanced 
prostate cancer who were randomly 
assigned 2:1 to receive relugolix
(120 mg daily) after a single loading 
dose of 360 mg or a 3-month 
leuprolide injection for 48 weeks. 
Patients with baseline testosterone 
levels of less or more than 280 ng/
dL were assessed for sustained 
testosterone suppression to castrate 
levels from day 29 to 48 weeks, 
early castration rates, prostate-spe-

ci! c antigen (PSA) levels, castration 
resistance-free survival (CRFS) at
48 weeks, and safety.

In the relugolix arm, 68.8% and 
71.9% of patients in the low and 
high testosterone cohorts were
75 years or younger, respectively, 
with a median age of 72. Their me-
dian PSA level was 11.1 ng/mL and 
11.8 ng/mL and mean testosterone 
level was 228.5 ng/dL and 474.7 
ng/dL, respectively. At study entry, 
most patients had metastatic disease 
(32.3% and 31.8%, respectively), 
29.2% and 30.8% had locally 
advanced disease, and 29.2% and 
28.3% had localized disease.

In the leuprolide cohort, median 
patient age was 70 and 71 years 
in the low and high testosterone 
groups, respectively, while 76.5% 
and 71.1% were 75 years or young-
er. The median PSA was 12.5 ng/mL 
and 8.9 ng/mL in each group, and 
mean testosterone levels were
227.6 ng/dL and 447.3 ng/dL, 
respectively. Most patients in this co-
hort had metastatic disease (37.3% 
and 30.9%, respectively), 27.5% 
and 30.9% had locally advanced 
disease, and 25.5% and 11.2% had 
localized disease.

Key secondary end points also 
appeared to favor those treated with 
relugolix versus leuprolide, with 
the exception of CRFS, which was 
similar between treatment groups 
and subgroups.

In the relugolix cohort, 24.0% 
of patients with low testosterone 
had grade 3 or higher adverse 
events (AEs), compared with 17.2% 
of those with high testosterone. 
Moreover, serious AEs occurred in 
16.7% and 11.4% (low versus high 
testosterone groups) and fatal AEs 
occurred in 2.1% and 1.0% of these 
patients. The most common AEs of 
any grade in both groups included 
hot " ash (52.1% and 54.8%, respec-
tively), fatigue (30.2% and 20.2%), 
and diarrhea (14.6% and 11.6%). 
The low-testosterone group had
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2 events of grade 3 or higher hypertension, and 
the high-level group had 8 events of hyperten-
sion and 4 events of hot ! ash.

In the leuprolide group, 21.7% of patients in 
the low-testosterone group had high-grade AEs, 
compared with 20.5% in the high-level group. 
Moreover, 17.6% and 15.3% of patients, re-
spectively, had serious AEs, and 5.9% and 2.4% 
had fatal AEs. Common AEs of any grade in 
this population included hot ! ash (56.9% and 
51.8%, respectively), hypertension (27.5% and 
8.4%), and fatigue (15.7% and 19.7%), with 1 
event each of high-grade hypertension and 3 of 
back pain.

LONG-TERM FOLLOW-UP SUPPORTS 
PEMBROLIZUMAB MONOTHERAPY IN BCG-
UNRESPONSIVE NMIBC
Treatment with pembrolizumab (Keytruda) 
monotherapy continued to induce antitumor 
activity and durable complete responses (CRs) 
in patients with BCG-unresponsive, high-risk 
non–muscle-invasive bladder cancer (NMIBC) 
and carcinoma in situ with or without papillary 
disease, according to the 5-year follow-up results 
from the KEYNOTE-057 trial (NCT02625961).4

“The long-term ef" cacy data continue to 
support the use of pembrolizumab monotherapy 
in patients with BCG-unresponsive, [high-risk] 
NMIBC and [carcinoma in situ],” investigators 
wrote in their poster presentation.

Furthermore, among those who did not ex-
perience a CR, rates of upstaging at the time of 
radical cystectomy were consistent with previ-
ous " ndings, “suggesting that the window of 
opportunity for subsequent radical cystectomy is 
largely preserved,” added the investigators, who 
were led by Girish Kulkarni, MD, PhD, FRCSC, 
of the University of Toronto in 
Canada.

Although transurethral resec-
tion of bladder tumor followed 
by intravesical BCG is the 
current standard of care for this 
patient population, half of these 
patients’ disease goes on to recur or progress, in-
vestigators wrote. Therefore, in the trial, 96 eval-
uable patients received 200 mg pembrolizumab 
intravenously every 3 weeks for up to 24 months 
or until centrally con" rmed disease persistence, 
recurrence, or progression; unacceptable toxic 
effects; or withdrawal of consent.

In cohort A of the open-label, single-arm, multi-

center phase 2 KEYNOTE-057 trial, investigators 
evaluated the ef" cacy and safety of pembrolizum-
ab in patients with BCG-unresponsive, high-risk 
NMIBC and carcinoma in situ, with or without 
papillary disease, who were ineligible for or de-
clined to undergo radical cystectomy, the current 
standard of care for this patient population.

Cohort A comprised adults aged 18 years or 
older with histologically con" rmed BCG-unre-
sponsive carcinoma in situ of the bladder with 
or without papillary tumors and with an ECOG 
performance status of 0 to 2 who were ineligible 
for or had declined radical cystectomy.

Clinical complete response rate served as the 
primary end point.

Initial " ndings demonstrated, after a medi-
an follow-up of 36.4 months, that 40.6% of 

patients experienced CR at 3 months (95% CI, 
30.7%-51.1%).

Duration of response among patients with a 
CR (n = 39) was 16.2 months (range, 0.0 to 57.7).

The Kaplan-Meier estimated overall survival 
(OS) among all participants was 27.1%, with 
median OS not reached (NR; 95% CI, NR-NR).

Following pembrolizumab discontinuation,
43 patients went on to receive subsequent radical 
cystectomy. The median time from " rst dose of 
pembrolizumab to radical cystectomy was
9 months (range, 4.0-41.8 months) in all patients 
who underwent radical cystectomy. In particular, 
the median time from " rst dose of pembroli-
zumab to radical cystectomy was 14.3 months 
(range, 9.0-32.5 months) for 12 patients with 
a CR who later experienced disease recurrence 
or progression and 6.4 months (range, 4.0-41.8 
months) in 31 patients without a CR.

Among patients who underwent radical 
cystectomy, 5 progressed to muscle-invasive 
bladder cancer.

Grade 3 or 4 treatment-related adverse 
events (TRAEs) occurred in 13 (13%) patients, 
the most common being arthralgia (2%) and 
hyponatremia (3%). Serious TRAEs occurred in 
8 (8%) patients, but there were no deaths that 
were considered treatment-related.5

Data cutoff for the 5-year follow-up was May 
15, 2022. Of the 96 patients treated in the orig-
inal study, 38 patients had persistent disease, 33 
had progressive disease, 8 discontinued because 
of adverse events (AEs), 4 discontinued because 
of CR, 3 withdrew from the study, 1 experienced 
clinical progression, and 1 was not compliant 
with the study drug.

The median time from " rst dose data cutoff 
was 60.4 months (range, 50.2-72.5 months).

Investigators said that “analysis of long-term 
safety results for both cohorts A and B are 
forthcoming.”

TAZEMETOSTAT CONTINUES TO SHOW 
PROMISE IN MCRPC
Tazemetostat (Tazverik) continued to show 
promising clinical activity and safety when used 
in combination with abiraterone acetate (Zyti-
ga) or enzalutamide (Xtandi) in patients with 
metastatic castration-resistant prostate cancer 
(mCRPC), according to the latest data from the 
phase 1b/2 CELLO-1 study.6

Tazemetostat is an oral small-molecule 
inhibitor of EZH2. The CELLO-1 researchers, 
led by Wassim Abida, MD, PhD, of Memorial 
Sloan Kettering Cancer Center in New York, 
New York, hypothesized that inhibiting EZH2 
may resensitize tumors to such androgen-sig-
naling inhibitors (ASIs) as abiraterone and 
enzalutamide. Preclinical prostate cancer models 
have shown that reduction in tumor growth 
was greater with the addition of tazemetostat 
to abiraterone or enzalutamide compared with 
single-agent treatment with either ASI.

The phase 1b/2 global, open-label, random-
ized CELLO-1 study (NCT04179864) enrolled 
men aged at least 18 years with mCRPC who 
were previously untreated or had experienced 
disease progression while receiving a sec-
ond-generation ASI for mCRPC. The study 
protocol also allowed patients to have received 
prior " rst-generation anti-androgen receptor 
therapy and 6 or fewer cycles of docetaxel for 
castration-sensitive disease.

Patients were treated with either tazemetostat 
(800 mg twice daily) plus abiraterone (1000 mg 
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“The long-term efficacy 
data continue to support 
the use of pembrolizumab 
monotherapy in patients 
with BCG-unresponsive, 
[high-risk] NMIBC and 
[carcinoma in situ].”
KULKARNI ET AL
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once daily) and prednisone (5 mg twice daily) 
or tazemetostat (1600 mg twice daily) plus 
enzalutamide (160 mg daily). Safety, tolerabil-
ity, and recommended phase 2 dose (RP2D) of 
tazemetostat for each combination were the pri-
mary end points. Radiographic 
progression-free survival (rPFS) 
and prostate-speci! c antigen 
(PSA) decline of at least 50% 
(PSA50) were the key second-
ary end points.

At the data cutoff of June 11, 
2022, 21 patients had been treated, of whom 
7 had received tazemetostat plus abiraterone/
prednisone and 14 with tazemetostat plus 
enzalutamide. At the time of analysis, 1 patient 
was still being treated in the abiraterone/predni-
sone group and 2 were still being treated in the 
enzalutamide group.

The mean age of patients was 74 years (range, 
53-85), and they had received a median of 3 
prior lines of therapy. All patients had an ECOG 
performance status of 0 (n = 11) or 1 (n = 10). 
The median duration of treatment was 10.0 

months in the abiraterone/prednisone group and 
6.9 months in the enzalutamide group.

At a median follow-up of 17.4 months, 11 
of the 21 patients (52%) had experienced a 
decrease in PSA level from baseline, including 
9 of the patients receiving tazemetostat plus 
enzalutamide. Notably, 7 of these 9 patients had 
previously received abiraterone.

Across the overall population, investigators 
observed PSA50 in 6 patients: 1 (14.3%) in the 
abiraterone/prednisone group and 5 (35.7%) in 
the enzalutamide group.

In the enzalutamide cohort, the median rPFS 
was 11.1 months and the 12-month rPFS rate 
was 45%. In the abiraterone group, the median 
rPFS and 12-month rPFS rate were 8.3 months 
and 29%, respectively. Overall survival data 
were immature at the time of analysis.

The RP2D of tazemetostat was determined to 
be 1200 mg twice daily plus enzalutamide.

The most common treatment-emergent 
adverse events (TEAEs) in the abiraterone/pred-
nisone and enzalutamide groups across all grades 
were fatigue (n = 3 vs 5, respectively), constipa-

tion (n = 2 vs 3), fall (n = 4 vs 1), arthralgia (n = 3 
vs 3), hypertension (n = 1 vs 4), nausea (n = 1 vs 
3), peripheral edema (n = 3 vs 1), urinary tract 
infection (n = 2 vs 2), anemia (n = 0 vs 3), back 
pain (n = 2 vs 1), decreased appetite (n = 0 vs 3), 
dyspepsia (n = 0 vs 3), neck pain (n = 1 vs 2), pain 
in extremity (n = 1 vs 2), and pyrexia (n = 1 vs 2). 
A total of 10 patients (47.6%) experienced grade 
3/4 TEAEs, and there were no dose-limiting 
toxicities in phase 1b.

Although tazemetostat is not approved by the 
FDA for the treatment of patients with prostate 
cancer, it is approved for epithelioid sarcoma and 
relapsed/refractory follicular lymphoma.

HIGHER DOWNSTAGING, IMPROVED 
OS SEEN WITH NEOADJUVANT 
PEMBROLIZUMAB IN MIBC 
Patients with cisplatin-ineligible muscle-in-
vasive bladder cancer (MIBC) experienced 
higher downstaging and improved survival 
when treated with neoadjuvant pembrolizumab 
(Keytruda) rather than with immediate radical 
cystectomy (IRC), experts reported.7
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In the 39 patients with cisplatin-ineligible 
MIBC who were treated with neoadjuvant 
pembrolizumab as part of the phase 2 PURE-01 
study (NCT02736266) and the 313 patients who 
underwent IRC, overall survival improved in the 
pembrolizumab group. Median overall survival 
(OS) was not reached in the 39 patients with 
cisplatin-ineligible MIBC who were treated with 
neoadjuvant pembrolizumab as part of the phase 
2 PURE-01 study (NCT02736266) but was 19 
months in the 313 patients who underwent IRC 
at Mof! tt Cancer Center (P = .01).

Patients with cisplatin-ineligible muscle-
invasive bladder cancer achieved improved 
downstaging and survival after treatment with 
pembrolizumab prior to radical cystectomy com-
pared with IRC.

Moreover, OS was also prolonged in the 
propensity score–matched analysis, with median 
OS not reached in the pembrolizumab arm vs 
21 months in the IRC arm (P < .01). In fact, the 
IRC population experienced a worse OS in the 
Cox proportional-hazards modeling compared 
with those treated with pembrolizumab. The 
response rate was better in the pembrolizum-
ab arm: 33% vs 13% in the IRC arm (pT0; 
P = .03).

“From this relatively small cohort, we have 
seen that neoadjuvant pembrolizumab given 
for patients with MIBC who are ineligible for 
chemotherapy did provide an [OS] bene! t,” 
Roger Li, MD, a genitourinary oncologist at 
Mof! tt Cancer Center in Tampa, Florida said in 
an interview with CancerNetwork®.

“There’s a critical unmet need in the patients 
who are ineligible for chemo-
therapy with muscle-invasive 
disease, hence [why] we really 
need to develop ef! cacious 
treatments for these patients,” 
he added. “Certainly, this is 
an option but…there may be 
some opportunities for us to 
use combination treatments in the future as even 
more synergistic mechanisms of action to control 
the disease [emerge].”

The study was conducted to address that un-
met need within the cisplatin-ineligible popula-
tion, as pembrolizumab has previously demon-
strated ef! cacy in the non-muscle invasive and 
metastatic bladder cancer populations.

Moreover, preliminary data from the PURE-
01 trial indicated that neoadjuvant pem-

brolizumab had demonstrated ef! cacy in the 
chemotherapy-eligible population. Therefore, 
investigators set out to compare pathologic 
response and survival bene! t with neoadjuvant 
pembrolizumab vs IRC in the cisplatin-ineligi-
ble population.

OS in the study was assessed using the Ka-
plan-Meyer method, with comparisons conduct-
ed using logrank functions.

The median age was 75.1 years in the IRC co-
hort and 75.0 in the pembrolizumab cohort, and 
most patients in both were male. No patients 
had an ECOG performance status of 2 or higher. 
Additionally, most patients in both cohorts had 
cT3 to 4N0M0 staging (69% vs 67%, respec-
tively) and Pt4 or pTanyN-positive outcomes 
(41% vs 33%).

18F-RHPSMA-7.3 LINKED TO PROSTATE 
CANCER DETECTION IN PATIENTS WITH 
NEWLY DIAGNOSED DISEASE
Use of 18F-rHPSMA-7.3 PET prior to prosta-
tectomy was associated with disease detection 
and provided clinically important information, 
according to a recently reported study.8

The data, from the phase 3 LIGHTHOUSE 
trial, were presented by Brian F. Chapin, MD, of 
MD Anderson Cancer Center in Houston, Texas.

Of the 296 patients included in the ef! cacy 
population, 7.8% to 13.0% had a 18F-rH-
PSMA-7.3 PET–positive pelvic lymph node 
according to 3 readers. Moreover, extrapelvic le-
sions were identi! ed in 16% to 28% of patients 
in an extended population that included those 
who received 18F-rHPSMA-7.3 PET irrespective 
of surgery (n = 352).

Investigators noted that radiohybrid pros-
tate-speci! c membrane antigen (PSMA)–tar-
geting PET radiotherapeutic agents could be 
potentially labeled with 18F for use in diagnos-

tic imaging or alpha-/beta-emitting radiometals 
for systemic radiation therapy. The LIGHT-
HOUSE trial assessed 18F-rHPSMA-7.3 PET, 
a novel, high-af! nity PSMA ligand that is cur-
rently being developed for diagnostic imaging 
of prostate cancer.

The study included patients with unfavor-
able-risk, high-risk, and very high–risk new-
ly diagnosed disease set to undergo radical 
prostatectomy with regional pelvic lymph node 
dissection. PET/CT was performed 50 to 70 
minutes following a 296 MBq (8mCi) intrave-
nous dose of 18F-rHPSMA-7.3.

The images were interpret-
ed by local readers prior to 
surgery and were subsequently 
sent for blinded independent 
evaluation by 3 central read-
ers. Moreover, histopathology 
was performed within 30 days 
after PET.

The trial’s coprimary end points were patient 
level sensitivity and speci! city in terms of 
detecting pelvic lymph node metastases. The 
prespeci! ed thresholds for sensitivity and 
speci! city were 22.5% and 82.5%, respective-
ly. The ef! cacy analysis population included 
patients who received 18F-rHPSMA-7.3 PET 
before surgery.

The trial did not meet the prespeci! ed sta-
tistical threshold for sensitivity, which ranged 
between 23% to 30%. Investigators noted that 
sensitivity was higher for those with high-risk or 
very high–risk disease than those with unfavor-
able intermediate-risk disease.

Moreover, speci! city was between 93% to 
97% and exceeded the threshold across all read-
ers. Speci! city was also high across all readers 
for both disease risk strati! cations, measuring 
93% or higher.

In the safety population of 356 patients, 7.9% 
experienced a total of 33 treatment-emergent 
adverse effects (TEAEs), which were determined 
to not be serious. Of these patients, 2.5% experi-
enced 10 TEAEs that were potentially related to 
18F-rHPSMA-7.3 PET.

Three patients experienced injection site pain, 
and 1 patient each experienced peripheral swell-
ing, diarrhea, nausea, hyperkalemia, arthralgia, 
dysgeusia, and hypertension.•
For references, and for all of Urology Times®’

coverage of this meeting, visit bit.ly/3kGs26x

“From this relatively small 
cohort, we have seen that 
neoadjuvant 
pembrolizumab given for 
patients with MIBC who 
are ineligible for 
chemotherapy did provide 
an [OS] benefit.”
ROGER LI, MD
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AMANDA C. NORTH, MD

T he American Urological Association (AUA) recently 
released analyses on the data collected from the 2021 
AUA Annual Census.1 In this interview, Amanda C. 

North, MD, chair of the AUA Data Committee, discusses the 
census in depth, speci! cally highlighting the data collected on 
residents and fellows. North is an associate professor of urol-
ogy at Monte! ore Medical Center in Bronx, New York.

Q. Could you describe the background behind the 
2021 AUA Annual Census and how it’s conducted?
A. The AUA census is about to have its 10th anniversary next 
year, so 2023 will be the 10th year in a row that the AUA has 
done an annual census. It started in 2014, and the idea was 
to collect data on practicing urologists, mostly in the United 
States. [However], many don’t know this, [but] there are multi-
ple censuses that get published every year. The most widely 
known is the census of practicing urologists in the United 
States. I would call that our main census.

In addition to that one, we have one on international urolo-
gists, one on residents and fellows, and one on advanced practice 
providers (APPs). Those are also published on the AUA website, 
but they’re published separately and the questions are different. 
Practicing urologists in the United States get a different set of 
questions than the APPs or the residents and fellows.

There are a lot of interesting data you can obtain from the 
census. The idea was to annually look at the practice of urol-
ogy, and I’ll talk about the one speci! cally in the United 
States. [Over the past 10 years, the census] has allowed us to 
look at trends in urology practice. What’s happening with 
rural urology practice? What’s happening with student loan 
debt? What’s happening with burnout? What are the trends in 
demographic data for practicing urologists? Are we aging out? 
Are we going to need more urologists in the future? We can 
get all these data from the census.

It’s a survey that usually gets released around the time of 
the [AUA] Annual Meeting. Of course, with COVID-19, the 
meeting was a little different. Traditionally, the meeting has 
been in May, [but] it’s going to be [from] April [28] to May 1 
in 2023. That’s when the census gets released. Many urologists 
! ll out the census on a computer at the annual meeting; we 
have a little station set up for them to do that. We also give out 
prizes, so if you’re interested, stop by.

Everyone gets an email with a link to the census. Some of 
the demographic data are autopopulated to try to reduce the 
number of questions [participants] have to answer every year. 
The fact that my gender is female, where I went to med school, 

and what my subspecialty is—all that will be autopopulated for 
me. Then there will be a variety of questions that everybody 
answers every year.

The census does get randomized. For example, when we 
put burnout on the census, the Maslach Burnout Inventory is 
a 22-question survey that gets embedded in the census. If we 
sent it to all practicing urologists, there wouldn’t be any space 
to ask any other questions. It gets randomized to a certain 
percentage of urologists, then we extrapolate the data.

There’s a phenomenal statistical team at the AUA, who work 
full time for the AUA, and they run the census. As the Data 
Committee chair, and previously the Workforce Workgroup 
chair, I’ve worked on writing the census questions for several 
years now. There’s a lot of urologist input into what we ask. In 
fact, the questions are generated by urologists, but the actual 
question writing, the structure of the census, and the statistics 
are all done by the AUA statistical team. It’s a fantastic process.

The data are available to anyone who is an AUA member. 
You log into your AUA account, and it’s right on the website. 
If you want to know what percentage of women were prac-
ticing urology in 2016, you can get that data at the snap of 
the ! ngers. Over time, we’ve become more facile with how 
to make the census most useful, but it’s been used for every-
thing from tracking workforce needs to legislative efforts in 
Washington, DC, to supporting the needs of urologists and 
our patients. It’s something I’m proud to be involved with.

Q. What were some of the notable data regarding resi-
dents and fellows? Were any of those fi ndings surprising 
to you and your fellow Data Committee members?
A. I’m glad you asked about the resident and fellow census 
because it [was published recently]. These are brand-new 
data, and I encourage [everyone] to look at it because we do 
have some interesting data. From a demographic point of 
view, one-third of urology residents are now women. In the 
2022 practicing urologists census, we’re up to 11.6% women 
who are practicing urology. When you look at the fact that 
one-third of residents are women, we know that feminine wave 
is coming to urology. For those of us who have been doing this 
for a while, that’s exciting.

What’s also interesting is that almost one-third of residents 
are non-White. There have been a lot of efforts to increase the 
diversity of the urologic workforce, and I think the fruits of our 
labor are starting to show themselves when we look at the resi-
dents. Fewer than 20% of practicing urologists are non-White, 
so over 80% of urologists in practice are White. To see that we’re 

AUA releases analysis of data 
collected from 2021 annual census
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training a more diverse group of residents makes 
me excited for the future of urology.

[Approximately] one-third of urology resi-
dents have a child during residency. For all those 
program directors who are worried about preg-
nancy and maternity and paternity leave, it’s 
here. We just have to plan and be ready for it. 
The American Board of Urology has done a 
good job of modernizing their rules to allow for 
maternity and paternity leave, and the census is 
showing we have a need for that.

Interestingly, more than 90% of residents who 
had a child during residency—both men and 
women—felt very supported by their programs. 
One encouraging thing is it seems like colleagues 
and program directors are very supportive of 
[residents] having babies during residency. I 
found that positive, and I didn’t expect it. I 
thought more [participants] would say they were 
discriminated against for having a child or they 
didn’t feel supported. To have more than 90% 
of residents say they felt supported during that 
process is what you want to hear. I had my !rst 
child when I was a resident, so I’m very sympa-
thetic to how dif!cult it can be. I love the fact 
that [residents] feel supported in their decision 
to have a family. Seventy-!ve percent of the resi-
dents reported that they had paid parental leave, 
[which is] great. We should be at 100%, but 75% 
isn’t bad. That’s an improvement over the past.

The other astounding thing is the amount of 
educational debt. More than 50% of residents 
owe over $150,000 in student loan debt. One of 
the things that [the] census data were used to 
promote is a legislative effort to offer student 
loan forgiveness for specialists practicing in rural 
areas. On the resident census, residents felt that 
would be a positive way to get their student loans 
paid off, and [it] encouraged them to practice 
in more rural areas. Most residents don’t antici-
pate practicing in a rural area, but this could help 
those rural communities get specialty care. I’ve 
worked on the legislative component of that, and 
to see [that it’s] something residents want was 
very encouraging. It made me proud of the work 
we’ve done on that.

The other big thing is burnout. Resident burn-
out is still high. Consistent with the last time we 
asked about burnout on the census, our PGY2 
residents are the ones who are really suffering. 
They have the highest rates of burnout and the 
highest rates of career regrets. We’ve seen that 
consistently every time we’ve asked. The message 

I’d give to [those] who work with residents is you 
need to support your PGY2 residents, even more 
than everyone else, because they’re really suffer-
ing. That’s a tough year. I think there are a lot of 
structural reasons for that. When we look at who 
needs the most support, second-year urology resi-
dents are the ones who need a little extra love.

Those are some of the main !ndings. [We 
also found] interesting things, [such as that] resi-
dents prioritize being fed when they’re on call 
and being able to attend doctor’s appointments. 
I don’t know why it’s so hard to give a resident 
half [of] a day off to go to the doctor. Again, 
those of us in academic medicine [must ensure] 
our residents [can] get health care. They’re not 
just health care providers, they’re health care 
consumers—especially mental health. That 
wasn’t asked speci!cally, but we know residents 
need mental health care. Residency is a dif!-
cult time, so making sure we make it possible for 
residents to get the care they need makes them 
better doctors and stronger [individuals]. Those 
are some of the things I was excited to look at.

Q. What are some potential applications 
of these data?
A. [There are] so many applications for the 
census data. One of the things we look at when 
we’re writing census questions is: What are the 
legislative priorities of the AUA, and what data 
can we collect that will support that legisla-
tive agenda? Let me give an example. There’s 
a lot of concern that reimbursement for audio-
only telehealth is going to go away. On the 2021 
census, we saw that 30% of telemedicine visits 
were planned as audio only. So almost one-third 
were planned as audio only, and the health 
care system is no longer going to pay for that. 
[However], we can use the data from our census 
to go to Congress and say, “Hey, you’re making a 
mistake.” We [must] continue to fund audio-only 
telemedicine, because 30% of telemedicine visits 
are planned as audio only, and another [41.5% of 
planned video visits] get converted to audio only 
[because of] technological dif!culties.

We know that for [older] patients or for 
patients who are in areas without broadband, 
they have a very dif!cult time doing video tele-
medicine visits. We’re hurting the [patients] 
who would bene!t the most by not reimburs-
ing audio only. As we start to design the 2023 
census, [those] telemedicine data are going to be 
important to us, because we know this is a !ght 

that’s going to be ongoing. We take that into 
consideration.

I already mentioned the student loan forgive-
ness bill that allows specialists who practice in 
rural areas to get student loan forgiveness. This 
is the bill we’re proposing. Again, it was census 
data looking at student loan debt and the need 
for rural practitioners that allowed us to go to 
Congress and get sponsorship for this bill. We 
use the census to write a couple papers [that 
show] student loan debt is a problem for urol-
ogists. Those papers were [then] brought to 
Congress to say, “Hey, we need some help here.” 
That bill hasn’t been passed yet, but we’re opti-
mistic that there is bipartisan support for it, 
based on census data. There is a huge legislative 
component to what we do with the census.

The other component is understanding the 
needs of practicing urologists and trying to 
address those needs. The AUA census has looked 
at burnout in practicing urologists twice—in 
2016 and 2021. The 2021 census showed a huge 
increase in burnout among women urologists. 
COVID-19 was probably partially to blame. I 
don’t know about other women in urology, but I 
was homeschooling 3 children while [working] a 
full-time job in the middle of a global pandemic. 
I also happen to work in the Bronx, which was 
the epicenter of the pandemic nationally, so it 
was a little stressful. My burnout rates might 
have gone up because of that.

[We are] understanding that we need to have 
more support available for all urologists, but 
certain demographic groups are suffering more 
than others—women in urology being 1 example. 
That’s where an organization like the Society [of] 
Women in Urology, which does all these incredi-
ble programs for women in urology, can step in and 
offer more mentorship programs, support, or peer-
to-peer mentoring or coaching. There are different 
components to that. We notice that having connec-
tions helps mitigate burnout. Understanding who 
is at risk and then trying to !nd solutions is some-
thing we offer through the census. •
REFERENCE
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Q: My urologist performed an open radical nephrec-
tomy with retroperitoneal lymph node dissection. My 
question is whether I can report CPT code 38780 (with 
modifi er 59/XU) in addition to CPT code 50230 for the 
radical nephrectomy?!Is retroperitoneal lymph node 
dissection considered regional lymph node dissection? 
If the approach was laparoscopic instead of open, could 
one report both CPT code 50545 for the laparoscopic 
radical nephrectomy and CPT code 38589 (bench-
marked to 38780-59/XU)?
A: It really comes down to the extent of the lymph node 
dissection and the work that was done and whether the 
lymph node dissection was performed for staging or for ther-
apeutic purposes.

CPT code 50230 describes “nephrectomy, including partial 
ureterectomy, any open approach including rib resection; 
radical, with regional lymphadenectomy and/or vena caval 
thrombectomy.” As one can see, the descriptor describes 
that “regional lymphadenectomy” is included in the proce-
dure and cannot be reported separately. If the patient has 
a tumor and is at risk of spread to the lymph nodes and the 
lymph nodes are removed, it should not be reported sepa-
rately. If there is regional lymph node enlargement and the 
removal is performed for cancer control, then it should not be 
reported separately. However, if there is signi! cant retroper-
itoneal involvement (such as up to the diaphragm and down 
to the bifurcation of the aorta) and an extensive surgery is 
performed to remove all of the lymph nodes as a heroic effort 
for cancer control, most would agree that would be above and 
beyond what is described. Therefore, in that unique case one 
could consider reporting CPT code 38780-59 (or modi! er 
XU for Medicare), which describes “retroperitoneal trans-
abdominal lymphadenectomy, extensive, including pelvic, 
aortic, and renal nodes (separate procedure).” These codes 
are bundled, with unbundling allowed with a modi! er—so 
addition of the modi! er should allow for payment. One alter-
native approach for reporting of the additional effort that 
can also be considered would be the use of modi! er 22 with 
appropriate notation in the operative note. This approach 
should be reserved for cases in which the payer does not 
recognize the 38780-59.

Similarly, CPT code 50545 describes “laparoscopy, surgical; 
radical nephrectomy (includes removal of Gerota fascia and 
surrounding fatty tissue, removal of regional lymph nodes, 
and adrenalectomy).” Similar to CPT code 50230, removal 
of regional lymph nodes is included in the descriptor. The 
descriptor does not state whether this is a staging or therapeu-
tic procedure. Removal of retroperitoneal nodes should only 
be reported if the procedure is medically extensive enough to 
warrant separate coding. If this were the case, then CPT code 
38589 (unlisted laparoscopy procedure, lymphatic system) 
benchmarked to CPT code 38780 seems reasonable; again, one 
could consider the use of modi! er 22 with code 50545 instead 
of the unlisted code 38589.

Q: How would I report the following scenario: A 
holmium laser was used to perform laser lithotripsy 
of the upper ureter stone. A stone basket was used to 
extract the fragments, although!many did wash into the 
kidney. Ureteroscopy was then performed up into the 
kidney to further laser the fragments that had gone up, 
along with lasering a 4 " 2-mm lower pole stone that 
was seen. A# er lasering and extraction, a 6 " 28-cm 
ureteral stent was then placed. Would it be appropriate 
to report CPT code 52356 (with International Statistical 
Classifi cation of Diseases, Tenth Revision [ICD-10] code 
N20.1) along with CPT code 52353 (with modifi er XS, 
ICD-10 code N20.0 in this scenario), or is it more appro-
priate to only report 52356 because the original stones 
occurred in ureter and then washed into the kidney?
A: We will add this question to the continuing saga and 
changing world of CPT coding.
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Send coding and reimbursement questions to Jonathan Rubenstein, MD, 
and Mark Painter c/o Urology Times®, at UTeditors@mjhlifesciences.com. 

Questions of general interest will be chosen for publication. The information
in this column is designed to be authoritative, and every effort has been made 
to ensure its accuracy at the time it was written. However, readers are 
encouraged to check with their individual carrier or private payers for updates 
and to confirm that this information conforms to their specific rules.

CPT code 52356 describes “cystourethroscopy, with ureteroscopy and/
or pyeloscopy; with lithotripsy including insertion of indwelling uret-
eral stent (eg, Gibbons or double-J type).” The code descriptor does not in 
itself describe any speci! c number of stone(s) that are lasered or the loca-
tion of the stone(s) for reporting purposes. So the question is whether CPT
code 52353 (cystourethroscopy, with ureteroscopy and/or pyeloscopy; with 
lithotripsy [ureteral catheterization is included]) can be reported for either 
stones that were originally in the ureter and then " ushed up into the kidney, 
and/or whether CPT code 52353 could be reported for lasering the sepa-
rate and identi! able 4 # 2-mm stone that was in the kidney, not in the ureter. 

Some, including the American 
Urological Association, have 
argued that the ureter is a 
separate anatomic structure 
from the kidney and there-
fore different stones represent 
different work, and both could 
be reported. Additionally, 
the National Correct Coding 
Initiative does allow unbun-
dling with a modi! er if codes 

52356 and 52353 are reported on the same date. We have therefore argued 
in the past that reporting both stones, if located in separate anatomic areas, 
may be allowed by some payers.

However, this argument does not fully acknowledge the CPT codebook 
parenthetical beneath CPT code 52356, which provides further coding guid-
ance, stating, “Do not report 52356 in conjunction with 52332, 52353 when 
performed together on the same side.” This parenthetical clari! es CPT 
code 52356 (but not CPT 52356 with 52353) would be reported for cystos-
copy with ureteroscopy and stent placement, no matter the size, location, 
or number of stones treated. Therefore, from a CPT perspective, it does not 
matter whether the stone was " ushed up to the kidney and further ureteros-
copy was needed nor whether there was a separate identi! able stone; in both 
cases, only CPT 52356 would be reported.

CPT is the base or foundation of communication for payment of health 
care services in the United States. Payers, including Medicare, have layered 
payment rules and interpretation of CPT codes, notes, and guidelines on top 

of those included in the CPT manual. Many of these interpretations do not 
fully consider the true intention of CPT and the nuances of health care that 
the American Medical Association attempts to address in the categoriza-
tion of services in health care. An increasing number of payers are adopting 
a more rigid CPT code interpretation to include the parenthetical notes. 
Unfortunately, most payers are now consistently considering that stones, 
regardless of location prior to or during the procedure, are accurately repre-
sented by reporting 52356 once and no longer allowing 52353 for treatment 
of a second stone. •
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C leveland Clinic recently announced that it will begin 
billing patients or their insurance company for 
responses to portal messages that require provider 

“clinical time and expertise.”1 Providing patients electronic 
access to their health information is one of the Merit-based 
Incentive Payment System (MIPS) measures in the Promoting 
Interoperability category, and it carries the largest weight 
in the category score premised on the belief that electronic 
exchange of data between a provider and a patient is important 
and improves health outcomes.2 That access typically involves 
a portal with many features, including the ability to exchange 
secure messages with providers or the care team. Providers 
have expressed concern that patients will overwhelm them 
with messages that consume uncompensated time. In this 
article, I will explore the trends that led to this point and the 
pros and cons of using portals from the physician and patient 
perspectives—all to inform your decision about whether to 
charge for responding to messages.

Trend 1: Changes in how we communicate. Americans 
are increasingly adopting asynchronous electronic methods 
for personal and business communications. More than 90% 
of adults use email regularly, most have a smartphone and use 
text messaging, and social media use is pervasive. The remote 
worker economy has only accelerated this trend. Almost half 
of young adults report they are “almost constantly online,”3

and a great deal of that involves posting, chatting, and other 
asynchronous communications. Live chat functionality is a 
routine feature of the internet presence of banks, retailers, and 
even some hospitals. In short, we have come to expect a stan-
dard of sending a message and getting a reply—usually for 
free—in all areas of our lives.

Trend 2: Changes in how physicians get paid. For 
30 years, physicians have been paid on the principle that 
payments should be related to the resource costs needed to 
provide services—the resource-based relative value scale 
(RBRVS)—based on physician work, practice expenses, 
and malpractice expenses.4 Shortly after the introduction of 
RBRVS came the concept of evaluation and management 
(E&M) codes based upon the type and severity of patient 
conditions and, occasionally, the amount of time spent with 
the patient. Two recent developments have increased the 
expectation by physicians that they should be compensated 
primarily for time: the expansion of telehealth and reimburse-
ment for phone calls, and the recent (2021) change in E&M 

coding guidelines to make it easier to base charges on the 
amount of time spent with the patient.

Trend 3: Changes in traditional physician workload. 
Reimbursement pressures and practice expense in! ation have 
driven many physician practices to respond by seeing more 
patients per unit of time. The physical workload contributes 
to a mental workload that is demonstrably linked to physi-
cian burnout and has been exacerbated by the COVID-19 
pandemic.5 The expanded of" ce visit template may come at 
the expense of a contracted amount of time for non–face-to-
face activities—responding to messages, for example.

Trend 4: Incentives for portal adoption. Most physicians 
in America have adopted an electronic health record (EHR), 
claimed up to $44,000 in incentives for doing so, and are 
compensated for Medicare professional services based in part 
on their continued adoption of features like providing patients 

access to information in the EHR through a portal. In 2020, 
it is estimated that 60% of patients nationwide were offered 
access to a portal, 60% of those accessed it at least once, and 
the most frequent activity reported (60%) was exchanging 
secure messages with their provider (up from 48% in 2017)6; 
review of 2020 MIPS data suggests higher rates of portal adop-
tion in urology practices than in other specialties.7

Trend 5: Expansion of telehealth during the
COVID-19 pandemic. This trend has increased the expec-
tation that many services previously only offered in an of" ce 
setting are available remotely via technology.

Taken together, these trends suggest an increased demand 
by patients for messaging their providers, a decreased supply 
of uncompensated physician time in which to do so, and a 
natural response to charge for messaging. It is important to 
draw a distinction between a brief round of secure messaging 
and something closer to a clinical encounter. Medicare has 
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paid for the latter—“e-visits”—since 2019. An e-visit applies only to estab-
lished patients and is described by Medicare as a patient-initiated online 
digital E&M service conducted via a patient portal.8 There are 3 levels of 
codes for up to 7 days’ cumulative time: 5 to 10 minutes, 11 to 20 minutes, 
and 21 or more minutes. The 2022 Medicare allowables for e-visit levels 
(unadjusted for geographic factors) are $15.23, $29.76, and $48.45, respec-
tively. Medicare deductibles and coinsurance apply, and private insurance 
may have different rules.

Portals are attractive to patients as an alternative (to a phone message) 
channel for communicating a clinical concern. They can avoid call centers 
and “telephone tag,” and create a written record of their interaction. Patients 
can communicate from their phone or computer at a time they choose. 
Many physicians prefer this channel for the same reasons. Some literature 
suggests portal use is associated with higher patient satisfaction.9 Literature 
on provider satisfaction is lacking, and it is not clear whether portals 
improve or worsen productivity and ef!ciency or lead to decreased phone 
messages.10

Here’s how Cleveland Clinic is implementing billing for responding to 
messages1:

• Giving advance notice
• Proactively reaching out to patients with an easy-to-understand 

description of the new policy
• Charging for the following if they are expected to take more than 

5 minutes of provider time: changes to medications, new symptoms, 
changes to a long-term condition, and requests to complete medical 
forms

• Not charging for: scheduling an appointment or asking a question that 
leads to an appointment, re!lling prescriptions, following up on care 
within the past 7 days, and giving a quick update to the provider

Here are some additional things to think about before you charge for e-visits:
• Asynchronous messaging may be less ef!cient than a phone call when 

evaluating a new clinical problem. Patients may omit critical informa-
tion in their initial outreach or be vague, leading to several rounds of 
back-and-forth.

• Many EHRs do not have an automatic way of creating an encounter or 
charging from the messaging platform. You will have to create a work-
"ow to initiate the charge/claim. Reimbursement for an e-visit is based 
on cumulative time over 7 days. You will have to establish a method of 
accounting for and documenting time in a 7-day “episode.”

• Charges will generate revenue cycle management. A sudden surge of 
claims for e-visits may trigger an inquiry from payers. You may need 
documentation to show which portal messages generated charges and 
which did not.

• A !nancial transaction may raise patient expectations about the quality 
and timeliness of your response to their message, especially if costs are 
largely out of pocket. There are no coding guidelines for documenta-
tion of an e-visit beyond the time parameters mentioned above.

• Medicare’s de!nition of an e-visit explicitly refers to communication 
with a practitioner. You cannot bill for responses from your nurse or 
medical assistant.

• Established patients with chronic problems may push back on change. 
An example would be a female patient with chronic urinary tract infec-
tions who is accustomed to calling for an antibiotic periodically with 

new onset of symptoms. Depending on your market and your competi-
tors’ policies, patients may leave.

• Charging for clinical responses may discourage patients from reporting 
new symptoms or using the portal to view their health information.

THE BOTTOM LINE AND WHY IT MATTERS
How you communicate with patients is critical to satisfaction, outcomes, 
ef!ciency, and your practice’s success. The consumer economy demands 
electronic access to health care information, and portal adoption has surged 
in recent years. The decision whether to routinely charge for online “care” 
is therefore important and should be made in the context of your practice 
culture and style. If you decide to charge for responses to portal messages, 
be sure to make your policy clear on the portal before those messages are 
initiated by patients. •
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Factors to consider when weighing 
timing of receipt of Social Security

As you approach retirement, one of your key decisions will 
be when to begin receiving Social Security bene! ts. It 
is not an easy call, and the answer usually depends on 

your personal circumstances. Starting your bene! ts early means 
more payments because you are receiving them sooner, but 
you’ll get a smaller check each month for the remainder of your 
life."Unfortunately, there is no one-size-! ts-all answer to when 
you should start receiving Social Security bene! ts. The slid-
ing scale used to calculate bene! ts, which pays a smaller monthly 
amount if you start receiving them early and more if you wait 
longer, depends on the year you were born. Your lifetime payout 
depends on how long you live. The ! rst step is to visit https://
www.ssa.gov/bene! ts/calculators/ and ! nd out when you are enti-
tled to receive full bene! ts, and how much those bene! ts will be.

Keeping your projected bene! ts in mind, there are 3 basic 
timing methods provided by the Social Security Administration 
(SSA) to consider for planning purposes: early retirement, normal 
or “full” retirement, or late retirement.

Early retirement. You are eligible to begin receiving Social 
Security retiree bene! ts as early as age 62 years. However, you 
will receive a reduced monthly amount if you start before the 
normal age for receiving full bene! ts. For example, if you start 
receiving bene! ts at 62, your bene! t will be about 25% lower 
than if you had waited until you reach your full retirement age.

Full retirement. The full retirement age is 66 years if you were 
born between 1943 and 1954. The full retirement age increases 
gradually if you were born from 1955 to 1960, until it reaches 67 
years. For anyone born 1960 or later, full retirement bene! ts are 
payable at 67. 

Late retirement. You may choose to keep working beyond the 
normal retirement age to receive greater retirement bene! ts or 
delay your application for retirement bene! ts. If you are consid-
ering late retirement, keep in mind that each additional year 
you work adds another year of earnings to your Social Security 
record. Higher lifetime earnings may provide greater bene! ts to 
you in retirement. In addition, your bene! t will increase auto-
matically by a certain percentage from the time you reach full 
retirement age until you start receiving your bene! ts or until you 
reach age 70 years. The percentage varies depending on your year 
of birth. The maximum delayed bene! t you may receive is 132% 
of your regular bene! t amount.

The Social Security timing decision gets complicated if you 
expect to claim bene! ts based on your spouse’s earning record. 
Typically, a spouse who has not worked, or one who has had low 
earnings, may receive up to half of the other spouse’s full bene-
! t. If you are eligible to receive both your own retirement bene! ts 
and spousal bene! ts, your bene! ts are paid out ! rst. However, 
if your bene! ts as a spouse would exceed your own retirement 
bene! ts, you may receive a combination of bene! ts equaling the 
higher bene! t.

Other special rules may apply for widows and widowers, 
divorced spouses, and those entitled to receive disability bene-
! ts. You can ! nd more information on these topics by visiting the 
SSA Web site at www.ssa.gov. 

How can you maximize your bene! ts?
1. Have 35 credited working years. Social Security 

payments are based on the earnings from your 35 highest income 
years. If you have not worked for 35 years, every year you did 
not work will reduce your bene! ts. To avoid having years with 0 
earnings that reduce your bene! t amount, consider working a few 
extra years to raise your lifetime income average.

2. Delay receiving benefi ts. If you can afford to do so, and if 
you anticipate having a longer life expectancy, delaying receipt of 
your bene! ts may increase your lifetime payout.

3. Claim spousal benefi ts. Spouses (and ex-spouses) who 
were married for at least 10 years are eligible to claim not only 
their own bene! ts, but spousal bene! ts as well. Take advantage 
if claiming spousal bene! ts increases your or your spouse’s bene-
! t amounts.

4. Consider a side job. Padding your income in the 
! nal couple of years before receiving bene! ts can bump up 
your 35-year income average. This will result in a larger payout 
amount.

5. Manage your tax liability. Up to 85% of your Social 
Security bene! t may be taxable depending on your retire-
ment income. “Income” means your adjusted gross income plus 
nontaxable interest income plus half of your Social Security bene-
! ts. If you are over certain income limits, 50% to 85% of your 
Social Security bene! t will be taxable. Some states also tax Social 
Security bene! ts. Managing your retirement income may reduce 
the amount of your bene! t that is taxed.
For more tips, visit bit.ly/3J2RCgb
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Just about everything and everyone gets an 
online review these days, doctors included. 
Investigators at Stanford University, 

Stanford, California, and the University of 
Washington, Seattle, examined the effect 
these user-generated online ratings have on 
health care choices.1,2 The results appear in the 
Journal of Marketing.

In a connected world, patients increasingly 
rely on user-generated ratings when it comes 
to choosing a doctor and making other health 
care decisions, with surveys showing that almost 
75% of patients rely on reviews as the ! rst step 
in ! nding a new doctor. But consumers typi-
cally lack any specialized knowledge or medical 
training to fairly evaluate the quality of service 
provided by physicians, so it’s unknown whether 
the ratings are a true measure of physician qual-
ity and if they in" uence doctor choice. For 
example, the American Medical Association has 
raised concerns that user-generated physician 
ratings may lack useful information and that the 
ratings may not re" ect actual patient treatment 
outcomes. However, patients may be able to infer 
physicians’ clinical quality by observing their 
own health conditions or by directly assessing 
physicians’ empathy, attentiveness, and commu-
nication skills, according to the investigators.

To examine the effect of user-generated 
ratings, investigators combined physician rating 
data from Yelp.com with data from Medicare, 
which cover a large elderly patient group. For 
those consumers who base their physician choice 
decisions on online ratings, the ! ndings that 
physicians with higher ratings have higher clini-
cal quality indicate that patients will be matched 
with higher-quality physicians.

The study found that physicians with 
higher ratings have better educational and 
professional credentials measured by board 

certi! cation status, ranks of schools, and accred-
itations. Physicians with higher ratings also 
show higher adherence to clinical guidelines 
and patients of physicians with higher ratings 
display better clinical outcomes. The research 
authors concluded that online reviews are highly 
correlated with clinical quality and can help 
patients ! nd better caregivers.

Investigators also examined the effects of 
ratings on patient " ow, measured by physician’s 
revenue and patient volume, and ! nd that an 
increase in a physician’s average rating has posi-
tive effects on patient " ow and increases the 
physician’s annual patient revenue and volume.

The investigators also said that patients’ 
responses to online ratings are greater for physi-
cians with more reviews. This indicates that 
ratings would signal more information about 
a physician’s quality when there are a greater 
number of reviews. The effects of ratings on 
patient " ow are larger for physicians with more 
younger patients who have greater access to 
online rating information. Also, the positive 
effect of positive online ratings on patient " ow is 
greater for solo practitioners who may lack insti-
tutional backing.

For self-employed physicians who are not asso-
ciated with large hospitals and brand names, 
good online ratings can provide extra infor-
mation, help signal quality, and reduce patient 
uncertainty, according to the report. •
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Medical World News 
Deep Dive™:
AUA Census data
In this video, Amanda C. North, MD, 
chair of the American Urological 
Association (AUA) Data Committee, 
discusses the 2021 AUA Annual Census 
in depth, specifi cally highlighting the 
data collected on residents and fellows.

+ To watch the video, go to bit.ly/3RfhvMd
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Mind-body therapies
In this video, Jun J. Mao, MD, MSCE 
discusses how he focuses on his health. 
He touches on using mediation and 
other mind-body therapies to help center 
him and help to create a life-work 
balance.

+ To watch the video, go to bit.ly/3XvS8Ib
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We have already seen an uptick in patients 
coming in for vasectomies. With the 

recent change from the Supreme Court and 
potential limitations on access to abortion, we’re 
seeing patients who are already worried, and that’s 
their reason for vasectomies, as opposed to, they’re 
just done having children and it’s time.

I de! nitely see more patients expressing that 
as their No. 1 reason for vasectomy consultation. 
I expect that to continue into [this] year. I don’t 
know if we can do any more vasectomies than we 
do already, but we are seeing more and more people 
saying they are investigating vasectomies because 
they’re worried about that.

What I hope to see [in 2023] is continuing 
improvement in standards of care when we’re 
talking about [prostate-speci! c antigen] screen-
ing and prostate cancer diagnosis and treatment. 
Anecdotally, we have seen more locally advanced 
and aggressive prostate cancers with the use of 
active surveillance.

We offer active surveillance like everyone else, 
but I think that in my 12 years of practice we’re 
seeing more advanced prostate cancers—what 
might’ve been Gleason 6 is turning into Gleason 7 
on subsequent biopsies. I think that’s a consequence 
of more active surveillance. We’re de! nitely seeing 
more men being treated for intermediate-grade 
prostate cancer vs low-grade.

If we’re going to recommend active surveillance, 
we need to offer more tests, so we can further 
restratify men and make sure they’re getting the 
appropriate treatment or keep a closer eye on the 
active surveillance.”

Michael Cox, MD
Savannah, Georgia

Our practice is beginning to see a shift 
from a pandemic mindset—the amount of 

time we were spending in virtual encounters—and 
moving back to practice patterns from 2018 to 2019.
The practice won’t be totally the same, but the 
pandemic way of thinking and telemedicine helped 
revolutionize some things for us and, maybe, 
streamline our practices. I think we’re headed 
toward a hybrid of what we saw before the 
pandemic while adding things we thought made us 
more ef! cient in our practices during the pandemic.

I mainly work in andrology. Virtual appoint-
ments have been a boon because I could see many 
more patients than previously, and they didn’t 
have to travel far distances. They also avoided 
clinic parking dif! culties and waiting room 
congestion. Patients really appreciated that.

[In 2023] we’ll see increasing ef! ciency, make 
access easier for our patients, especially people 
from quite a distance away, but we’ll also get 
back to decreased restrictions from COVID-19.
I’m looking forward to seeing people in the 
of! ce. It’s really different talking to someone just 
on the phone.

As far as medical treatments, I think we’ll 
see more widespread germline testing, infertil-
ity, DNA fragmentation, and micro" uids will 
be coming forward, and an implantable [percu-
taneous tibial nerve stimulation] device for 
overactive bladder.”

Justin Nork, DO
San Diego, California

Over the past 35 years, I’ve worked with 
others to develop therapies and equipment 

for treating prostate cancer, and I’ve trained 
urologists around the world in new techniques.

This year, we’re launching a product that can 
be used in both training and actual procedures. 

It’s a video system that will enable 
a supervising urologist to see 
what residents or other physicians 
see—through their eyes—by 
linking into equipment the treat-
ing physician is using. 

It can be used across industries 
and other medical specialties, but, as a matter of 
disclosure, I helped develop the urology line of 
products. Part of the incentive for this was that 
during COVID-19, you couldn’t get together for 
training, even as we developed new techniques.

The system uses both augmented reality and 
extended reality, employing a headset with a 
see-through optic display that projects the image 
of the operative ! eld, and even imaging video, 
into their eyes. A teacher can be in 1 location 
and a trainee at another, anywhere in the world. 
What the student sees in his headset, the trainer 
sees in another. With these headsets, the trainer 
can see the inside of the bladder wall, for exam-
ple, to make sure no small cancer was missed. 
The trainer sees every move the student makes 
through his eyes. Conversely, the trainee can 
watch what an experienced surgeon is doing.

We’re about to change the way we train.
Instead of doctors taking time from their 

practices to spend a couple days teaching, the 
doctors can do a video session after 5 o’clock and 
show a trainee exactly how to perform a proce-
dure. They can see what the trainee sees during 
an actual surgery while getting input directly 
from the video system. 

We expect this to take off in 2023.”

Nelson N. Stone, MD
New York, New York

What do you hope/expect to see in urology 
or in your practice this year?
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Associated Medical Professionals of New York is seeking BC/BE General  
and Subspecialized Urologists for Private Equity physician partnership 

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

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

loan assistance and moving expenses. 

JOIN ONE OF THE FASTEST GROWING GROUPS IN THE COUNTRY!

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

Site visits are being scheduled!  
Contact Audrey Barker,Vice President Physician Recruitment 

(740) 607-5924 (cell) | abarker@us-uro.com 

HIRING
BC/BE UROLOGISTS

CENTRAL NEW YORK

Surgical Affi liates Management Group, Inc. (SAMGI) is a medical group that partners with 
hospitals to run their urology practices. We are currently looking for urologists to join us 
and work on a part-time basis – just 183 days or 26 weeks per year.

WE OFFER:

• Predictable work schedules

• Full-time APP support

• Competitive salary

• Robust benefi ts package including health/dental/vision/401K

• Malpractice and tail coverage

• Moving Allowance or Travel Stipend

PRACTICE LOCATIONS INCLUDE:

• UnityPoint Health in Rock Island, IL/Bettendorf, IA  bit.ly/3itwQv2

If you would like to work a part-time schedule and have work/life balance, please contact 
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O n August 22, 2007, a 70-year-old man presented to a 
urologist complaining of dif! culty urinating, a weak 
urinary stream, and the sensation that he could not 

empty his bladder. A prostate ultrasound revealed a moderately 
enlarged prostate gland (benign prostatic hyperplasia; BPH) 
and signi! cant residual urine. The patient alleged that the 
urologist recommended various conservative treatments that 
did not reduce or resolve his symptoms.

After a follow-up evaluation, the patient underwent a cystos-
copy and internal urethrotomy with a holmium laser. The 
cystoscopy showed the patient’s prostate as having trilobar 
hypertrophy with obstruction. The bladder was hypotonic and 
heavily trabeculated, and there was a moderately large diver-
ticulum on the left posterior inferior wall.

The urologist recommended transurethral microwave 
thermotherapy, an in-of! ce treatment involving the gentle 
application of heat to the prostate. According to the patient, 
the urologist provided him with a brochure about the treat-
ment. However, the patient claimed that neither the urologist 
nor the brochure disclosed or described any associated risks, 
complications, dangers, contraindications, or warnings. The 
patient also alleged that the brochure indicated the procedure 
was to be performed by a quali! ed physician and not by any 
other medical personnel.

On October 19, 2007, the patient underwent treatment. The 
patient claimed that the treatment had been administered by 
a nurse, not a quali! ed physician, and that the urologist had 
not been present when it was rendered. The patient further 
claimed that the nurse performed the treatment improperly, 
resulting in internal injuries that worsened his urinary prob-
lems and created a permanent need for a catheter to urinate.

The patient sued for negligence and medical malpractice. 
The patient’s counsel alleged that the urologist had failed to 
properly inform the patient of the risks and complications 
associated with the treatment. It was further alleged that the 
urologist, following the procedure, stated that the patient 
would be “great for a thousand years,” which falsely assured 
him that there were no risks associated with the procedure.

The patient’s expert testi! ed that the treatment is not effective 
for cases involving residual urine in excess of 200 cm3, pros-
tate volume of less than 30 cm3, and patients without normal 
bladder function. The expert argued that the patient’s residual 
urine quantity well exceeded 200 cm3, his prostate volume was 
27.05 cm3, and his bladder function was “hypotonic.” The expert 

further criticized the urologist for not having a quali! ed physi-
cian render the therapy. The expert concluded that the patient 
was not a good candidate for the procedure and that he was 
never properly informed of the relevant risks, which, if disclosed, 
would have led him to refuse the treatment.

The urologist claimed that the patient came to him to avoid 
surgery previously recommended by other urologists. The 
urologist claimed that the patient did not want to undergo 
surgery for several reasons, including underlying medical 
problems that made surgery unfavorable. To avoid surgery, 
the urologist advised the patient of the transurethral micro-
wave option and advised that it would be the only treatment, 
short of surgery, that could provide relief. The urologist 
claimed that he thoroughly explained the recognized risks 
associated with the treatment and that the patient was not an 
“optimal” candidate for the therapy. However, there was a 
possibility that the treatment could provide suf! cient improve-
ment for the patient to avoid surgery. Finally, the urologist 
stated that he and his licensed practical nurse were able to 
administer the treatment without problem or dif! culty.

Experts for the defense testi! ed that the urologist did not 
veer from the standard of care by offering a safe alternative to 
surgery. The defense experts both opined that the treatment 
administered did not hurt the patient. The treatment had 
simply not been successful, which is often the case.

After a 5-day trial and 2 hours of deliberation, the jury 
rendered a verdict for the defense, ! nding that the urologist 
had not been negligent in treating the patient.

LEGAL PERSPECTIVE
A physician proposing a treatment has a duty to provide a 
patient with enough information about material risks and 
available options to enable the patient to give informed 
consent. This includes the potential risks and possible bene! ts 
of each different treatment option. Then, the physician must 
receive consent from the patient before embarking on any 
treatment option.

Outside of emergency situations, physicians cannot substi-
tute their judgment for the patient’s consent. If a physician 
fails to obtain informed consent, he or she may be liable for 
medical malpractice if a reasonable person in the patient’s 
position would have withheld consent had the information 
been presented. •

Patient undergoing BPH procedure 
sues for negligence and malpractice
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Defense experts testify that the urologist did not veer from standard of care
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