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Kidney stones are common and are on the 
rise, according to government statistics. 
About 11% of U.S. men and 6% of women 
develop urolithiasis once or more during 

their lifetime, according to the National Institute of 

Diabetes and Digestive and Kidney Diseases. Recur-
rence is common, too—occurring at a rate of up to 
50% within the first 5 years of the first stone episode, 
researchers reported in an article published Feb. 25, 
2016 in Nature Reviews Disease Primers.

Despite the high prevalence of kidney stones and 
recent AUA guidelines to medically manage them, 

urologists don’t do a very good job at managing 
stone patients, according to Kyle Wood, MD, assis-
tant professor of urology at University of Alabama 
at Birmingham.

“We’re very good at surgically treating stones, and 
we’ve had significant advancements within the sur-

Lisette Hilton  / UT Correspondent

Overcoming challenges of medical therapy starts with leveraging guidelines

See STONE MANAGEMENT, on page 11
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FDA approves two drugs for bladder
cancer, with a third likely soon
IN SEPARATE ACTIONS, the FDA has approved one 
new drug for bladder cancer and granted a new indi-
cation to an existing agent for the malignancy.

In December, the FDA granted accelerated approval 
to enfortumab vedotin-ejfv (PADCEV) for the treat-
ment of adult patients with locally advanced or meta-
static urothelial cancer who have previously received 
a PD-1/L1 inhibitor and a platinum-containing 
chemotherapy before or after surgery or in a locally 
advanced or metastatic setting. Less than a month 
later, the agency approved the anti-PD-1 therapy pem-
brolizumab (KEYTRUDA) as monotherapy for the 

treatment of patients with Bacillus Calmette-Guerin 
(BCG)-unresponsive, high-risk, nonmuscle-invasive 
bladder cancer (NMIBC) with carcinoma in situ (CIS) 
with or without papillary tumors who are ineligible for 
or have elected not to undergo cystectomy.

A third agent, known as nadofaragene firadenovec, 
recently met its primary endpoint in a pivotal phase III 
study, also in patients with BCG-unresponsive high-grade 
NMIBC (CIS with or without Ta/T1 papillary disease).

For details on the nadofaragene data and the two new 
approvals, please turn to pages 23 and 24.
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Stone management 
often falls short

We basically did the 
paperwork for our 

patients so they 
would get the 24-

hour urine kit sent 
to their houses. That 

increased our compli-
ance from 47% to 65%.”

           KYLE WOOD, MD

KIDNEY STONES
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There are now smart 
water bottles that 
can link to smart-
phones, and they 

can help make 
sure patients con-
sume their target 

fl uid consumption.”

          BRIAN R. MATLAGA, MD, MPH

Despite mixed 
evidence, we 
generally rec-

ommend limit-
ing animal 

protein intake to 
no more than two 

servings a day.”

MARGARET S. PEARLE, MD, PHD

“
protein intake to 

no more than two 

““There are now smart ““
to their houses. That 

increased our compli-
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$'7� �DQGURJHQ�GHSULYDWLRQ�WKHUDS\��&Ζ� �FRQ��GHQFH�LQWHUYDO��
+5� �KD]DUG�UDWLR��7Ζ7$1� �7DUJHWHG�ΖQYHVWLJDWLRQDO�7UHDWPHQW�$QDO\VLV�RI�
1RYHO�$QWLDQGURJHQ�

NEW INDICATION

For your patients with metastatic prostate cancer who 
will be starting ADT or have recently initiated ADT*

Start early with ERLEADA®

(Median overall survival was not 
estimable in either arm; HR=0.67; 

95% CI: 0.51, 0.89; P=0.0053)

Now approved for the treatment of 
patients with metastatic castration-
sensitive prostate cancer (mCSPC).

ERLEADA® + ADT reduced 

the risk of death 

by ǳǳ% vs placebo + ADT1

�$OO�SDWLHQWV�ZKR�HQUROOHG�LQ�WKH�7Ζ7$1�VWXG\�VWDUWHG�$'7�IRU�P&63&�
���PRQWKV�SULRU�WR�UDQGRPL]DWLRQ�

† Study Design:�7Ζ7$1�ZDV�D�SKDVH����PXOWLFHQWHU��UDQGRPL]HG��
GRXEOH�EOLQG��SODFHER�FRQWUROOHG�WULDO�RI�SDWLHQWV�ZLWK�P&63&��1 �������
3DWLHQWV�KDG�de novo�P&63&�RU�UHODSVHG�PHWDVWDWLF�GLVHDVH�DIWHU�LQLWLDO�
GLDJQRVLV�RI�ORFDOL]HG�GLVHDVH��$OO�SDWLHQWV�LQ�WKH�7Ζ7$1�WULDO�UHFHLYHG�D�
FRQFRPLWDQW�*Q5+�DQDORJ�RU�KDG�D�ELODWHUDO�RUFKLHFWRP\��3DWLHQWV�ZLWK�
YLVFHUDO��LH��OLYHU�RU�OXQJ��PHWDVWDVHV�DV�WKH�RQO\�VLWHV�RI�PHWDVWDVHV�
ZHUH�H[FOXGHG��3DWLHQWV�ZHUH�UDQGRPL]HG�����WR�UHFHLYH�(5/($'$®

����PJ�RUDOO\�RQFH�GDLO\���$'7�RU�SODFHER�RUDOO\�RQFH�GDLO\���$'7��
7KH�GXDO�SULPDU\�HQGSRLQWV�ZHUH�RYHUDOO�VXUYLYDO�DQG�UDGLRJUDSKLF�
SURJUHVVLRQ�IUHH�VXUYLYDO����References: 1.�(5/($'$®�>3UHVFULELQJ�ΖQIRUPDWLRQ@��+RUVKDP��3$��

-DQVVHQ�%LRWHFK��ΖQF� 2.�&KL�.1��$JDUZDO�1��%MDUWHOO�$��HW�DO��RQ�EHKDOI�
RI�7Ζ7$1�LQYHVWLJDWRUV��$SDOXWDPLGH�IRU�PHWDVWDWLF�FDVWUDWLRQ�VHQVLWLYH�
SURVWDWH�FDQFHU��N Engl J Med.�ΖQ�SUHVV�

GXULQJ�WUHDWPHQW��ΖW�LV�XQNQRZQ�ZKHWKHU�DQWL�HSLOHSWLF�
PHGLFDWLRQV�ZLOO�SUHYHQW�VHL]XUHV�ZLWK�(5/($'$®��$GYLVH�
SDWLHQWV�RI�WKH�ULVN�RI�GHYHORSLQJ�D�VHL]XUH�ZKLOH�UHFHLYLQJ�
(5/($'$®�DQG�RI�HQJDJLQJ�LQ�DQ\�DFWLYLW\�ZKHUH�VXGGHQ�ORVV�
RI�FRQVFLRXVQHVV�FRXOG�FDXVH�KDUP�WR�WKHPVHOYHV�RU�RWKHUV�

Embryo-Fetal Toxicity—7KH�VDIHW\�DQG�Hɝ��FDF\�RI�
(5/($'$®�KDYH�QRW�EHHQ�HVWDEOLVKHG�LQ�IHPDOHV��%DVHG�RQ�
LWV�PHFKDQLVP�RI�DFWLRQ��(5/($'$®�FDQ�FDXVH�IHWDO�KDUP�DQG�
ORVV�RI�SUHJQDQF\�ZKHQ�DGPLQLVWHUHG�WR�D�SUHJQDQW�IHPDOH��
$GYLVH�PDOHV�ZLWK�IHPDOH�SDUWQHUV�RI�UHSURGXFWLYH�SRWHQWLDO�
WR�XVH�H
�HFWLYH�FRQWUDFHSWLRQ�GXULQJ�WUHDWPHQW�DQG�IRU���
PRQWKV�DIWHU�WKH�ODVW�GRVH�RI�(5/($'$® >VHH�8VH�LQ�6SHFL��F�
Populations (8.1, 8.3)]�

ADVERSE REACTIONS 

Adverse Reactions—7KH�PRVW�FRPPRQ�DGYHUVH�UHDFWLRQV�
�	�����WKDW�RFFXUUHG�PRUH�IUHTXHQWO\�LQ�WKH�(5/($'$®�WUHDWHG�
SDWLHQWV��	���RYHU�SODFHER��IURP�WKH�UDQGRPL]HG�SODFHER�
FRQWUROOHG�FOLQLFDO�WULDOV��7Ζ7$1�DQG�63$57$1��ZHUH�IDWLJXH��
DUWKUDOJLD��UDVK��GHFUHDVHG�DSSHWLWH��IDOO��ZHLJKW�GHFUHDVHG��
K\SHUWHQVLRQ��KRW���XVK��GLDUUKHD��DQG�IUDFWXUH��
Laboratory Abnormalities—All Grades (Grade 3-4)
•  Hematology—ΖQ�WKH�7Ζ7$1�VWXG\��ZKLWH�EORRG�FHOO�
GHFUHDVHG�(5/($'$®�������������SODFHER�������������ΖQ�
WKH�63$57$1�VWXG\��DQHPLD�(5/($'$®�������������SODFHER�
������������OHXNRSHQLD�(5/($'$®�������������SODFHER�����
������O\PSKRSHQLD�(5/($'$®�����������SODFHER����������

•  Chemistry—ΖQ�WKH�7Ζ7$1�VWXG\��K\SHUWULJO\FHULGHPLD�
(5/($'$®�����������SODFHER�����������ΖQ�WKH�63$57$1�VWXG\��
K\SHUFKROHVWHUROHPLD�(5/($'$®�������������SODFHER�����
������K\SHUJO\FHPLD�(5/($'$®�����������SODFHER�����������
K\SHUWULJO\FHULGHPLD�(5/($'$®�����������SODFHER�������������
K\SHUNDOHPLD�(5/($'$®�����������SODFHER�����������

Rash—ΖQ���UDQGRPL]HG�VWXGLHV��UDVK�ZDV�PRVW�FRPPRQO\�
GHVFULEHG�DV�PDFXODU�RU�PDFXORSDSXODU��$GYHUVH�UHDFWLRQV�RI�
UDVK�ZHUH�����ZLWK�(5/($'$®�YV����ZLWK�SODFHER��*UDGH���
UDVKHV��GH��QHG�DV�FRYHULQJ�!����ERG\�VXUIDFH�DUHD�>%6$@��ZHUH�
UHSRUWHG�ZLWK�(5/($'$®�WUHDWPHQW������YV�SODFHER��������
7KH�RQVHW�RI�UDVK�RFFXUUHG�DW�D�PHGLDQ�RI����GD\V��5DVK�
UHVROYHG�LQ�����RI�SDWLHQWV�ZLWKLQ�D�PHGLDQ�RI����GD\V�
IURP�RQVHW�RI�UDVK��5DVK�ZDV�FRPPRQO\�PDQDJHG�ZLWK�RUDO�
DQWLKLVWDPLQHV��WRSLFDO�FRUWLFRVWHURLGV��DQG�����RI�SDWLHQWV�
UHFHLYHG�V\VWHPLF�FRUWLFRVWHURLGV��'RVH�UHGXFWLRQ�RU�GRVH�
LQWHUUXSWLRQ�RFFXUUHG�LQ�����DQG�����RI�SDWLHQWV��UHVSHFWLYHO\��
2I�WKH�SDWLHQWV�ZKR�KDG�GRVH�LQWHUUXSWLRQ������H[SHULHQFHG�
UHFXUUHQFH�RI�UDVK�XSRQ�UHLQWURGXFWLRQ�RI�(5/($'$®�

Hypothyroidism—ΖQ���UDQGRPL]HG�VWXGLHV��K\SRWK\URLGLVP�
ZDV�UHSRUWHG�IRU����RI�SDWLHQWV�WUHDWHG�ZLWK�(5/($'$® and 

���RI�SDWLHQWV�WUHDWHG�ZLWK�SODFHER�EDVHG�RQ�DVVHVVPHQWV�RI�
WK\URLG�VWLPXODWLQJ�KRUPRQH��76+��HYHU\���PRQWKV��(OHYDWHG�
76+�RFFXUUHG�LQ�����RI�SDWLHQWV�WUHDWHG�ZLWK�(5/($'$®�DQG����
RI�SDWLHQWV�WUHDWHG�ZLWK�SODFHER��7KH�PHGLDQ�RQVHW�ZDV�DW�WKH�
��UVW�VFKHGXOHG�DVVHVVPHQW��7KHUH�ZHUH�QR�*UDGH���RU���DGYHUVH�
UHDFWLRQV��7K\URLG�UHSODFHPHQW�WKHUDS\��ZKHQ�FOLQLFDOO\�LQGLFDWHG��
VKRXOG�EH�LQLWLDWHG�RU�GRVH�DGMXVWHG��

DRUG INTERACTIONS

(��HFW�RI�2WKHU�'UXJV�RQ�(5/($'$®—&R�DGPLQLVWUDWLRQ�
RI�D�VWURQJ�&<3�&��RU�&<3�$��LQKLELWRU�LV�SUHGLFWHG�WR�LQFUHDVH�
WKH�VWHDG\�VWDWH�H[SRVXUH�RI�WKH�DFWLYH�PRLHWLHV��1R�LQLWLDO�GRVH�
DGMXVWPHQW�LV�QHFHVVDU\��KRZHYHU��UHGXFH�WKH�(5/($'$® dose 

EDVHG�RQ�WROHUDELOLW\�[see Dosage and Administration (2.2)]�
(��HFW�RI�(5/($'$®�RQ�2WKHU�'UXJV—(5/($'$® is a 

VWURQJ�LQGXFHU�RI�&<3�$��DQG�&<3�&����DQG�D�ZHDN�LQGXFHU�
RI�&<3�&��LQ�KXPDQV��&RQFRPLWDQW�XVH�RI�(5/($'$®�ZLWK�
PHGLFDWLRQV�WKDW�DUH�SULPDULO\�PHWDEROL]HG�E\�&<3�$���&<3�&����
RU�&<3�&��FDQ�UHVXOW�LQ�ORZHU�H[SRVXUH�WR�WKHVH�PHGLFDWLRQV��
6XEVWLWXWLRQ�IRU�WKHVH�PHGLFDWLRQV�LV�UHFRPPHQGHG�ZKHQ�
SRVVLEOH�RU�HYDOXDWH�IRU�ORVV�RI�DFWLYLW\�LI�PHGLFDWLRQ�LV�FRQWLQXHG��
&RQFRPLWDQW�DGPLQLVWUDWLRQ�RI�(5/($'$®�ZLWK�PHGLFDWLRQV�WKDW�
DUH�VXEVWUDWHV�RI�8'3�JOXFXURQRV\O�WUDQVIHUDVH��8*7��FDQ�UHVXOW�
LQ�GHFUHDVHG�H[SRVXUH��8VH�FDXWLRQ�LI�VXEVWUDWHV�RI�8*7�PXVW�EH�
FR�DGPLQLVWHUHG�ZLWK�(5/($'$®�DQG�HYDOXDWH�IRU�ORVV�RI�DFWLYLW\�
3�JS��%&53��RU�2$73�%��6XEVWUDWHV—$SDOXWDPLGH�LV�D�
ZHDN�LQGXFHU�RI�3�JO\FRSURWHLQ��3�JS���EUHDVW�FDQFHU�UHVLVWDQFH�
SURWHLQ��%&53���DQG�RUJDQLF�DQLRQ�WUDQVSRUWLQJ�SRO\SHSWLGH�
�%���2$73�%���FOLQLFDOO\��&RQFRPLWDQW�XVH�RI�(5/($'$®�ZLWK�
PHGLFDWLRQV�WKDW�DUH�VXEVWUDWHV�RI�3�JS��%&53��RU�2$73�%��
FDQ�UHVXOW�LQ�ORZHU�H[SRVXUH�RI�WKHVH�PHGLFDWLRQV��8VH�
FDXWLRQ�LI�VXEVWUDWHV�RI�3�JS��%&53��RU�2$73�%��PXVW�EH�FR�
DGPLQLVWHUHG�ZLWK�(5/($'$®�DQG�HYDOXDWH�IRU�ORVV�RI�DFWLYLW\�LI�
PHGLFDWLRQ�LV�FRQWLQXHG�
Please see Brief Summary of full Prescribing 
Information for ERLEADA® on subsequent pages.

INDICATION 

(5/($'$®��DSDOXWDPLGH��LV�DQ�DQGURJHQ�UHFHSWRU�LQKLELWRU�
LQGLFDWHG�IRU�WKH�WUHDWPHQW�RI�SDWLHQWV�ZLWK��
ȏ�0HWDVWDWLF�FDVWUDWLRQ�VHQVLWLYH�SURVWDWH�FDQFHU��P&63&�
ȏ��1RQ�PHWDVWDWLF�FDVWUDWLRQ�UHVLVWDQW�SURVWDWH�FDQFHU��QP&53&��

IMPORTANT SAFETY INFORMATION 

WARNINGS AND PRECAUTIONS 

Ischemic Cardiovascular Events—ΖQ�D�UDQGRPL]HG�
VWXG\��63$57$1��RI�SDWLHQWV�ZLWK�QP&53&��LVFKHPLF�
FDUGLRYDVFXODU�HYHQWV�RFFXUUHG�LQ����RI�SDWLHQWV�WUHDWHG�
ZLWK�(5/($'$®�DQG����RI�SDWLHQWV�WUHDWHG�ZLWK�SODFHER��ΖQ�D�
UDQGRPL]HG�VWXG\��7Ζ7$1��LQ�SDWLHQWV�ZLWK�P&63&��LVFKHPLF�
FDUGLRYDVFXODU�HYHQWV�RFFXUUHG�LQ����RI�SDWLHQWV�WUHDWHG�ZLWK�
(5/($'$®�DQG����RI�SDWLHQWV�WUHDWHG�ZLWK�SODFHER��$FURVV�
WKH�63$57$1�DQG�7Ζ7$1�VWXGLHV����SDWLHQWV��������WUHDWHG�
ZLWK�(5/($'$®�DQG���SDWLHQWV��������WUHDWHG�ZLWK�SODFHER�
GLHG�IURP�DQ�LVFKHPLF�FDUGLRYDVFXODU�HYHQW��3DWLHQWV�ZLWK�
FXUUHQW�HYLGHQFH�RI�XQVWDEOH�DQJLQD��P\RFDUGLDO�LQIDUFWLRQ��
RU�FRQJHVWLYH�KHDUW�IDLOXUH�ZLWKLQ���PRQWKV�RI�UDQGRPL]DWLRQ�
ZHUH�H[FOXGHG�IURP�WKH�63$57$1�DQG�7Ζ7$1�VWXGLHV�
ΖVFKHPLF�FDUGLRYDVFXODU�HYHQWV��LQFOXGLQJ�HYHQWV�OHDGLQJ�
WR�GHDWK��RFFXUUHG�LQ�SDWLHQWV�UHFHLYLQJ�(5/($'$®��
0RQLWRU�IRU�VLJQV�DQG�V\PSWRPV�RI�LVFKHPLF�KHDUW�GLVHDVH��
2SWLPL]H�PDQDJHPHQW�RI�FDUGLRYDVFXODU�ULVN�IDFWRUV��VXFK�
DV�K\SHUWHQVLRQ��GLDEHWHV��RU�G\VOLSLGHPLD��&RQVLGHU�
GLVFRQWLQXDWLRQ�RI�(5/($'$®�IRU�*UDGH���DQG���HYHQWV�
Fractures—ΖQ�D�UDQGRPL]HG�VWXG\��63$57$1��RI�SDWLHQWV�
ZLWK�QP&53&��IUDFWXUHV�RFFXUUHG�LQ�����RI�SDWLHQWV�WUHDWHG�
ZLWK�(5/($'$®�DQG�LQ����RI�SDWLHQWV�WUHDWHG�ZLWK�SODFHER��ΖQ�
D�UDQGRPL]HG�VWXG\��7Ζ7$1��RI�SDWLHQWV�ZLWK�P&63&��IUDFWXUHV�
RFFXUUHG�LQ����RI�SDWLHQWV�WUHDWHG�ZLWK�(5/($'$® and in 

���RI�SDWLHQWV�WUHDWHG�ZLWK�SODFHER��(YDOXDWH�SDWLHQWV�IRU�
IUDFWXUH�ULVN��0RQLWRU�DQG�PDQDJH�SDWLHQWV�DW�ULVN�IRU�IUDFWXUHV�
DFFRUGLQJ�WR�HVWDEOLVKHG�WUHDWPHQW�JXLGHOLQHV�DQG�FRQVLGHU�XVH�
RI�ERQH�WDUJHWHG�DJHQWV��
Falls—ΖQ�D�UDQGRPL]HG�VWXG\��63$57$1���IDOOV�RFFXUUHG�LQ�
����RI�SDWLHQWV�WUHDWHG�ZLWK�(5/($'$®�FRPSDUHG�ZLWK����RI�
SDWLHQWV�WUHDWHG�ZLWK�SODFHER��)DOOV�ZHUH�QRW�DVVRFLDWHG�ZLWK�
ORVV�RI�FRQVFLRXVQHVV�RU�VHL]XUH��)DOOV�RFFXUUHG�LQ�SDWLHQWV�
UHFHLYLQJ�(5/($'$®�ZLWK�LQFUHDVHG�IUHTXHQF\�LQ�WKH�HOGHUO\��
(YDOXDWH�SDWLHQWV�IRU�IDOO�ULVN�
Seizure—ΖQ���UDQGRPL]HG�VWXGLHV��63$57$1�DQG�7Ζ7$1�����
SDWLHQWV��������WUHDWHG�ZLWK�(5/($'$®�DQG���SDWLHQW�WUHDWHG�
ZLWK�SODFHER��������H[SHULHQFHG�D�VHL]XUH��3HUPDQHQWO\�
GLVFRQWLQXH�(5/($'$®�LQ�SDWLHQWV�ZKR�GHYHORS�D�VHL]XUH�
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In the TITAN study†

in patients with mCSPC:
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Brief Summary of Prescribing Information for ERLEADA® (apalutamide)
ERLEADA® (apalutamide) tablets, for oral use
See package insert for Full Prescribing Information

INDICATIONS AND USAGE
ERLEADA is indicated for the treatment of patients with 
• Metastatic castration-sensitive prostate cancer (mCSPC)
• Non-metastatic castration-resistant prostate cancer (nmCRPC)

CONTRAINDICATIONS
None.

WARNINGS AND PRECAUTIONS
Ischemic Cardiovascular Events
Ischemic cardiovascular events, including events leading to death, 
occurred in patients receiving ERLEADA. Monitor for signs and symptoms 
of ischemic heart disease. Optimize management of cardiovascular 
risk factors, such as hypertension, diabetes, or dyslipidemia. Consider 
discontinuation of ERLEADA for Grade 3 and 4 events.
In a randomized study (SPARTAN) of patients with nmCRPC, ischemic 
cardiovascular events occurred in 4% of patients treated with 
ERLEADA and 3% of patients treated with placebo. In a randomized 
study (TITAN) in patients with mCSPC, ischemic cardiovascular events 
occurred in 4% of patients treated with ERLEADA and 2% of patients 
treated with placebo. Across the SPARTAN and TITAN studies, 
6 patients (0.5%) treated with ERLEADA and 2 patients (0.2%) treated 
with placebo died from an ischemic cardiovascular event. Patients 
with current evidence of unstable angina, myocardial infarction, or 
congestive heart failure within six months of randomization were 
excluded from the SPARTAN and TITAN studies.
Fractures
Fractures occurred in patients receiving ERLEADA. Evaluate patients 
for fracture risk. Monitor and manage patients at risk for fractures 
according to established treatment guidelines and consider use of 
bone-targeted agents.
In a randomized study (SPARTAN) of patients with non-metastatic 
castration-resistant prostate cancer, fractures occurred in 12% of 
patients treated with ERLEADA and in 7% of patients treated with 
placebo. Grade 3-4 fractures occurred in 3% of patients treated with 
ERLEADA and in 1% of patients treated with placebo. The median 
time to onset of fracture was 314 days (range: 20 to 953 days) for 
patients treated with ERLEADA. Routine bone density assessment 
and treatment of osteoporosis with bone-targeted agents were not 
performed in the SPARTAN study.
In a randomized study (TITAN) of patients with metastatic castration-
sensitive prostate cancer, fractures occurred in 9% of patients treated  
with ERLEADA and in 6% of patients treated with placebo. Grade 3-4 
fractures were similar in both arms at 2%. The median time to onset 
of fracture was 56 days (range: 2 to 111 days) for patients treated with 
ERLEADA. Routine bone density assessment and treatment of osteoporosis 
with bone-targeted agents were not performed in the TITAN study.
Falls
Falls occurred in patients receiving ERLEADA with increased frequency in 
the elderly [See Use in Specific Populations]. Evaluate patients for fall risk.
In a randomized study (SPARTAN), falls occurred in 16% of patients 
treated with ERLEADA compared to 9% of patients treated with placebo. 
Falls were not associated with loss of consciousness or seizure.
Seizure
Seizure occurred in patients receiving ERLEADA. Permanently 
discontinue ERLEADA in patients who develop a seizure during 
treatment. It is unknown whether anti-epileptic medications will 
prevent seizures with ERLEADA. Advise patients of the risk of 
developing a seizure while receiving ERLEADA and of engaging in 
any activity where sudden loss of consciousness could cause harm 
to themselves or others.
In two randomized studies (SPARTAN and TITAN), five patients (0.4%) 
treated with ERLEADA and one patient treated with placebo (0.1%) 
experienced a seizure. Seizure occurred from 159 to 650 days after 
initiation of ERLEADA. Patients with a history of seizure, predisposing 
factors for seizure, or receiving drugs known to decrease the seizure 
threshold or to induce seizure were excluded. There is no clinical 
experience in re-administering ERLEADA to patients who experienced 
a seizure.
Embryo-Fetal Toxicity
The safety and efficacy of ERLEADA have not been established in 
females. Based on its mechanism of action, ERLEADA can cause fetal 
harm and loss of pregnancy when administered to a pregnant female 
[see Clinical Pharmacology (12.1) in full Prescribing Information]. Advise 
males with female partners of reproductive potential to use effective 
contraception during treatment and for 3 months after the last dose of 
ERLEADA [see Use in Specific Populations].

ADVERSE REACTIONS
The following are discussed in more detail in other sections of the labeling:
• Ischemic Cardiovascular Events [see Warnings and Precautions].
• Fractures [see Warnings and Precautions].
• Falls [see Warnings and Precautions].
• Seizure [see Warnings and Precautions].

Clinical Trial Experience
Because clinical trials are conducted under widely varying conditions, 
adverse reaction rates observed in the clinical trials of a drug cannot 
be directly compared to rates in the clinical trials of another drug and 
may not reflect the rates observed in practice.
The most common adverse reactions (≥  10%) that occurred more 
frequently in the ERLEADA-treated patients (≥  2% over placebo) 
from the randomized placebo-controlled clinical trials (TITAN and 
SPARTAN) were fatigue, arthralgia, rash, decreased appetite, fall, 
weight decreased, hypertension, hot flush, diarrhea, and fracture.

Metastatic Castration-sensitive Prostate Cancer (mCSPC)
TITAN, a randomized (1:1), double-blind, placebo-controlled, multi-center 
clinical study, enrolled patients who had mCSPC. In this study, patients 
received either ERLEADA at a dose of 240 mg daily or placebo. All patients 
in the TITAN study received a concomitant gonadotropin-releasing 
hormone (GnRH) analog or had prior bilateral orchiectomy. The median 
duration of exposure was 20 months (range: 0 to 34 months) in patients 
who received ERLEADA and 18  months (range: 0.1 to 34  months) in 
patients who received placebo.

Ten patients (2%) who were treated with ERLEADA died from adverse 
reactions. The reasons for death were ischemic cardiovascular 
events (n=3), acute kidney injury (n=2), cardio-respiratory arrest (n=1), 
sudden cardiac death (n=1), respiratory failure (n=1), cerebrovascular 
accident (n=1), and large intestinal ulcer perforation (n=1). ERLEADA 
was discontinued due to adverse reactions in 8% of patients, most 
commonly from rash (2%). Adverse reactions leading to dose 
interruption or reduction of ERLEADA occurred in 23% of patients; the 
most frequent (>1%) were rash, fatigue, and hypertension. Serious 
adverse reactions occurred in 20% of ERLEADA-treated patients and 
20% in patients receiving placebo. 
Table 1 shows adverse reactions occurring in ≥10% on the ERLEADA 
arm in TITAN that occurred with a ≥2% absolute increase in frequency 
compared to placebo. Table 2 shows laboratory abnormalities that 
occurred in ≥15% of patients, and more frequently (>5%) in the ERLEADA 
arm compared to placebo.

Table 1: Adverse Reactions in TITAN (mCSPC)

System/Organ Class  
Adverse reaction

ERLEADA
N=524

Placebo
N=527

All Grades
%

Grade 3-4
%

All Grades
%

Grade 3-4
%

General disorders and  
administration site conditions

Fatigue1,3 26 3 25 2

Musculoskeletal and connective  
tissue disorders

Arthralgia3 17 0.4 15 0.9

Skin and subcutaneous  
tissue disorders

Rash2 28 6 9 0.6

Pruritus 11 <1 5 <1

Vascular disorders

Hot flush 23 0 16 0

Hypertension 18 8 16 9
1  Includes fatigue and asthenia
2  Includes rash, rash maculo-papular, rash generalized, urticaria, 

rash pruritic, rash macular, conjunctivitis, erythema multiforme, rash 
papular, skin exfoliation, genital rash, rash erythematous, stomatitis, 
drug eruption, mouth ulceration, rash pustular, blister, papule, 
pemphigoid, skin erosion, dermatitis, and rash vesicular

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

Additional adverse reactions of interest occurring in 2%, but less than 
10% of patients treated with ERLEADA included diarrhea (9% versus 6% 
on placebo), muscle spasm (3% versus 2% on placebo), dysgeusia (3% 
versus 1% on placebo), and hypothyroidism (4% versus 1% on placebo).

Table 2:  Laboratory Abnormalities Occurring in ≥ 15% of ERLEADA-
Treated Patients and at a Higher Incidence than Placebo 
(Between Arm Difference > 5% All Grades) in TITAN (mCSPC)

Laboratory Abnormality

ERLEADA
N=524

Placebo
N=527

All Grades
%

Grade 3-4
%

All Grades
%

Grade 3-4
%

Hematology

   White blood cell decreased 27 0.4 19 0.6

Chemistry

   Hypertriglyceridemia1 17 3 12 2
1 Does not reflect fasting values

Non-metastatic Castration-resistant Prostate Cancer (nmCRPC)
SPARTAN, a randomized (2:1), double-blind, placebo-controlled, 
multi-center clinical study, enrolled patients who had nmCRPC. In this 
study, patients received either ERLEADA at a dose of 240 mg daily or 
a placebo. All patients in the SPARTAN study received a concomitant 
gonadotropin-releasing hormone (GnRH) analog or had a bilateral 
orchiectomy. The median duration of exposure was 16.9 months (range: 
0.1 to 42 months) in patients who received ERLEADA and 11.2 months 
(range: 0.1 to 37 months) in patients who received placebo.
Eight patients (1%) who were treated with ERLEADA died from adverse 
reactions. The reasons for death were infection (n=4), myocardial 
infarction (n=3), and cerebral hemorrhage (n=1). One patient (0.3%) 
treated with placebo died from an adverse reaction of cardiopulmonary 
arrest (n=1). ERLEADA was discontinued due to adverse reactions in 11% 
of patients, most commonly from rash (3%). Adverse reactions leading to 
dose interruption or reduction of ERLEADA occurred in 33% of patients; 
the most common (>1%) were rash, diarrhea, fatigue, nausea, vomiting, 
hypertension, and hematuria. Serious adverse reactions occurred in 25% 
of ERLEADA-treated patients and 23% in patients receiving placebo. The 
most frequent serious adverse reactions (>2%) were fracture (3%) in the 
ERLEADA arm and urinary retention (4%) in the placebo arm.
Table 3 shows adverse reactions occurring in ≥10% on the ERLEADA arm 
in SPARTAN that occurred with a ≥2% absolute increase in frequency 
compared to placebo. Table 4 shows laboratory abnormalities that 
occurred in ≥15% of patients, and more frequently (>5%) in the ERLEADA 
arm compared to placebo.

Table 3: Adverse Reactions in SPARTAN (nmCRPC)

System/Organ Class  
Adverse reaction

ERLEADA
N=803

Placebo
N=398

All Grades
%

Grade 3-4
%

All Grades
%

Grade 3-4
%

General disorders and  
administration site conditions

Fatigue1,4 39 1 28 0.3

Musculoskeletal and  
connective tissue disorders

Arthralgia4 16 0 8 0

Skin and subcutaneous  
tissue disorders

Rash2 25 5 6 0.3

Table 3: Adverse Reactions in SPARTAN (nmCRPC) (continued)

System/Organ Class  
Adverse reaction

ERLEADA
N=803

Placebo
N=398

All Grades
%

Grade 3-4
%

All Grades
%

Grade 3-4
%

Metabolism and nutrition disorders

Decreased appetite5 12 0.1 9 0

Peripheral edema6 11 0 9 0

Injury, poisoning and procedural  
complications

Fall4 16 2 9 0.8

Fracture3 12 3 7 0.8

Investigations

Weight decreased4 16 1 6 0.3

Vascular disorders

Hypertension 25 14 20 12

Hot flush 14 0 9 0

Gastrointestinal disorders

Diarrhea 20 1 15 0.5

Nausea 18 0 16 0

1  Includes fatigue and asthenia
2  Includes rash, rash maculo-papular, rash generalized, urticaria, 

rash pruritic, rash macular, conjunctivitis, erythema multiforme, rash 
papular, skin exfoliation, genital rash, rash erythematous, stomatitis, 
drug eruption, mouth ulceration, rash pustular, blister, papule, 
pemphigoid, skin erosion, dermatitis, and rash vesicular

3  Includes rib fracture, lumbar vertebral fracture, spinal compression 
fracture, spinal fracture, foot fracture, hip fracture, humerus fracture, 
thoracic vertebral fracture, upper limb fracture, fractured sacrum, 
hand fracture, pubis fracture, acetabulum fracture, ankle fracture, 
compression fracture, costal cartilage fracture, facial bones fracture, 
lower limb fracture, osteoporotic fracture, wrist fracture, avulsion 
fracture, fibula fracture, fractured coccyx, pelvic fracture, radius 
fracture, sternal fracture, stress fracture, traumatic fracture, cervical 
vertebral fracture, femoral neck fracture, and tibia fracture

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

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

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

Additional clinically significant adverse reactions occurring in 2% or 
more of patients treated with ERLEADA included hypothyroidism (8.1% 
versus 2% on placebo), pruritus (6.2% versus 2% on placebo), and 
heart failure (2.2% versus 1% on placebo).

Table 4:  Laboratory Abnormalities Occurring in ≥ 15% of ERLEADA-
Treated Patients and at a Higher Incidence than Placebo 
(Between Arm Difference >  5% All Grades) in SPARTAN 
(nmCRPC)

Laboratory Abnormality

ERLEADA
N=803

Placebo
N=398

All Grades
%

Grade 3-4
%

All Grades
%

Grade 3-4
%

Hematology

  Anemia 70 0.4 64 0.5

  Leukopenia 47 0.3 29 0

  Lymphopenia 41 2 21 2

Chemistry

  Hypercholesterolemia1 76 0.1 46 0

  Hyperglycemia1 70 2 59 1

  Hypertriglyceridemia1 67 2 49 0.8

  Hyperkalemia 32 2 22 0.5

1 Does not reflect fasting values

Rash
In the combined data of two randomized, placebo-controlled 
clinical studies, rash associated with ERLEADA was most commonly 
described as macular or maculo-papular. Adverse reactions of rash 
were reported for 26% of patients treated with ERLEADA versus 8% 
of patients treated with placebo. Grade 3 rashes (defined as covering 
>  30% body surface area [BSA]) were reported with ERLEADA 
treatment (6%) versus placebo (0.5%).
The onset of rash occurred at a median of 83  days of ERLEADA 
treatment. Rash resolved in 78% of patients within a median of 
78 days from onset of rash. Rash was commonly managed with oral 
antihistamines, topical corticosteroids, and 19% of patients received 
systemic corticosteroids. Dose reduction or dose interruption 
occurred in 14% and 28% of patients, respectively. Of the patients 
who had dose interruption, 59% experienced recurrence of rash upon 
reintroduction of ERLEADA. 
Hypothyroidism
In the combined data of two randomized, placebo-controlled clinical 
studies, hypothyroidism was reported for 8% of patients treated 
with ERLEADA and 2% of patients treated with placebo based on 
assessments of thyroid-stimulating hormone (TSH) every 4  months. 
Elevated TSH occurred in 25% of patients treated with ERLEADA 
and 7% of patients treated with placebo. The median onset was at 
the first scheduled assessment. There were no Grade 3 or 4 adverse 
reactions. Thyroid replacement therapy was initiated in 5% of patients 
treated with ERLEADA. Thyroid replacement therapy, when clinically 
indicated, should be initiated or dose-adjusted [see Drug Interactions].

DRUG INTERACTIONS
Effect of Other Drugs on ERLEADA
Strong CYP2C8 or CYP3A4 Inhibitors 
Co-administration of a strong CYP2C8 or CYP3A4 inhibitor is predicted 
to increase the steady-state exposure of the active moieties (sum of 
unbound apalutamide plus the potency-adjusted unbound N-desmethyl-
apalutamide). No initial dose adjustment is necessary however, reduce 

ERLEADA® (apalutamide) tablets ERLEADA® (apalutamide) tablets
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the ERLEADA dose based on tolerability [see Dosage and Administration (2.2) in full Prescribing Information]. 
Mild or moderate inhibitors of CYP2C8 or CYP3A4 are not expected to affect the exposure of apalutamide.
Effect of ERLEADA on Other Drugs
CYP3A4, CYP2C9, CYP2C19 and UGT Substrates
ERLEADA is a strong inducer of CYP3A4 and CYP2C19, and a weak inducer of CYP2C9 in humans. Concomitant 
use of ERLEADA with medications that are primarily metabolized by CYP3A4, CYP2C19, or CYP2C9 can result 
in lower exposure to these medications. Substitution for these medications is recommended when possible 
or evaluate for loss of activity if medication is continued. Concomitant administration of ERLEADA with 
medications that are substrates of UDP-glucuronosyl transferase (UGT) can result in decreased exposure. 
Use caution if substrates of UGT must be co-administered with ERLEADA and evaluate for loss of activity 
[see Clinical Pharmacology (12.3) in full Prescribing Information].
P-gp, BCRP or OATP1B1 Substrates
Apalutamide was shown to be a weak inducer of P-glycoprotein (P-gp), breast cancer resistance 
protein (BCRP), and organic anion transporting polypeptide 1B1 (OATP1B1) clinically. At steady-
state, apalutamide reduced the plasma exposure to fexofenadine (a P-gp substrate) and rosuvastatin 
(a BCRP/OATP1B1 substrate). Concomitant use of ERLEADA with medications that are substrates of 
P-gp, BCRP, or OATP1B1 can result in lower exposure of these medications. Use caution if substrates 
of P-gp, BCRP or OATP1B1 must be co-administered with ERLEADA and evaluate for loss of activity if 
medication is continued [see Clinical Pharmacology (12.3) in full Prescribing Information].

USE IN SPECIFIC POPULATIONS
Pregnancy
Risk Summary
The safety and efficacy of ERLEADA have not been established in females. Based on its mechanism of 
action, ERLEADA can cause fetal harm and loss of pregnancy [see Clinical Pharmacology (12.1) in full 
Prescribing Information]. There are no human data on the use of ERLEADA in pregnant women. ERLEADA 
is not indicated for use in females, so animal embryo-fetal developmental toxicology studies were not 
conducted with apalutamide.
Lactation
Risk Summary
The safety and efficacy of ERLEADA have not been established in females. There are no data on the 
presence of apalutamide or its metabolites in human milk, the effect on the breastfed child, or the 
effect on milk production.
Females and Males of Reproductive Potential
Contraception
Males
Based on the mechanism of action and findings in an animal reproduction study, advise male patients 
with female partners of reproductive potential to use effective contraception during treatment and for 
3 months after the last dose of ERLEADA. [see Use in Specific Populations].

Infertility
Males
Based on animal studies, ERLEADA may impair fertility in males of reproductive potential [see Nonclinical 
Toxicology (13.1) in full Prescribing Information].
Pediatric Use
Safety and effectiveness of ERLEADA in pediatric patients have not been established.
Geriatric Use
Of the 1327 patients who received ERLEADA in clinical studies, 19% of patients were less than 65 years, 
41% of patients were 65 years to 74 years, and 40% were 75 years and over.
No overall differences in effectiveness were observed between older and younger patients.
Of patients treated with ERLEADA (n=1073), Grade 3-4 adverse reactions occurred in 39% of patients 
younger than 65 years, 41% of patients 65-74 years, and 49% of patients 75 years or older. Falls in patients 
receiving ERLEADA with androgen deprivation therapy was elevated in the elderly, occurring in 8% of 
patients younger than 65 years, 10% of patients 65-74 years, and 19% of patients 75 years or older.

OVERDOSAGE
There is no known specific antidote for apalutamide overdose. In the event of an overdose, stop 
ERLEADA, undertake general supportive measures until clinical toxicity has been diminished or resolved.

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

Ischemic Cardiovascular Events
•  Inform patients that ERLEADA has been associated with ischemic cardiovascular events. Advise 

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

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

Warnings and Precautions].

Seizures
•  Inform patients that ERLEADA has been associated with an increased risk of seizure. Discuss conditions 

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

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

they develop a rash [see Adverse Reactions].

Dosage and Administration
•  Inform patients receiving concomitant gonadotropin-releasing hormone (GnRH) analog therapy that 

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

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

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

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

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

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

for 3 months following the last dose of ERLEADA [see Use in Specific Populations].
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Chairman’s Letter

Medical stone management: Is 
there room for improvement?

Kidney stone disease is the bread and but-
ter of many urologists’ practices, and the 
prevalence of stones is on the rise in the 

United States. 
Yet, as discussed in this month’s cover feature, 

although urologists excel at treating stone patients 
surgically, they appear to be coming up short when 
it comes medical management of stones. The prob-
lem is multifactorial, involving guideline adherence 
(and lack thereof), the controversial 24-hour urine 
test, and questions regarding dietary recommenda-
tions. Several expert urologists discuss these issues 
and offer practical advice in this insightful feature.

Also highlighted on the cover is a Q&A inter-
view conducted by Urology Times Content Channel 
Director Richard R. Kerr at the 2019 Society of 
Urologic Oncology annual meeting in Washing-
ton, in which Colin P.N. Dinney, MD, discusses 
key findings of the recent phase III trial evaluating 
patients with high-grade nonmuscle-invasive blad-
der cancer (CIS ± Ta/T1) receiving the investiga-
tional agent nadofaragene firadenovec.

This month’s kidney stones content also includes 
a report regarding how a patient’s level of focus 
on pain dictates their perception of stone surgery 
success (page 8), with accompanying commentary 
from Brian Matlaga, MD (page 7). In addition,  in 
the latest installment of our “Tech Talk” section, 
Ben H. Chew, MD, MSc, Thomas Chi, MD, 
Manoj Monga, MD, and Mitchell R. Humphreys, 
MD, contemplate the role of robotic ureteroscopy 
for treating stone patients (page 9).

Leading off our prostate cancer coverage this 
month is the latest “Journal Article of the Month” 
column from Badar M. Mian, MD (page 14). In this 
installment, Dr. Mian analyzes a recent European 
Urology study that sought to address the question 
of prostate MRI as a substitute for biopsy in men 
undergoing active surveillance. Along the same 
lines, look for a report on a newly published update 
of the AUA’s policy statement on multiparametric 
MRI for diagnosing, staging, and managing pros-
tate cancer (page 15). We conclude this month’s 

urologic oncology coverage with two more Q&A 
interviews from the SUO annual meeting. Claire 
M. de la Calle, MD, discusses a study suggesting 
that two prostate cancer biomarkers miss a small 
percentage of high-grade prostate cancer (page 16). 
And Seth P. Lerner, MD, explains how the Cancer 
Genome Atlas has provided “a complete genomic 
roadmap” of muscle-invasive bladder cancer (page 
24).

In the area of BPH, we report on recently pub-
lished recommendations for catheter management 
following transurethral surgery (page 17). Also 
look for an article on the rise in onabotulinumtox-
inA (Botox) use for treating urogenic bladder (page 
25), as well as coverage of a protocol for reduc-
ing narcotic use in patients undergoing inflatable 
penile prosthesis implantation (page 26).

Shifting gears from clinical topics, Urology Times 
Editorial Consultant Stephen Y. Nakada, MD, 
interviews J. Christian Winters, MD, regarding 
his roles as both a practicing urologist/depart-
ment chair and CEO of Louisiana State University 
HealthCare Network (page 28).

This issue’s slate of columns marks the introduc-
tion of Jonathan Rubenstein, MD, as co-author 
of “Coding and Reimbursement” and “Coding 
Q&A” with Mark Painter (page 30). We thank 
Ray Painter, MD, for more than 2 decades serving 
as co-author of one of our most popular content 
offerings. Dr. Painter reflects on the changing 
reimbursement landscape during this time in an 
online farewell letter (bit.ly/drpainter). For this 
month’s “Practice Matters,” Robert A. Dowling, 
MD, analyzes recently released Merit-based Incen-
tive Payment System data to see how urologists are 
faring under this new payment structure. 

With the New Year underway, UT contributor 
Karen Nash asked three urologists to share what 
advances in the specialty they hope to see this year 
(page 37). Finally, in “Malpractice Consult,” Bri-
anne Goodwin, JD, RN, examines a case involving 
complications following placement of an inflatable 
penile prosthesis (page 38). This month’s column 
will be Ms. Goodwin’s final article for Urology 
Times; her contributions will be greatly missed, 
and all of us at UT wish her all the best in her 
future endeavors.
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From the Board

Study of stone pain stresses personalized 
treatment

M anaging patient pain following stone 
treatment can be challenging. The 
genesis of the pain can be multifac-

torial, and often there is no single, curative 
agent that the treating urologist can rely on.

In recent years, our urologic community has 
recognized the drawbacks of relying on opioid 
agents to manage patient pain. The United 
States is currently suffering from an opioid 
epidemic. Although there are likely multiple 
factors responsible for 
this situation, physician 
prescribing patterns may 
be causative and can 
continue to exacerbate 
the problem.

Presently, discussions 
on pharmacologic man-
agement of patient pain 
are moving toward nar-
cotic-free endoscopic 
stone procedures. At 
the same time, there 
is increasing interest 
in understanding the patient perception of 
treatment outcomes. Indeed, patient-reported 
metrics are an important factor that should 
be considered in defining a treatment’s suc-
cess. In particular, when it comes to manag-
ing patient pain, the patient’s perspective is 
particularly relevant.

In this issue of Urology Times, a group from 
the University of North Carolina, under the 
direction of Dr. Davis Viprakasit, investigat-

ed how patients suffering from a symptom-
atic stone event evaluated their treatment 
outcomes (page 8). One of the areas of focus 
in this investigation was to identify differ-
ences in patient-reported outcomes between 
those who did or did not rank pain control as 
extremely important. 

Pain-focused patients in the study 
required a larger reduction in symp-
toms to meet their outcome criteria for 
desired, expected, and success levels of 
pain symptoms. By contrast, patients who 
were not pain focused expected and were 
willing to accept lower levels of symp-
tom improvement to consider their treat-
ment successful. Patients who rated pain 
as their primary criteria for treatment 
success were significantly less likely to 

reach their expect-
ed outcome level for 
pain, and overall, 
those patients who 
were pain focused 
were less likely to 
meet their defined 
success criteria.

This work is 
important to our 
field, because it rep-
resents an effort to 
personalize treat-
ment approaches to 

particular patients’ needs. As with all 
things in medicine, one size does not fit 
all. Although non-narcotic pain man-
agement should be our aspirational goal, 
it may not be feasible for every single 
patient that we treat. Pain management 
is a complex endeavor.

As urologists evolve our pain man-
agement strategies for stone patients, 
we must understand how patient biases 

and perceptions can affect the assessment of 
their treatment outcome. In this way, we will 
be able to develop novel interventions, be 
they in the domains of education, commu-
nication, or otherwise, which will allow pain 
to be managed and mitigated in a safe and 
effective manner.

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

FEEDBACK 

   This work is im-
portant to our field, 
because it rep-
resents an effort to 
personalize treat-
ment approaches to 
particular patients’ 
needs.”

“

BRIAN R. MATLAGA, MD, MPH

Dr. Matlaga, a member of the 
Urology Times Editorial Council, 
is professor of urology at Johns 
Hopkins University School of 
Medicine, Baltimore.
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CHICAGO—Patients with kidney stones who rank 
their pain at the maximum level on a 100-point 
scale or whose number-one goal for treatment 
is to relieve pain are less likely to reach their 
treatment goals than other patients undergoing 
kidney stone treatment, a recent study found.

Nicholas Koch, a medical stu-
dent at the University of North 
Carolina School of Medicine in 
Chapel Hill, sought to determine 
how patients with symptomatic 
kidney stones evaluate their treat-
ment outcomes after kidney stone 
surgery. Typically, these outcomes 
are assessed by physicians and are 
based on whether the patient has 
gained complete relief of their 
kidney stone burden. However, 
this approach doesn’t consider the 
patient’s expectations for symp-

tom relief and what the patient would consider 
to be a successful outcome.

Under the direction of Davis Viprakasit, 
MD, Koch worked with the UNC department 
of biostatistics and UNC urologists to modify 
the Patient-Centered Outcomes Questionnaire 
to dig deeper. The goal: to explore the differ-
ences in patient-defined outcomes between 
kidney stone patients who ranked pain control 

as extremely important and those 
who did not.

Modified questionnaire 
used for study
Pain-focused patients required a 
larger reduction in symptoms to 
meet their criteria for desired, 
expected, and success-level 
outcomes, the authors found. 
A lthough non-pain-focused 
patients also desired significant 
reductions in pain, overall, these 
patients expected and would accept 

lower levels of improvement in symptoms to con-
sider treatment successful.

Overall, all patients demonstrated significant 
improvement in pain symptoms following sur-
gery. However, patients who rated pain as their 
primary criteria for success were significantly 
less likely to reach their expected outcome level 
for pain (p<.05) and were less likely to meet their 
defined criteria for success.

“These patients may require pain therapies to 
develop more realistic treatment goals,” Koch 
said.UT

Pain-focused stone patients less likely 
to reach treatment goals
Pain-focused patients require greater symptom reduction to meet outcome goals

Patients who  
rated pain as their  
primary criteria 
for success were 
significantly less 
likely to reach 
their expected 
outcome level for 
pain (p<.05) and 
less likely to meet 
their defined criteria 
for success.

FDA APPROVES AGENT FOR COMPLICATED UTI

The FDA has approved cefiderocol (FETROJA) for injection in patients 18 years 
of age or older who have limited or no alternative treatment options, for the 
treatment of complicated urinary tract infections (cUTI), including pyelonephritis, 
caused by the following susceptible Gram-negative microorganisms: Escherichia 
coli, Klebsiella pneumoniae, Proteus mirabilis, Pseudomonas aeruginosa, and 
Enterobacter cloacae complex.

The approval of cefiderocol is based on data from the pivotal APEKS-cUTI study, 
a multinational, multicenter, double-blind clinical trial that evaluated the drug’s 
efficacy and safety versus imipenem/cilastatin (IPM/CS) in patients with cUTI, 
according to a statement from Shionogi & Co., Ltd., the drug’s manufacturer. 
Study results showed the response rates for the composite endpoint of microbio-
logical eradication and clinical response at the test of cure (TOC) were significant-
ly higher in the cefiderocol arm compared to the IPM/CS arm.

In the study, 72.6% of patients in the cefiderocol arm met the primary endpoint 
versus 54.6% in the IPM/CS arm at TOC. The adjusted difference between the 
groups was 18.58% (95% CI: 8.2%, 28.2%). Clinical response rates at the TOC 
visit were similar between cefiderocol and IPM/CS.

Serious adverse events were reported for 4.7% of patients who received cefidero-
col and 8.1% of patients who received IPM/CS.

Shionogi said it anticipates making the drug commercially available in early 2020.

ACP: T THERAPY FOR SEXUAL DYSFUNCTION ONLY
Physicians should prescribe testosterone for men with age-related low testos-
terone only to treat sexual dysfunction, the American College of Physicians (ACP) 

said in a new evidence-based clinical practice guideline published in Annals of 
Internal Medicine (Jan. 7, 2020 [Epub ahead of print]).

“Physicians are often asked by patients about low ‘T’ and are skeptical about the 
benefits of testosterone treatment. The evidence shows that men with age-related low 
testosterone may experience slight improvements in sexual and erectile function. The 
evidence does not support prescribing testosterone for men with concerns about ener-
gy, vitality, physical function, or cognition,” said ACP President Robert M. McLean, MD.

ACP’s guideline, endorsed by the American Academy of Family Physicians, applies 
to adult men with age-related low testosterone. It does not address screening or 
diagnosis of hypogonadism, or monitoring of testosterone levels.

Physicians should discuss whether to initiate testosterone treatment in men with 
age-related low testosterone with sexual dysfunction who want to improve sexual 
and erectile function based on the potential benefits, harms, costs, and patient 
preferences, ACP says. ACP also recommends that physicians reevaluate symp-
toms within 12 months and periodically thereafter. Physicians should discontinue 
testosterone treatment if sexual function does not improve, and they should not 
initiate testosterone treatment to improve energy, vitality, physical function, or 
cognition because the evidence indicates testosterone treatment is not effective.

“Given that testosterone’s effects were limited to small improvements in sexual 
and erectile function in men with low testosterone levels, it is unlikely that screen-
ing men for low testosterone levels or treating men without sexual or erectile dys-
function and low testosterone levels would be effective.” Dr. McLean said.

ACP suggests that physicians consider intramuscular rather than transdermal 
formulations when initiating testosterone treatment to improve sexual function 
because the costs are considerably lower for the intramuscular formulation and 
clinical effectiveness and harms are similar.

Kidney Stones /  CLINICAL UPDATES

“Pain-focused patients were 
uniformly less likely to report 
achieving desired outcomes after 
surgery.”

NICHOLAS KOCH
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Robotics has become com-
monplace in urology, par-
ticularly in robot-assisted 
surgery. It has facilitated 

the spread of laparoscopy to enable 
surgeons who were not originally 
trained in laparoscopic surgery and 
also improved surgeon ergonomics, if 
not patient outcomes.

While patients have demonstrated 
quicker times to return of urinary 
continence after robot-assisted lapa-
roscopic prostatectomy (RALP), there 
has been no real difference in long-
term survival or positive surgical mar-
gin rate. This equivalence is acceptable 
compared to standard open radical 
prostatectomy; additionally, robot-as-
sisted laparoscopy may make it easier 
for the surgeon to operate in the pelvis 
given that he or she can use three-di-
mensional vision, magnification, and 
movement scaling with instruments 
that have six degrees of freedom com-
pared to only four degrees of freedom 
in laparoscopic instruments. RALP 
has become the standard for radical 
prostatectomy in the United States 
and many other parts of the world, 
as rates of open prostatectomy have 
declined by over 70% in the past few 
years (Mayo Clin Proc 2016; 91:1-2).

Ureteroscopy has been used com-
monly for stone removal since the 
1990s, particularly with the wide-
spread adoption of the holmium:YAG 
laser for lithotripsy. Challenges have 
included transitioning from semi-rigid 
ureteroscopy to flexible ureteroscopy. 
Rigid ureteroscopes were initially 
designed by Dr. Demetrius Bagley 
and ACMI and had a short learning 
curve for urologists who were already 
familiar with rigid cystoscopy.

When f lexible ureteroscopes 
became available, a new skill set for 
urologists to learn became apparent, 
particularly for those not familiar with 
flexible cystoscopy. As a result, flexi-

ble ureteroscopy was only adopted by 
a portion of urologists and sometimes 
with a wide range of success and dif-
ferences in complications (Scand J Urol 
Nephrol 1988; 22:179-82).

In addition to requiring a new skill 
set, the cost of flexible ureteroscopy 
often prohibited its everyday use in 
certain regions. This financial bar-
rier resulted in an evolution of min-
iature-sized percutaneous nephroli-
thotomy (PCNL) instruments: super 
mini-perc, ultra mini-perc, super 
ultra-mini perc, etc. Techniques were 
developed to bypass the need for ret-
rograde flexible ureteroscopy and 
instead offered percutaneous access 
using rigid instruments with laser 
lithotripsy and basketing.

While these mini-perc options offer 
fewer complications than 
full-sized PCNL, they 
are still more invasive 
than ureteroscopy and 
carry a higher potential 
for renal bleeding (Uro-
lithiasis 2017; 45:585-9). 
Flexible ureteroscopy 
is starting to penetrate 
these areas, but the skills 
necessary to make this an 
effective and reproduc-
ible modality must still 
be learned and mastered. 
This presents an oppor-
tunity where robotic 
assistance in flexible ure-
teroscopy could make a 
big difference by offer-
ing the same enabling 
assistance that robots 
did for laparoscopic sur-
gery. Robotic ureteros-
copy may make novice 
ureteroscopists excel at 
f lexible ureteroscopy 
and create opportunities 
for patients to benefit 
from minimally invasive 

approaches to their stone disease.
The Roboflex (ELMED) was one of 

the first robots used for ureteroscopy 
and it utilized a robotic control and 
interface that interfaced and docked 
with a standard flexible fiberoptic 
ureteroscope (Eur Urol 2014; 66:1092-
100). While not having to contort their 
hands, wrists, or limbs and being able 
to stand further back from the C-arm 
radiation source were accompanying 
advantages of this robot, the surgeon 
was still limited within the confines 
of the limitations of the existing ure-
teroscope movement. Newer robotic 
endosocopes may have more degrees 
of freedom, just as robotic instruments 
developed “wrists,” and may be more 
akin to an elephant’s proboscis that can 
twist and reach more places.

Robotic ureteroscopy: The future 
of stone management?
Advances in robotic URS will help target stones, reduce ionizing radiation

BEN H. CHEW, MD, MSC;
THOMAS CHI, MD; 

MANOJ MONGA, MD; 
MITCHELL R. HUMPHREYS, MD

Dr. Chew is associate professor of 
urologic sciences at the University of 
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of research for the Endourological 

Society. Dr. Chi is associate professor 
of urology, University of California, San 

Francisco. Dr. Monga is director of the 
Stevan B. Streem Center for Endourolo-
gy & Stone Disease at Cleveland Clinic. 
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of urology, Mayo Clinic, Phoenix. 

Dislcosures: Drs. Chew, Chi, 
Monga, and Humphreys are 

consultants to Auris Surgical.

DR. CHEW

DR. HUMPHREYS

DR. CHI

DR. MONGA

TECH TALK  / Kidney Stones
SECTION EDITORS James M. Hotaling, MD, is 
assistant professor of surgery (urology) at the Center for Re-
constructive Urology and Men’s Health, University of Utah, Salt 
Lake City, and Steven A. Kaplan, MD, is professor of urology, 
Icahn School of Medicine at Mount Sinai, New York. 

Figure 1 / Monarch bronchoscopy system 
consists of a two-arm robot that manipulates 
the bronchoscope and a controller tower with 
display monitor. (Photograph courtesy of Auris Health)
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Auris Health, Inc. is pioneering robotic endos-
copy in a different way by developing its own 
endoscope technologies and integrating addition-
al technologies that enhance a surgeon’s capabil-
ities. The company’s Monarch Platform is cur-
rently approved for robotic bronchoscopy (figure 

1), and the instruments and platform 
could be adjusted for endourology. 
In fact, the company has signaled 
interest in endourologic stone man-
agement from recent publications 
(J Bronchology Interv Pulmonol 2018; 
25:168-75; J Urol 2011; 186:563-8).

The Auris Monarch Platform for 
bronchoscopy utilizes an ergonomic 
and easy-to-understand hand con-
troller similar to those used in mod-
ern video games (figure 2). By offer-
ing additional range of motion at the 
endoscope tip, controlled through a 
familiar interface, a robotic uret-
eroscopy system has the potential 
to improve the learning curve of 
the novice flexible ureteroscopist 
(figures 3 and 4).

Insertion of guidewires and ure-
teral access sheaths are basic skills 
that are already within urologists’ 
skill sets. Once access to the ure-
ter and kidney have been achieved, 
often the most difficult aspect is 
controlling a flexible ureteroscope 
in the kidney, particularly in the 
lower pole. By having a computer 
and robot functioning as a follower 
to the urologist’s commands, it sim-
ply becomes a matter of advancing 
or rotating a controller and deciding 
where to go.

Several advantages could theoreti-
cally be added to such systems. First, 
ureteroscope manipulation takes 
time to learn—usually the course 
of an entire residency—that there 
is rotation, pitch, yaw, and advance/
regress on the ureteroscope handle. 
To complicate these movements 
further, there is also the deflection 
of the tip using the thumb lever. 
One must learn to simultaneously 
control several variables in order to 
arrive at a certain location. With a 
game controller in hand, the surgeon 
must simply decide which calyx they 
want to enter and use the joystick to 
advance there while the computer 
calculates the amount of roll, torque, 
pitch, and yaw in order to get there.

In addition, force sensors could 
be utilized so that the ureteroscope 
cannot perforate the renal pelvis, thus 

increasing safety. If 3-D vision is applied to future 
ureteroscopy robots, it could also enhance manipu-
lation and visualization. With placement of instru-
ments in the kidney, electromagnetic sensors (EM) 
could be correlated with the CT preoperatively and 
therefore a 3-D GPS-like map could be displayed 

without the use of ionizing radiation, thus mini-
mizing fluoroscopy (Urology Nov 14, 2019 [Epub 
ahead of print]). The surgeon would always be 
able to know which calyx the endoscope was in by 
simply looking at a heads-up-display. EM sensing 
positioning technology has been used in the robot-
ic bronchoscopy system. If real-time ultrasound 
was added, this could also help guide surgeons to 
any remaining stones or fragments that have been 
displaced during the procedure.

A robot-assisted platform could allow the laser 
fiber or instrument to be fine-tuned with preci-
sion using the robot and controller. Ultimately, a 
robot could theoretically control the ureteroscope 
and synchronize it with respiration during laser 
lithotripsy to increase the efficiency of fragmen-
tation. Baskets could be controlled by a robotic 
system and be used to pull the ureteroscope out of 
the access sheath, drop the stone, and then return 
to the exact previous spot since it will remember 
the location in all vectors.

The obvious safety concern with this use is 
pulling out a stone that does not fit the sheath 
and avulsing the ureter. The robot could address 
this in two ways. First, endoscopic measurement 
of the stone fragments could be made to ensure 
that the pieces are small enough to fit through 
the access sheath. Second, force sensors could be 
incorporated into the system to prevent ureteral 
avulsion; it would simply stop retracting and the 
surgeon would be able to further fragment the 
stone before extraction.

Laser settings could also be programmed into 
the robot, and instead of the surgeon stopping to 
alter the settings, the robot could constantly mon-
itor the types of dust or fragment being produced 
and the amount of retropulsion or stone movement, 
then alter the settings as lithotripsy is taking place 
and the stone is decreasing in mass. Of course, the 
surgeon would be able to determine at the onset 
whether the stone should be dusted or fragmented 
with basket extraction, all while eliminating the 
need for or reliance on an assistant.

Once synchronization of respiratory move-
ments can be accounted for, this may make lith-
otripsy very fast and efficient. Ultimately, it is 
conceivable that the surgeon would place a target 
on the stone in question, hit a “start” button, and 
then the robot would control the laser, uretero-
scope, fluid irrigation, and laser settings to reduce 
retropulsion and adjust for respiratory movements 
to break up the stone into dust. This would all take 
place while the surgeon stands by at the console.

New robotic technologies will improve the abil-
ity of novice ureteroscopists to provide excellent 
treatment of renal stones and also improve the 
ability of experts to target stones with better sur-
geon ergonomics while reducing ionizing radia-
tion from fluoroscopy. The future is bright, and 
we are at the dawn of the next era of robot-assist-
ed ureteroscopy.UT
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Figure 2 / Hand-held controller for the Monarch bron-
choscopy system.

Figure 3 / Monarch bronchoscopy endoscope system in 
a bench model. 

Figure 4 / Monarch bronchoscopy platform with electro-
magnetic sensing of pulmonary location and lesion. (Photo-
graphs courtesy of Auris Health)
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gical realm with equipment and lasers and optics,” 
Dr. Wood said. “But we’ve done a pretty poor 
job as a practice at managing kidney stones and 
advancing our field in regard to medical manage-
ment. I think the biggest issue is we haven’t even 
followed our guidelines.”

Brian R. Matlaga, MD, MPH, professor of urol-
ogy and director of The Stephens Center for Stone 
Disease at Johns Hopkins University School of 
Medicine in Baltimore, said there is good evidence 
that medical therapy reduces future stone events. 
But the evaluation can be cumbersome, primarily 
from the patient’s standpoint.

“The 24-hour urine collection is a cumbersome 
type of a test to do,” Dr. Matlaga said. “The inter-
pretation of it has become easier in recent years with 
commercial laboratories that provide some guid-
ance for therapies based on reported lab results. But 
still it requires ultimately a urologist to prescribe 
medication and then follow the patient to assess 
how effective those medications are in reducing 
their risk factors.

“It brings the patient to a longer-term relation-
ship with the physician than just someone that 
shows up, has a symptomatic stone, the stone is 
removed, and then the relationship is over.”

Another real-world challenge in medical stone 
management is the lack of innovation aimed at 
reducing stone risk.

“The medications we’re using today in 2020 
are the same medications that were used 2 and 3 
decades ago,” Dr. Matlaga said. (Also see, “New 
agents may offer hope for two forms of hyperoxal-
uria,” page 12.)

Nevertheless, urologists can optimize the care 
they provide kidney stone patients by leveraging 
best practices in guideline documents, including 
the AUA’s Medical Management of Kidney Stones 
guideline, which Dr. Matlaga and other authors 
reviewed and updated in 2019.

The first evidence-based steps
Guideline first author Margaret S. Pearle, MD, 
PhD, vice chair of urology and professor of urology 
and internal medicine at UT Southwestern Medical 
Center in Dallas, said urologists first need to deter-
mine which stone patients need further evaluation.

“We really want to identify the high-risk 
patients,” she said. “We typically do a screening 
evaluation that consists basically of a careful histo-
ry looking for any underlying conditions that are 
associated with stones, a family history of stones, 
any medications that are associated with stone pro-
duction, and blood work. Blood work can identify 
some medical conditions like renal tubular acidosis 
or primary hyperparathyroidism that are associated 
with recurrent stones.”

Dr. Wood said research at University of Alabama 
suggests about 7% of the kidney stone population 
has primary hyperparathyroidism and about one-

fourth of those patients are misdiagnosed or not 
diagnosed by the providers who referred them to 
the academic center.

If the history and blood work fail to uncover any 
risk factors in a patient who has had only one stone, 
Dr. Pearle said she makes general dietary recom-
mendations but doesn’t do full metabolic testing. 
She does recommend full metabolic testing, includ-
ing one, preferably two, 24-hour urine tests and 
blood work for patients who have recurrent stones 
or risk factors in their history.

“In those patients in whom we obtain a 24-hour 
urine, we look at all the parameters—total vol-
ume, pH, calcium, oxalate, uric acid, citrate, sodi-
um—the important parameters of the urine that 
give us indications of underlying causes. We make 
recommendations based on those results,” Dr. 
Pearle said. “Some abnormalities can be managed 
with dietary measures, some require medication, 
and often it’s a combination of both.”

Working through controversies: The 
24-hour urine test
Controversies muddy kidney stone medical man-
agement. One is the importance of the 24-hour 
urine collection, which helps to guide stone treat-
ment and management, experts say.

“One of the essential things to do is a 24-hour 
urine—in my opinion, ideally two 24-hour urines. 
Yet, if you look at the data nationally, probably less 
than 10% of our stone formers are getting the 
appropriate metabolic workup,” Dr. Wood said.

It’s one thing to order the test; it’s another to have 
patients complete it correctly for accurate results.

“In reality, if we’re going to be ordering the 
24-hour urine, we have to be willing to spend 
time with patients to discuss accuracy and com-
pliance,” Dr. Wood said. “We recently published 
an article [in Urology Practice, Jan. 1, 2019] look-
ing at our compliance rates. Even though we 

order the test, our compliance rate was only 
about 50%, meaning half the people weren’t 
performing the studies that we were ordering.”

Dr. Wood said a slight change during the study 
brought up the compliance rate.

“We basically did the paperwork for our 
patients so they would get the 24-hour urine kit 
sent to their houses. That increased our compli-
ance from 47% to 65%,” he said.

Dr. Wood and colleagues also published an 

examination of the accuracy of the 24-hour urine 
test in stone formers (Rev Urol 2018; 20: 119–24). 
That study found that even though patients receive 
the kits, many don’t use them properly. One solu-

tion is patient education, including time spent with 
patients, handouts, and take-home instructions.

Medical management best practices
Dietary recommendations are an important part of 
the medical management of stone disease, but the 
approach shouldn’t be cookie cutter, according to 
the experts interviewed for this article.

“Volume is probably the single most common-
ly recommended dietary change—just increasing 
fluid intake. That’s primarily because the more 
dilute the urine, the lower the concentration of the 
minerals, the less driving force there is for stone 
formation,” Dr. Pearle said.

Dr. Matlaga said the goal is to achieve a urine 
volume of about 2 liters a day by drinking at least 2 
liters of fluids daily. Some of his patients are using 
wearable devices help them accomplish the task.

“For example, there are now smart water bottles 
that can link to smartphones, and they can help 
make sure patients consume their target fluid con-
sumption,” Dr. Matlaga said. “I think we’re starting 
to see the use of technology helping support some 
of these dietary and lifestyle changes.”

There are, however, controversies around which 
fluids, other than water, are best. Findings of some 
epidemiologic studies are at odds with small met-
abolic studies looking at various fluids, according 
to Dr. Pearle.

Large cohort epidemiologic studies, she said, sug-
gest coffee, tea, beer, wine, and orange juice are 
associated with reduced risk for first-time stone 
formation, while sugar-sweetened beverages are 
associated with an increased risk. A randomized 
trial looking at the effect of soft drinks found an 
increased risk of stones with soft drink consump-
tion based primarily on phosphoric acid-based soft 
drinks rather than citric acid-based soft drinks (J 
Clin Epidemiol 1992; 45:911-6). Metabolic studies 
examining fruit juice consumption have found 
orange juice consistently shows a benefit in stone 
formers because it provides alkali in the form of 
potassium citrate.

“There is a lot of controversy about lemonade, 
despite general interest in the the community 

See STONE MANAGEMENT, on page 12
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“If you look at the data nationally, 
probably less than 10% of our 

stone formers are 
getting the appropriate 
metabolic workup.”

KYLE WOOD, MD

“The medications we’re using 
today in 2020 are the same 

medications that were 
used 2 and 3 decades 
ago.”

BRIAN R. MATLAGA, MD, MPH
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for lemonade consumption as a stone prevention 
measure. There have been metabolic studies that 
have not shown a benefit of lemonade. People have 
looked at other juices as well with mixed results,” 
Dr. Pearle said.

Generally recommended dietary measures 
for kidney stone patients include maintaining a 
normal calcium intake and limiting salt intake 
and animal protein.

While the value of limiting animal protein is 
controversial, metabolic studies have shown that 
animal protein is a risk factor for stone formation 
because it increases urinary uric acid. Uric acid 
binds to inhibitors of stone formation, reducing 
inhibitory activity in the urine. Animal protein 
also provides an acid load, which lowers urinary 
citrate and urine pH, according to Dr. Pearle.

“Despite mixed evidence, we generally recom-
mend limiting animal protein intake to no more 
than two servings a day,” she said.

In patients with low citrate in urine, Dr. Pearle 
recommends increasing fruits and vegetables, 
which are high in alkali. Alkali drives citrate into 
the urine.

Oxalate restriction is highly controversial among 
urologists.

“There is strong data to support a significant-
ly increased risk of kidney stones in people with 
increased oxalate and increased urinary oxalate 
excretion. The biggest issue is there is a lack of 
good data on what foods to restrict and what foods 
to avoid,” Dr. Wood said.

Research to date suggests patients who are high 
in oxalate should avoid spinach and potatoes. Dr. 

Wood also recommends patients refer to the Har-
vard database of dietary oxalate content for other 
foods high in oxalate (bit.ly/oxalate-Harvard).

Oxalate restriction in patients who don’t have 
an oxalate problem might not be necessary, 

according to Dr. Wood. Urologists can confirm 
whether oxalate is a driver of a patient’s stone 
disease with a 24-hour urine collection.

Dr. Pearle said she recommends at least mod-
est restriction of foods high in oxalate, but it’s a 
balance if those foods are part of an otherwise 
healthy diet.

“Things like nuts and whole grains, beans, 
beets, and potatoes are all high in oxalate, so 
a lot of people who are healthy eaters can have 
very high urinary oxalate. If the oxalate is very 
high, it is reasonable to recommend being careful 
about oxalate intake, but at least from my stand-
point, in patients with a normal urinary oxalate, 
I don’t generally focus on oxalate too much,” Dr. 
Pearle said.

What about medications?
Thiazides remain the mainstay of kidney stone 
treatment for hypercalciuria that is not secondary 
to high salt intake, according to Dr. Wood.

While important, thiazide treatment is likely 
underused because it requires that urologists follow 
up with labs. Thiazides, according to Dr. Wood, 
also treat hypertension and can interact with other 
anti-hypertensive medication.

“Patients with aggressive stone formation and 
high urinary calcium who have normal urinary 
sodium and are consuming normal amounts of or 
the recommended daily allowance of calcium would 
benefit from thiazide diuretics that lower urinary 
calcium,” Dr. Pearle said.

The evidence also suggests potassium citrate or 
other alkalization methods effectively manage kid-
ney stone disease, according to Dr. Wood.

“Those, too, are usually directed by the 24-hour 
urine or sometimes by stone compositions,” he said.

Again, there are barriers to treatment. Potassium 
citrate, or UroCit-K, can be extremely expensive 
and difficult for patients to tolerate, as gastroin-
testinal side effects are common, according to Dr. 
Wood. Another issue with potassium citrate is the 
need to monitor patients who may have chronic 
kidney disease with labs to make sure they don’t 
become hyperkalemic while on the medication.

One medication that urologists shouldn’t be 
using as a first-line treatment for uric acid stones is 
allopurinol, according to the AUA guideline.

“The key to prevention of uric acid stones is not 
to lower urinary uric acid but to raise pH. Allopu-
rinol is occasionally indicated if patients still form 
stones despite correcting urine pH, but they will 
likely continue to make stones on allopurinol if you 
don’t correct pH,” Dr. Pearle said.UT

Two pharmaceuticals in late-stage development may offer new therapeutic 
options for patients with rare forms of hyperoxaluria.

In December 2019, Alnylam Pharmaceuticals announced positive phase III 
study results for lumasiran, an RNAi drug targeting glycolate oxidase in develop-
ment for primary hyperoxaluria type 1 treatment. Separately, Allena Pharmaceuti-
cals provided an update to its phase III development program for reloxaliase, a 
non-absorbed, oral enzyme for the treatment of enteric hyperoxaluria.

According to results from the ILLUMINATE-A trial, lumasiran met the primary 
efficacy endpoint of percent change from baseline, relative to placebo, in 24-hour 
urinary oxalate excretion averaged across months 3 to 6, Alnylam Pharmaceuti-
cals reported. The results suggest lumasiran can significantly reduce the hepatic 
production of oxalate, which could address the underlying pathophysiology of pri-
mary hyperoxaluria type 1, the company said.

The findings are encouraging for the drug’s approval in 2020. But only patients 
with a rare genetic condition that causes kidney stones will be candidates for 
lumasiran treatment, according to Kyle Wood, MD.

“Primary hyperoxaluria type 1 usually manifests as recurrent stone disease at a 
young age and may progress to end-stage renal disease,” Dr. Wood said. “This 
drug could revolutionize treatment of that patient population. But I do not think 

that lumasiran will become mainstay treatment for most of our stone formers.”
Allena Pharmaceuticals recently said that, following positive topline results 

from the phase III URIROX-1 study of reloxaliase and further analysis of the data 
from the trial, Allena plans to re-engage with the FDA, with the request to discuss 
measures to potentially streamline its ongoing URIROX program through modifica-
tions to the adaptive URIROX-2 trial design. These enhancements may include 
reducing the target enrollment in URIROX-2, conducting an earlier interim analysis 
of the data from URIROX-2, and modifying the requirements for filing for acceler-
ated approval of the initial reloxaliase Biologics Licensing Application.

The URIROX-1 study achieved its primary endpoint, with a mean reduction of 
22.6% in average 24-hour urinary oxalate excretion measured during weeks 1-4 
among patients treated with reloxaliase versus 9.7% in the placebo group (least 
square mean treatment difference of -14.3%, p=.004).

“Specifically, the phase III trial looked at enteric hyperoxaluria, so it’s a specific 
population that has high oxalate in their urine secondary to bowel disease,” Dr. 
Wood said. “Their data was positive, but I think as a community it wasn’t as help-
ful as we thought it might be to this population. The really big issue will be treat-
ment cost versus actual benefit. Most of us think a clinically meaningful reduction 
in urinary oxalate really needs to be above 20%.”

NEW AGENTS MAY OFFER HOPE FOR TWO FORMS OF HYPEROXALURIA

STONE MANAGEMENT
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“If the oxalate is very high, it 
is reasonable to recommend 
being careful about oxalate 
intake, but at least from my 
standpoint, in patients with a 

normal urinary oxalate, 
I don’t generally focus 
on oxalate too much.”

MARGARET S. PEARLE, MD, PHD
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As the adoption of active sur-
veillance protocols (AS) for 
low-risk prostate cancer has 
increased, focus has shifted 

toward reducing the morbidity of AS by 
using less invasive methods to reduce the 
number of biopsies. Due to its reported 
low false-negative rate, multiparametric 
MRI of the prostate has gained popular-
ity for use prior to the initial diagnostic 
biopsy as well as subsequent surveillance 
biopsies. It has been suggested by some 
investigators that a negative or stable 
MRI could replace the surveillance 
biopsy in men on AS.

To address the question of prostate 
MRI as a substitute for biopsy during AS, 
Chesnut et al retrospectively reviewed 
their AS database to study the associa-
tion between changes in the MRI score 
and disease progression on surveillance 
biopsy (European Urology Dec. 21, 2019 
[Epub ahead of print]). Men with very 
low-risk or low-risk cancer were required 
to undergo an MRI and confirmatory 
re-biopsy before being qualified for 
enrollment in the AS program. If MRI 
was not performed prior to initial biopsy, 
it was completed prior to confirmatory 
biopsy. All confirmatory biopsies were 
MRI guided if a targetable lesion was 
identified.

The authors identified 207 men 
between 2013 and 2016 who had under-
gone the required two MRIs and sur-
veillance biopsy at 3 years. Patients had 
either very low-risk (71%) or low-risk 
(29%) prostate cancer (as defined by 
NCCN), with an average PSA of 4.4 ng/
mL. Once enrolled, their AS protocol 
required surveillance MRI at 18 months 
and 3 years, with surveillance biopsy at 
3 years. The median time on AS for 
patients who did not require definitive 
treatment was 4.1 years.

During AS biopsy, both MRI-tar-
geted and systematic 14-core prostate 
biopsies were performed. Men with 
a negative MRI (no lesion with MRI 

score ≥3) underwent systematic 14-core 
biopsy. All men had Gleason grade 
group 1 (GG1) prostate cancer prior to 
enrollment, and disease progression was 
defined as the detection of GG2 or high-
er in the surveillance biopsy specimen.

Overall, 66 of 207 men (32%) were 
found to have disease progression to 
GG2 or higher at 3-year biopsy. Of the 
men with disease progression, 55 (83%) 
had GG2 disease, 10 (15%) had GG3, 
and one (1.5%) had GG4 prostate can-
cer. While an MRI score ≥ 3 was noted 
in 124 patients, 101 underwent targeted 
plus systematic biopsies. Of these, 39 
(39%) were found to have GG2 or high-
er. Disease progression was identified 
by targeted biopsy alone in only four 
patients, by systematic biopsy alone in 
17 patients, and by both biopsies in 18 
patients.

Among patients with an MRI score of 
≥3 before the surveillance biopsy, 41% had 
GG2 or higher disease, while GG2 was 
noted in 15% of men with a negative MRI 
(p=.0002). Increasing MRI score of 3, 4, 
and 5 correlated with disease progression 
rate of 31%, 49%, and 75%, respectively.

In 132 men (64%) whose 3-year 
surveillance MRI score remained 
unchanged from the initial MRI, pro-
gression to GG2 was 31%, while an 
increase in the MRI score was associated 
with GG2 in 42%. In 62 men whose sur-
veillance MRI score remained normal 

(score 0-2) or decreased to normal, only 
nine men (14.5%) showed progression to 
GG2 at 3-year biopsy. If the AS protocol 
had used “any increase in MRI score” 
as the trigger for biopsy, GG2 would 
be missed in 28% of men with normal 
baseline MRI and 64% of men with MRI 
score ≥3.

Even in this selected cohort of men 
with very low-risk features, stable MRI 
score was not protective against disease 
progression during surveillance. The 
3-year MRI and biopsy would have 
been the third MRI and third biopsy 
for these men. Still, 15% of men with 
negative MRI had GG2 disease and 25% 
of men with MRI score 5 had no or low-
risk disease, and very few cancers were 
noted exclusively in the targeted biopsy. 
Despite the expertise of this single-cen-
ter study group, this lack of correlation 
at both ends of the MRI spectrum with 
targeted biopsy results seems worse than 
what’s reported by many investigators.

Using the stability of MRI score over 
time to decide to omit the prostate biop-
sy would have missed nearly one-third 
of the GG2 cancers during AS, and per-
forming target-only biopsies would have 
missed 44% of GG2 cancers. Except in 
select individuals who are at increased 
risk of biopsy-related complications, 
with significant comorbidities or short 
life expectancy, scheduled repeat pros-
tate biopsy should remain an essential 
component of AS protocols.UT

Could mpMRI replace prostate Bx 
for surveillance protocols?
Omitting biopsy would miss nearly one-third of GG2 cancer, study fi nds
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WHAT RECENT STUDIES TELL 
US ABOUT FINASTERIDE, PCA

In last month’s installment of “Journal Article 
of the Month,” Dr. Mian analyzed a research 
letter published in JAMA Network Open, 
“Association of Treatment With 5 α-Reduc-
tase Inhibitors and Prostate Cancer Mortality 
Among Older Adults” (JAMA Netw Open 2019; 
2:e1913612). To read the column, go to
bit.ly/finasteridepca.

Even in this selected cohort 
of men with very low-risk 
features, stable MRI score 
was not protective against 
disease progression during 
surveillance.
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There are important changes for urologists to 
note in the newly published update of the AUA’s 
policy statement on multiparametric magnetic 
resonance imaging (MRI) for diagnosing, stag-
ing, and managing prostate cancer, according 
to policy statement co-author Marc A. Bjurlin, 
DO, MSc.

This update to the original statement, published 
October 2017, is now endorsed by both the AUA 
and the Society of Abdominal Radiology, accord-
ing to Dr. Bjurlin, associate professor of urology 
at Lineberger Comprehensive Cancer Center, 
University of North Carolina, Chapel Hill.

“We have several more experts on our panel 
from the radiology community who contribut-
ed, and this was new from the very first policy 
statement. The second major update we made is 
there is now sufficient data to support the use of 
prostate MRI in all men before their initial pros-
tate biopsy when the MRI is of sufficient quality. 
Our initial statement didn’t have enough data to 
support that indication,” Dr. Bjurlin told Urolo-
gy Times. The updated statement was published 
online ahead of print in the Journal of Urology 
(Oct. 23, 2019).

In essence, research supports use of a quality 
prostate MRI before an initial biopsy in men at 
risk of harboring prostate cancer and in men with 

a rising PSA after an initial negative standard 
prostate biopsy, the expert panel wrote.

There is insufficient evidence, however, to 
recommend MRI for prostate cancer screening, 
staging, or surveillance, according to the policy 
statement.

Multiparametric MRI is a proven valuable 
tool for diagnosing and managing men at pros-
tate cancer risk. Prostate MRI is usually called 
multiparametric MRI because it incorporates 
use of anatomic and functional pulse sequences, 
according to the statement.

In active surveillance, multiparametric MRI 
improves providers’ ability to identify occult 
intermediate- and high-risk prostate cancer. A 
patient whose MRI suggests occult clinically 

significant disease should have a repeat MRI 
targeted and systemic biopsies before he chooses 
active surveillance.

PSA density, genomic profiling can 
help with risk stratification
But, panel members noted, there isn’t sufficient 
data to support the use of repeat MRI without a 
confirmatory prostate biopsy when monitoring 
men on active surveillance. They also suggested 
that urologists and other providers could consid-
er using multiparametric MRI along with other 
risk stratification options, such as PSA density or 
genomic profiling, to enhance active surveillance.

Dr. Bjurlin described the policy changes in real-
life urology practice like this: “In men who have 
been found to have an elevated PSA, after a shared 
decision-making process, if they elect to proceed 
with a prostate biopsy, there is now data to support 
that they should undergo an MRI prior to their ini-
tial biopsy. Previous data only supported that men 
who had a negative biopsy but still had a suspicion of 
harboring some occult prostate cancer get an MRI.”

When Dr. Bjurlin sees patients with elevated 
PSAs, he discusses the utility of an MRI—that 
it will help to identify an abnormal area that may 
be suspicious for harboring cancer.

“We can then discuss, based on that suspicion 
level, how we’d like to proceed with manage-
ment, which will often be a biopsy targeting that 
specific MRI region of interest,” he said.UT

AUA updates policy statement on mpMRI 
for prostate cancer
Panel: Research now supports use of quality prostate MRI prior to initial biopsy

ENZALUTAMIDE APPROVED METASTATIC
CASTRATION-SENSITIVE PROSTATE CANCER

The FDA has approved a supplemental New Drug Application (sNDA) for enzalut-
amide (XTANDI) for the treatment of patients with metastatic castration-sensitive 
prostate cancer (mCSPC).

With the approval, enzalutamide becomes the first and only oral treatment 
approved by the FDA for three types of advanced prostate cancer: non-metastatic 
and metastatic castration-resistant prostate cancer (CRPC) and mCSPC, accord-
ing to a statement from Pfizer and Astellas.

The approval is based on results from ARCHES, a randomized phase III study of 
1,150 men with mCSPC that met its primary endpoint of radiographic progres-
sion-free survival (rPFS).

Data from the ARCHES trial demonstrated that the use of enzalutamide plus 
androgen deprivation therapy (ADT) significantly reduced the risk of radio-
graphic progression or death by 61% compared to placebo plus ADT (n=1,150; 
hazard ratio [HR]: 0.39 [95% CI: 0.30-0.50]; p<.0001). Overall survival data 
were not mature at the time of final rPFS analysis.

The safety analysis of the ARCHES trial is generally consistent with the safety pro-
file of enzalutamide in previous clinical trials in CRPC, Pfizer and Astellas said. In 
ARCHES, common adverse reactions (grade 1 to 4 ARs; occurring in at least 5% of 
patients) that were reported more frequently in patients treated with enzalutamide 
plus ADT versus placebo plus ADT included hot flush (27% vs. 22%), asthenic 
conditions (24% vs. 20%), hypertension (8.0% vs. 5.6%), fractures (6.5% vs. 
4.2%), and musculoskeletal pain (6.3% vs. 4.0%).

“Men with metastatic castration-sensitive prostate cancer face complex treat-
ment decisions and it is critical for physicians and patients to have as much infor-
mation as possible when deciding on all of the options available,” said Andrew 
J. Armstrong, MD, professor of medicine and professor in surgery, Duke Cancer 
Institute, Durham, NC and lead investigator of ARCHES.

“The research supporting the FDA approval and updated treatment guidelines 
provide physicians and patients with compelling evidence to consider enzalut-
amide as a treatment option for men with this disease,” added Dr. Armstrong.

An estimated 40,000 men in the United States are living with mCSPC, a form of 
prostate cancer that has spread to other parts of the body and still responds to a 
medical or surgical treatment that lowers testosterone.

CLINICAL UPDATES  / Prostate Cancer

“There is now sufficient data 
to support the use of prostate 
MRI in all men before their 
initial prostate biopsy when 
the MRI is of sufficient quality. 

Our initial statement 
didn’t have enough 
data to support that 
indication.”

MARC A. BJURLIN, DO, MSC
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Q: What was the rationale for 
conducting this study?

A: PSA is a very poorly specific test. 
It has great sensitivity, but as we 
know, it lacks specificity. Because 
of that, many men undergo unnec-
essary biopsies, and a lot of indolent 

prostate cancers are diagnosed. Now that more and 
more men are enrolled into active surveillance 
protocols, it is even more important to screen for 
prostate cancer in a smarter way.

For that reason, biomarkers have been developed in 
an attempt to improve PSA specificity. Some of those 
biomarkers are 4Kscore, ExoDx, and SelectMDx, 
which we looked at in this study. Multiparametric 
MRI of the prostate has also been looked at as a poten-
tial tool for prostate cancer screening. However, the 
NCCN guidelines don’t specifically indicate which 
biomarker is best to order and if MRI adds any value 
to them, and if so, in which order these tests should be 
ordered. Those were the main reasons for our study.

Q: How did you conduct the study, and what were the 
key findings? 

A: We retrospectively identified almost 900 
patients who had been referred to UCSF from 
2016 to 2019 for consideration of prostate biopsy. 
Every patient had at least one biomarker test; the 
vast majority had 4Kscore. Around half of our 
patients underwent prostate biopsy and about 
650 had a prostate MRI. In our biopsy group, 
approximately 295 had a PSA of 2.5 to 10, which 
is close to the target PSA with which most of 
these biomarkers were validated.

We found that the 4Kscore and ExoDx missed 
the least amount of high-grade prostate cancer, 
defined as Gleason 3+4 or higher in our study. 
They missed around 3% to 6% of high-grade 
cases. But SelectMDx and multiparametric MRI 
were better at avoiding unnecessary biopsies, 
defined as negative biopsies or biopsies with 
only Gleason 3+3 cancer. However, if we com-
bine a biomarker with MRI, 4Kscore and ExoDx 
missed almost no high-grade cancers—around 
zero to 1%—but more unnecessary biopsies were 
performed with the combination.

Our take-home message is that if the goal is to 
miss almost no high-grade disease, then combin-
ing the 4Kscore or ExoDx with multiparametric 
prostate MRI is likely the best strategy. How-
ever, if the patient prefers to avoid biopsy, it is 

certainly reasonable to consider getting only a 
biomarker, as only 3% to 6% of high-grade can-
cers would be missed with just biomarker testing. 

Q: What are the limitations of your study?

A: Not all of our patients underwent prostate biop-
sy; about half of our cohort had a biopsy. Also, most 
of our patients had the 4Kscore. We do have a good 
number of patients who received ExoDx and Select-
MDx, but much less than those who received the 
4Kscore. For that reason, what we’d like to do in the 
future is a prospective study where we would follow 
patients after getting at least two and hopefully all 
three of the biomarkers and a prostate biopsy so 
we can do a true head-to-head comparison of each 
biomarker and have a true negative group to fur-
ther determine what the best strategy is for prostate 
screening.

Q: Do the findings of your study essentially match up 
with NCCN guidelines on prostate cancer detection?

A: Interestingly, the NCCN guidelines mention 
that although there are multiple validation studies 
for these biomarkers, there is still insufficient data 
to recommend biomarker testing upfront with PSA. 
In addition, they mention that multiparametric 
MRI can be considered, but again there is no rec-
ommendation for upfront testing with MRI. And 
there is not enough data to determine what the role 
of MRI is, in addition to those biomarkers.

So as of right now, the NCCN guidelines only 
mention that both biomarker testing and multi-
parametric MRI can be considered if the patient 
and/or provider would like to have further infor-
mation on the true risk of finding high-grade dis-
ease on biopsy. Hopefully, our future study will help 
make the guidelines a little clearer for providers.UT

Two markers miss small percentage
of high-grade prostate Ca
Study: Combining 4Kscore or ExoDx with mpMRI appears to be optimal strategy

ENROLLMENT COMPLETE FOR PHASE III TRIAL
OF PROSTATE CANCER TREATMENT 

Dendreon Pharmaceuticals announced early completion of patient enrollment of its 
phase III ProVent clinical trial.

More than 450 subjects were randomized in the large-scale clinical trial, which is eval-
uating the effectiveness of sipuleucel-T (Provenge) in reducing disease progression in 
men with early-stage prostate cancer on active surveillance (AS).

The randomized, multicenter phase III ProVent trial is assessing the efficacy of sipuleu-
cel-T in reducing histopathologic disease progression in men on AS. Men age 18 years 
or older who have histologically proven adenocarcinoma of the prostate diagnosed 
within 12 months of randomization were eligible to enroll in the study, which is being 
conducted at approximately 60 sites across the United States. Study participants were 
randomized 2:1 to receive sipuleucel-T or remain on AS.

The primary endpoint is histologic upgrade from ISUP Grade Group 1 to Grade Group 
2 or higher, or Grade Group 2 upgraded to Grade Group 3 or higher at 33-39 months 
after randomization.

DRAFT LOCAL COVERAGE DETERMINATION ISSUED
FOR PROSTATE CANCER TEST

Palmetto GBA, a Medicare Administrative Contractor that assesses molecular diag-
nostic technologies under its MolDx program, has issued a draft local coverage deter-
mination (LCD) for the SelectMDx for Prostate Cancer test, MDxHealth SA recently 
announced.

The draft LCD recommends coverage of the test for qualified Medicare patients 
throughout the United States.

The proposed LCD policy can be accessed on the CMS website.

Prostate Cancer / CLINICAL UPDATES

Combining the 4Kscore or ExoDx with multiparametric MRI appears to be the optimal 

strategy for detecting high-grade prostate cancer, a study from the University of 

California, San Francisco suggests. However, it is reasonable to consider biomarker 

testing only in patients who want to avoid biopsy, said first author Claire M. de la Calle, 

MD, a urology resident at UCSF working with Peter R. Carroll, MD, MPH, Hao G. Nguyen, 

MD, PhD, and colleagues. In this interview, Dr. de la Calle discusses the study’s clinical 

implications, its limitations, and what additional research is needed.

DR. DE LA CALLE
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An expert multidisciplinary panel using robust 
methodology has developed recommendations 
for guiding urinary catheter management after 
transurethral surgery for BPH.

As described in a recently published article 
(Am J Manag Care 2019; 25:e366-372), the group 
agreed that the catheter should be removed 
approximately 24 hours after uncomplicated 
transurethral surgery and that prolonged cath-
eterization should be avoided in the event there 
was no clinically significant perforation sus-
tained at the time of surgery.

“Transurethral surgical management of BPH 
is one of the most common procedures done by 
urologists, and although there are guidelines 
with regard to treatment choice, there are none 
to inform the duration of catheterization post-
operatively,” said co-author Casey A. Dauw, 
MD, assistant professor of urology, University 
of Michigan, Ann Arbor.

“Our group has addressed this gap using the 
RAND/UCLA Appropriateness Method that 
couples scientific evidence with expert clini-
cal judgment to develop what we believe are 
valid recommendations that will be clinically 
useful for urologists. In addition, we believe 
that our recommendations will be helpful for 
payers and patients because by promoting 
timely catheter removal, they can minimize 
the downstream complications associated 
with urinary catheterization and the negative 
impact it has on quality of life.”

Lead author Ted Skolarus, MD, MPH, assis-
tant professor of urology, University of Mich-
igan, told Urology Times, “It seems the robust 
methodology used to develop these recommen-
dations, coupled with the lack of guidelines to 
postoperative catheter duration, should facilitate 
their implementation into routine practice with 
the ultimate goal of improving the consistency 
and quality of care for patients undergoing trans-
urethral surgery for BPH.”

The RAND/UCLA Appropriateness Meth-
od has been used to define appropriate care 
in various clinical areas, including for active 
surveillance of prostate cancer, and has been 
shown to be predictive of results of subsequent 
randomized controlled clinical trials. It includes 
a systematic literature review to identify relevant 
articles and a clinician panel rating process.

Four clinical scenarios evaluated
The recommendations on catheter manage-
ment after transurethral surgery for BPH were 
developed considering 42 published articles 
reporting outcomes for transurethral resection 
or ablation. The panel members were given a 
summary of the articles and asked to consid-
er the evidence and their clinical judgment to 
rate the appropriateness of five different dura-
tions of catheterization (postoperative day 0, 
1, 2, 3-6, or ≥7) across four clinical scenarios: 
no preexisting catheter; preexisting catheter, 
including intermittent use; difficult catheter 
placement in the operating room; and clinically 
significant perforation.

The 11-member expert panel was comprised 
of eight urologists, two nurses who care for uro-
logic patients, and an infection disease physician 
with expertise in urinary tract infections. There 
was consensus among the panel members that 
urethral catheter removal with a voiding trial 
should be done on the first postoperative day in 
the first three scenarios and that it was inappro-
priate to wait ≥3 days to remove a catheter for a 
first voiding trial in those situations. In cases of 
clinically significant perforation, waiting until 
3 days after surgery was deemed the appropriate 
timing for catheter removal.

The panel members were also asked to rate the 
appropriateness of intermittent straight cathe-
terization and indwelling urinary catheter place-
ment after a failed first trial of void, including 
time to a second trial of void.

“Ratings on management for those scenarios 
were more variable, and decisions in practice will 

be guided by individual clinicians’ judgment,” 
Dr. Dauw said.

“However, the panel concluded that both 
intermittent straight catheterization and 
indwelling catheter placement were acceptable 
management approaches for patients who failed 
a first voiding trial and that the next trial of void 
should be within 1 to 2 days for hospitalized 
patients and within 4 days for patients who had 
been discharged home.”UT

Panel crafts recommendations for cath 
management following BPH surgery
Catheter should be removed 24 hours after uncomplicated transurethral surgery, experts advise

“We believe that our 
recommendations will be helpful 
for payers and patients because 
by promoting timely catheter 
removal, they can minimize the 
downstream complications 
associated with urinary 

catheterization and the 
negative impact it has 
on quality of life.”

CASEY A. DAUW, MD

“It seems the robust 
methodology used to develop 
these recommendations, 
coupled with the lack of 
guidelines to postoperative 
catheter duration, should 
facilitate their implementation 
into routine practice.”

TED SKOLARUS, MD, MPH

CLINICAL UPDATES /  BPH

UROLIFT CLEARED FOR USE
IN LARGER PROSTATES

The FDA has granted Teleflex Inc. an expanded 
indication for the use of its UroLift System to treat 
larger prostates, between 80 cc and 100 cc.

The collection of data presented to the FDA 
demonstrates that the UroLift System treatment 
is safe and effective in men with prostate sizes 
between 80 cc and 100 cc, with outcomes similar 
to the L.I.F.T. randomized controlled trial. Further, 
there are no discernable differences in reported 
adverse events, indicating a comparable safety 
profile, Teleflex reported.

“We have learned from the real-world study and 
other clinical studies that the UroLift System 
is the only minimally invasive treatment option 
that delivers rapid relief and recovery in days not 
months,” said Thomas J. Mueller, MD, of New 
Jersey Urology, Voorhees. “I am pleased that this 
indication will enable even more men to benefit 
from this groundbreaking technology.”

Dr. Mueller is a paid consultant of NeoTract/Tele-
flex Interventional Urology.
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*PSA level ≥ 2 ng/mL with at least 2 consecutive rises despite castrate testosterone levels (≤ 50 ng/dL).2-4

Indication and Important Safety Information

Regardless of metastatic status, XTANDI offers your patients with castration-resistant prostate 
cancer (CRPC) the confi dence of proven effi cacy when PSA is rising* during LHRH therapy.†1

METS? NO METS? START XTANDI.

Indication
XTANDI (enzalutamide) is indicated for the treatment of patients with 
castration-resistant prostate cancer (CRPC).

Important Safety Information
Warnings and Precautions
Seizure occurred in 0.4% of patients receiving XTANDI in clinical studies. 
In a study of patients with predisposing factors for seizure, 2.2% of 
XTANDI-treated patients experienced a seizure. Patients in the study had 
one or more of the following pre-disposing factors: use of medications 
that may lower the seizure threshold; history of traumatic brain or head 
injury, cerebrovascular accident or transient ischemic attack, Alzheimer’s 
disease, meningioma, or leptomeningeal disease from prostate cancer, 
unexplained loss of consciousness within the last 12 months, history 
of seizure, presence of a space occupying lesion of the brain, history of 
arteriovenous malformation, or history of brain infection. It is unknown 
whether anti-epileptic medications will prevent seizures with XTANDI. 
Advise patients of the risk of developing a seizure while taking XTANDI 
and of engaging in any activity where sudden loss of consciousness could 
cause serious harm to themselves or others. Permanently discontinue 
XTANDI in patients who develop a seizure during treatment.

Posterior Reversible Encephalopathy Syndrome (PRES)  
In post approval use, there have been reports of PRES in patients receiving 
XTANDI. PRES is a neurological disorder which can present with rapidly 
evolving symptoms including seizure, headache, lethargy, confusion, 
blindness, and other visual and neurological disturbances, with or without 
associated hypertension. A diagnosis of PRES requires confi rmation by 
brain imaging, preferably MRI. Discontinue XTANDI in patients who 
develop PRES.

Hypersensitivity reactions, including edema of the face (0.5%), 
tongue (0.1%), or lip (0.1%) have been observed with XTANDI in clinical 
trials. Pharyngeal edema has been reported in post-marketing cases. 

Advise patients who experience any symptoms of hypersensitivity 
to temporarily discontinue XTANDI and promptly seek medical care. 
Permanently discontinue XTANDI for serious hypersensitivity reactions. 

Ischemic Heart Disease  In the placebo-controlled clinical studies, 
ischemic heart disease occurred more commonly in patients on the 
XTANDI arm compared to patients on the placebo arm (2.7% vs 1.2%). 
Grade 3-4 ischemic events occurred in 1.2% of patients on XTANDI versus 
0.5% on placebo. Ischemic events led to death in 0.4% of patients on 
XTANDI compared to 0.1% on placebo. Monitor for signs and symptoms 
of ischemic heart disease. Optimize management of cardiovascular risk 
factors, such as hypertension, diabetes, or dyslipidemia. Discontinue 
XTANDI for Grade 3-4 ischemic heart disease.

Falls and Fractures  In the placebo-controlled clinical studies, falls 
occurred in 10% of patients treated with XTANDI compared to 4% 
of patients treated with placebo. Fractures occurred in 8% of patients 
treated with XTANDI and in 3% of patients treated with placebo. Evaluate 
patients for fracture and fall risk. Monitor and manage patients at risk for 
fractures according to established treatment guidelines and consider use 
of bone-targeted agents.

Embryo-Fetal Toxicity  Safety and effi cacy of XTANDI have not been 
established in females. XTANDI can cause fetal harm and loss of pregnancy 
when administered to a pregnant female. Advise males with female partners 
of reproductive potential to use effective contraception during treatment 
with XTANDI and for 3 months after the last dose of XTANDI. XTANDI 
should not be handled by females who are or may become pregnant.

Adverse Reactions
The most common adverse reactions (≥ 10%) that occurred more 
frequently (≥ 2% over placebo) in the XTANDI patients from the 
randomized placebo-controlled trials were asthenia/fatigue, decreased 
appetite, hot fl ush, arthralgia, dizziness/vertigo, hypertension, headache 
and weight decreased. In the bicalutamide-controlled study, the most
common adverse reactions (≥ 10%) reported in XTANDI patients
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Castration-resistant prostate cancer is defined as disease progression on androgen deprivation therapy (LHRH therapy or prior bilateral orchiectomy).8

CI, confidence interval; HR, hazard ratio; LHRH, luteinizing hormone-releasing hormone; NR, not reached; PSA, prostate-specific antigen.

†Or after bilateral orchiectomy.1

‡  Estimate based on US sales and data usage from September 2012 to October 2018.5

§ The primary endpoint of the study was metastasis-free survival, defined as the time from randomization to whichever of the following occurred first: 1) loco-regional and/or distant radiographic 
progression per BICR (blinded independent central review); or 2) death up to 112 days after treatment discontinuation without evidence of radiographic progression.1

Visit XtandiHCP.com for clinical trial results

were asthenia/fatigue, back pain, musculoskeletal pain, hot flush, 
hypertension, nausea, constipation, diarrhea, upper respiratory tract 
infection, and weight loss. 

In the placebo-controlled study of metastatic CRPC (mCRPC) patients 
taking XTANDI who previously received docetaxel, Grade 3 and higher 
adverse reactions were reported among 47% of XTANDI patients and 
53% of placebo patients. Discontinuations due to adverse events were 
reported for 16% of XTANDI patients and 18% of placebo patients. In 
the placebo-controlled study of chemotherapy-naïve mCRPC patients, 
Grade 3-4 adverse reactions were reported in 44% of XTANDI patients 
and 37% of placebo patients. Discontinuations due to adverse events 
were reported for 6% of both study groups. In the placebo-controlled 
study of non-metastatic CRPC (nmCRPC) patients, Grade 3 or higher 
adverse reactions were reported in 31% of XTANDI patients and 23% of 
placebo patients. Discontinuations with an adverse event as the primary 
reason were reported for 9% of XTANDI patients and 6% of placebo 
patients. In the bicalutamide-controlled study of chemotherapy-naïve 
mCRPC patients, Grade 3-4 adverse reactions were reported in 39% of 
XTANDI patients and 38% of bicalutamide patients. Discontinuations 
with an AE as the primary reason were reported for 8% of XTANDI 
patients and 6% of bicalutamide patients.

Lab Abnormalities:  In the two placebo-controlled trials in patients 
with mCRPC, Grade 1-4 neutropenia occurred in 15% of XTANDI 
patients (1% Grade 3-4) and 6% of placebo patients (0.5% Grade 
3-4). In the placebo-controlled trial in patients with nmCRPC, Grade 1-4 
neutropenia occurred in 8% of patients receiving XTANDI (0.5% Grade 
3-4) and in 5% of patients receiving placebo (0.2% Grade 3-4).

Hypertension:  In the two placebo-controlled trials in patients with 
mCRPC, hypertension was reported in 11% of XTANDI patients and  
4% of placebo patients. Hypertension led to study discontinuation in  
< 1% of patients in each arm. In the placebo-controlled trial in patients 
with nmCRPC, hypertension was reported in 12% of patients receiving 
XTANDI and 5% of patients receiving placebo.

Drug Interactions
Effect of Other Drugs on XTANDI  Avoid strong CYP2C8 inhibitors, 
as they can increase the plasma exposure to XTANDI. If  
co-administration is necessary, reduce the dose of XTANDI.

Avoid strong CYP3A4 inducers as they can decrease the plasma exposure 
to XTANDI. If co-administration is necessary, increase the dose of XTANDI.

Effect of XTANDI on Other Drugs  Avoid CYP3A4, CYP2C9, and 
CYP2C19 substrates with a narrow therapeutic index, as XTANDI 
may decrease the plasma exposures of these drugs. If XTANDI is co-
administered with warfarin (CYP2C9 substrate), conduct additional  
INR monitoring.

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

References: 1. XTANDI [package insert]. Northbrook, IL: Astellas Pharma US, Inc. 2. Pfizer. 
XTANDI. Data on File. 3. Protocol for: Hussain M, Fizazi K, Saad F, et al. Enzalutamide in men  
with nonmetastatic, castration-resistant prostate cancer. N Engl J Med 2018;378(26):2465-74.  
4. Protocol for: Beer TM, Armstrong AJ, Rathkopf DE, et al. Enzalutamide in metastatic prostate 
cancer before chemotherapy. N Engl J Med 2014;371(5):424-33. 5. Astellas. XTANDI. Data on File. 
6. Hussain M, Fizazi K, Saad F, et al. Enzalutamide in men with nonmetastatic, castration-resistant 
prostate cancer. N Engl J Med 2018;378(26):2465-74. 7. Beer TM, Armstrong AJ, Rathkopf DE, et 
al., for the PREVAIL Investigators. Enzalutamide in metastatic prostate cancer before chemotherapy. 
N Engl J Med 2014;371(5):424-33. 8. Eisenberger MA, Saad F. Introduction—castration resistant 
prostate cancer: a rapidly expanding clinical state and a model for new therapeutic opportunities. 
In: Saad F, Eisenberger MA, eds. Management of Castration Resistant Prostate Cancer. 1st ed.  
New York, NY: Springer, 2014:3-8. 

XTANDI significantly prolonged metastasis-free survival§ in patients with nonmetastatic CRPC and significantly 
extended overall survival and radiographic progression-free survival in patients with metastatic CRPC1

Nonmetastatic CRPC: Median metastasis-free survival was  
3 years (36.6 months [95% CI, 33.1-NR]) with XTANDI + LHRH  
therapy† vs 14.7 months (95% CI, 14.2-15.0) with placebo + LHRH 
therapy† (HR = 0.29 [95% CI, 0.24-0.35]; P < 0.0001).1

•   As seen in the PROSPER trial: a multinational, randomized, double-
blind phase 3 trial that enrolled 1401 patients with nonmetastatic CRPC 
who progressed on LHRH therapy†. Eligibility criteria included PSA doubling 
time ≤ 10 months and no prior chemotherapy1,3,6

Metastatic CRPC: 23% reduction in the risk of death with XTANDI + 
LHRH therapy† vs placebo + LHRH therapy† (HR = 0.77 [95% CI, 0.67-
0.88]) and 83% reduction in the risk of radiographic progression or  
death vs placebo + LHRH therapy† (HR = 0.17 [95% CI, 0.14-0.21];  
P < 0.0001).1

•   As seen in the PREVAIL trial: a multinational, randomized, double-blind 
phase 3 trial that enrolled 1717 patients with metastatic CRPC who progressed 
on LHRH therapy†. Eligibility criteria included no prior chemotherapy1,7

HAVE BEEN PRESCRIBED XTANDI—AND COUNTING5

120,000 PATIENTS
‡
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XTANDI® (enzalutamide) capsules for oral use  
Initial U.S. Approval: 2012

BRIEF SUMMARY OF PRESCRIBING  
INFORMATION

The following is a brief summary. Please see the 
package insert for full prescribing information.

INDICATIONS AND USAGE

XTANDI is an androgen receptor inhibitor indicated 
for the treatment of patients with castration- 
resistant prostate cancer.

CONTRAINDICATIONS

None.

WARNINGS AND PRECAUTIONS

Seizure
Seizure occurred in 0.4% of patients receiving 
XTANDI in clinical studies. In these trials, patients 
with predisposing factors for seizure were generally 
excluded. Seizure occurred from 13 to 604 days 
after initiation of XTANDI. Patients experiencing 
seizure were permanently discontinued from 
therapy and all seizure events resolved.

In a single-arm trial designed to assess the risk 
of seizure in patients with pre-disposing factors 
for seizure, 8 of 366 (2.2%) XTANDI-treated 
patients experienced a seizure. Three of the  
8 patients experienced a second seizure during 
continued treatment with XTANDI after their first 
seizure resolved. It is unknown whether anti-
epileptic medications will prevent seizures with 
XTANDI. Patients in the study had one or more 
of the following pre-disposing factors: the use of 
medications that may lower the seizure threshold 
(~ 54%), history of traumatic brain or head injury 
(~ 28%), history of cerebrovascular accident or 
transient ischemic attack (~ 24%), and Alzheimer’s 
disease, meningioma, or leptomeningeal disease 
from prostate cancer, unexplained loss of 
consciousness within the last 12 months, past 
history of seizure, presence of a space occupying 
lesion of the brain, history of arteriovenous 
malformation, or history of brain infection (all  
< 5%). Approximately 17% of patients had more 
than one risk factor.

Advise patients of the risk of developing a seizure 
while receiving XTANDI and of engaging in any 
activity where sudden loss of consciousness 
could cause serious harm to themselves or others.

Permanently discontinue XTANDI in patients who 
develop a seizure during treatment.

Posterior Reversible Encephalopathy Syndrome 
(PRES)
There have been reports of posterior reversible 
encephalopathy syndrome (PRES) in patients 
receiving XTANDI. PRES is a neurological 
disorder which can present with rapidly evolving 
symptoms including seizure, headache, lethargy, 
confusion, blindness, and other visual and 
neurological disturbances, with or without 
associated hypertension. A diagnosis of PRES 
requires confirmation by brain imaging, preferably 
magnetic resonance imaging (MRI). Discontinue 
XTANDI in patients who develop PRES. 

Hypersensitivity 
Hypersensitivity reactions, including edema of 
the face (0.5%), tongue (0.1%), or lip (0.1%) 
have been observed with enzalutamide in four 
randomized clinical trials. Pharyngeal edema 
has been reported in post-marketing cases. 
Advise patients who experience any symptoms 
of hypersensitivity to temporarily discontinue 
XTANDI and promptly seek medical care. 
Permanently discontinue XTANDI for serious 
hypersensitivity reactions.

Ischemic Heart Disease 
In the combined data of three randomized, 
placebo-controlled clinical studies, ischemic heart 
disease occurred more commonly in patients on 
the XTANDI arm compared to patients on the 

placebo arm (2.7% vs 1.2%). Grade 3-4 ischemic 
events occurred in 1.2% of patients in the XTANDI 
arm compared to 0.5% in the placebo arm. 
Ischemic events led to death in 0.4% of patients 
in the XTANDI arm compared to 0.1% in the  
placebo arm. 

Monitor for signs and symptoms of ischemic heart 
disease. Optimize cardiovascular risk factors, 
such as hypertension, diabetes, or dyslipidemia.  
Discontinue XTANDI for Grade 3-4 ischemic heart 
disease.

Falls and Fractures 
Falls and fractures occurred in patients receiving 
XTANDI. Evaluate patients for fracture and fall risk. 
Monitor and manage patients at risk for fractures 
according to established treatment guidelines and 
consider use of bone-targeted agents. 

In the combined data of three randomized, 
placebo-controlled clinical studies, falls occurred 
in 10% of patients treated with XTANDI compared 
to 4% of patients treated with placebo. Falls 
were not associated with loss of consciousness 
or seizure. Fractures occurred in 8% of patients 
treated with XTANDI and in 3% of patients treated 
with placebo. Grade 3-4 fractures occurred in 2% 
of patients treated with XTANDI and in < 1% of 
patients treated with placebo. The median time to 
onset of fracture was 337 days (range: 2 to 996 
days) for patients treated with XTANDI. Routine 
bone density assessment and treatment of 
osteoporosis with bone-targeted agents were not 
performed in the studies.

Embryo-Fetal Toxicity 
The safety and efficacy of XTANDI have not 
been established in females. Based on animal 
reproductive studies and mechanism of action, 
XTANDI can cause fetal harm and loss of  
pregnancy when administered to a pregnant 
female. Advise males with female partners 
of reproductive potential to use effective 
contraception during treatment with XTANDI 
and for 3 months after the last dose of XTANDI. 
XTANDI should not be handled by females who are 
or may become pregnant.

ADVERSE REACTIONS

Clinical Trial Experience 
Because clinical trials are conducted under 
widely varying conditions, adverse reaction rates 
observed in the clinical trials of a drug cannot be 
directly compared to rates in the clinical trials 
of another drug and may not reflect the rates 
observed in practice.
Four randomized controlled clinical trials enrolled 
patients with CRPC that had progressed on 
androgen deprivation therapy (GnRH therapy or 
prior bilateral orchiectomy). Three trials were 
placebo-controlled and one trial was bicalutamide-
controlled. Patients received XTANDI 160 mg 
(2784 patients) or placebo orally once daily (1708 
patients) or bicalutamide 50 mg orally once daily 
(189 patients). All patients continued androgen 
deprivation therapy (ADT).
The most common adverse reactions (≥ 10%) that 
occurred more frequently (≥ 2% over placebo) in 
the XTANDI-treated patients from the randomized 
placebo-controlled clinical trials were asthenia/
fatigue, decreased appetite, hot flush, arthralgia, 
dizziness/vertigo, hypertension, headache, and 
weight decreased.
AFFIRM (NCT00974311): XTANDI versus  
Placebo in Metastatic CRPC Following  
Chemotherapy
AFFIRM enrolled 1199 patients with metastatic 
CRPC who had previously received docetaxel. 
The median duration of treatment was 8.3 months 
with XTANDI and 3.0 months with placebo. During 
the trial, 48% of patients on the XTANDI arm and 
46% of patients on the placebo arm received  
glucocorticoids.

Grade 3 and higher adverse reactions were 
reported among 47% of XTANDI-treated 
patients and 53% of placebo-treated patients. 
Discontinuations due to adverse events were 
reported for 16% of XTANDI-treated patients 
and 18% of placebo-treated patients. The most 

common adverse reaction leading to treatment 
discontinuation was seizure, which occurred in 
0.9% of the XTANDI-treated patients compared to 
none (0%) of the placebo-treated patients. Table 
1 shows adverse reactions reported in AFFIRM 
that occurred at a ≥ 2% higher frequency in the 
XTANDI arm compared to the placebo arm.

Table 1. Adverse Reactions in AFFIRM  
XTANDI
N = 800

Placebo
N = 399

Grade 
1-41

(%)

Grade 
3-4
(%)

Grade 
1-4
(%)

Grade 
3-4
(%)

General Disorders
Asthenic 
Conditions2 51 9.0 44 9.3

Peripheral 
Edema

15 1.0 13 0.8

Musculoskeletal and Connective Tissue 
Disorders
Back Pain 26 5.3 24 4.0
Arthralgia 21 2.5 17 1.8

Musculo-
skeletal Pain

15 1.3 12 0.3

Muscular 
Weakness

9.8 1.5 6.8 1.8

Musculo-
skeletal 
Stiffness

2.6 0.3 0.3 0.0

Gastrointestinal Disorders

Diarrhea 22 1.1 18 0.3
Vascular Disorders

Hot Flush 20 0.0 10 0.0
Hypertension 6.4 2.1 2.8 1.3
Nervous System Disorders

Headache 12 0.9 5.5 0.0
Dizziness3 9.5 0.5 7.5 0.5
Spinal Cord 
Compression 
and Cauda 
Equina 
Syndrome

7.4 6.6 4.5 3.8

Paresthesia 6.6 0.0 4.5 0.0
Mental 
Impairment 
Disorders4

4.3 0.3 1.8 0.0

Hypoesthesia 4.0 0.3 1.8 0.0
Infections and Infestations
Upper 
Respiratory 
Tract 
Infection5

11 0.0 6.5 0.3

Lower 
Respiratory 
Tract and 
Lung 
Infection6

8.5 2.4 4.8 1.3

Psychiatric Disorders

Insomnia 8.8 0.0 6.0 0.5
Anxiety 6.5 0.3 4.0 0.0
Renal and Urinary Disorders

Hematuria 6.9 1.8 4.5 1.0
Pollakiuria 4.8 0.0 2.5 0.0
Injury, Poisoning and Procedural 
Complications
Fall 4.6 0.3 1.3 0.0
Non-
pathologic 
Fractures 

4.0 1.4 0.8 0.3

Skin and Subcutaneous Tissue Disorders

Pruritus 3.8 0.0 1.3 0.0
Dry Skin 3.5 0.0 1.3 0.0
Respiratory Disorders

Epistaxis 3.3 0.1 1.3 0.3
1.   CTCAE v4
2.   Includes asthenia and fatigue.
3.   Includes dizziness and vertigo.
4.    Includes amnesia, memory impairment, cognitive disorder, 

and disturbance in attention.
5.    Includes nasopharyngitis, upper respiratory tract infection, 

sinusitis, rhinitis, pharyngitis, and laryngitis.
6.    Includes pneumonia, lower respiratory tract infection, 

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

Table 2. Adverse Reactions in PREVAIL
XTANDI
N = 871

Placebo
N = 844

Grade 
1-41

(%)

Grade 
3-4
(%)

Grade 
1-4
(%)

Grade 
3-4
(%)

General Disorders
Asthenic 
Conditions2 47 3.4 33 2.8

Peripheral 
Edema

12 0.2 8.2 0.4

Musculoskeletal and Connective Tissue 
Disorders
Back Pain 29 2.5 22 3.0

Arthralgia 21 1.6 16 1.1
Gastrointestinal Disorders

Constipation 23 0.7 17 0.4

Diarrhea 17 0.3 14 0.4
Vascular Disorders

Hot Flush 18 0.1 7.8 0.0

Hypertension 14 7.2 4.1 2.3
Nervous System Disorders

Dizziness3 11 0.3 7.1 0.0

Headache 11 0.2 7.0 0.4

Dysgeusia 7.6 0.1 3.7 0.0
Mental 
Impairment 
Disorders4

5.7 0.0 1.3 0.1

Restless Legs 
Syndrome

2.1 0.1 0.4 0.0

Respiratory Disorders

Dyspnea5 11 0.6 8.5 0.6
Infections and Infestations
Upper 
Respiratory 
Tract 
Infection6

16 0.0 11 0.0

Lower 
Respiratory 
Tract and 
Lung 
Infection7

7.9 1.5 4.7 1.1

Psychiatric Disorders

Insomnia 8.2 0.1 5.7 0.0
Renal and Urinary Disorders

Hematuria 8.8 1.3 5.8 1.3
Injury, Poisoning and Procedural 
Complications
Fall 13 1.6 5.3 0.7
Non-
Pathological 
Fracture

8.8 2.1 3.0 1.1

Metabolism and Nutrition Disorders
Decreased 
Appetite

19 0.3 16 0.7

Investigations
Weight 
Decreased

12 0.8 8.5 0.2

Reproductive System and Breast Disorders

Gynecomastia 3.4 0.0 1.4 0.0

Table 2. Adverse Reactions in PREVAIL
1.   CTCAE v4
2.   Includes asthenia and fatigue. 
3.   Includes dizziness and vertigo.
4.    Includes amnesia, memory impairment, cognitive disorder, 

and disturbance in attention.
5.    Includes dyspnea, exertional dyspnea, and dyspnea at rest.
6.    Includes nasopharyngitis, upper respiratory tract infection, 

sinusitis, rhinitis, pharyngitis, and laryngitis.
7.    Includes pneumonia, lower respiratory tract infection, 

bronchitis, and lung infection.

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

Table 3. Adverse Reactions in TERRAIN

XTANDI
N = 183

Bicalutamide
N = 189

Grade 
1-41

(%)

Grade 
3-4
(%)

Grade 
1-4
(%)

Grade 
3-4
(%)

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

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

Vascular Disorders

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

Nausea 14 0 18 0
Constipation 13 1.1 13 0.5
Diarrhea 12 0 9.0 1.1
Infections and Infestations
Upper 
Respiratory 
Tract 
Infection4

12 0 6.3 0.5

Investigational
Weight  
Loss

11 0.5 7.9 0.5

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

sinusitis, rhinitis, pharyngitis, and laryngitis.

PROSPER (NCT02003924): XTANDI versus 
Placebo in Non-metastatic CRPC Patients 
PROSPER enrolled 1401 patients with non-
metastatic CRPC, of whom 1395 received at least 
one dose of study drug. Patients were randomized 
2:1 and received either XTANDI at a dose of 160 
mg once daily (N = 930) or placebo (N = 465). The 
median duration of treatment at the time of analysis 
was 18.4 months (range: 0.0 to 42 months) with 
XTANDI and 11.1 months (range: 0.0 to 43 months) 
with placebo.

Overall, 32 patients (3.4%) receiving XTANDI died 
from adverse events. The reasons for death with ≥ 2 
patients included coronary artery disorders (n = 7), 
sudden death (n = 2), cardiac arrhythmias (n = 2), 
general physical health deterioration (n = 2), stroke 
(n = 2), and secondary malignancy (n = 5; one 
each of acute myeloid leukemia, brain neoplasm, 
mesothelioma, small cell lung cancer, and malignant 
neoplasm of unknown primary site).  Three patients 
(0.6%) receiving placebo died from adverse events 

of cardiac arrest (n = 1), left ventricular failure  
(n = 1), and pancreatic carcinoma (n = 1). Grade 
3 or higher adverse reactions were reported 
among 31% of XTANDI-treated patients and 23% 
of placebo-treated patients. Discontinuations with 
an adverse event as the primary reason were 
reported for 9.4% of XTANDI-treated patients and 
6.0% of placebo-treated patients. Of these, the 
most common adverse event leading to treatment 
discontinuation was fatigue, which occurred in 
1.6% of the XTANDI-treated patients compared 
to none of the placebo-treated patients. Table 4 
shows adverse reactions reported in PROSPER that 
occurred at a ≥ 2% higher frequency in the XTANDI 
arm than in the placebo arm.

Table 4. Adverse Reactions in PROSPER

XTANDI
N = 930

Placebo
N = 465

Grade 
1-41

(%)

Grade 
3-4
(%)

Grade 
1-4
(%)

Grade 
3-4
(%)

Metabolism and Nutrition Disorders 

Decreased 
Appetite

9.6 0.2 3.9 0.2

Nervous System Disorders

Dizziness2 12 0.5 5.2 0

Headache 9.1 0.2 4.5 0
Cognitive 
and Attention 
Disorders3

4.6 0.1 1.5 0

Vascular Disorders

Hot Flush 13 0.1 7.7 0

Hypertension 12 4.6 5.2 2.2
Gastrointestinal Disorders

Nausea 11 0.3 8.6 0

Constipation 9.1 0.2 6.9 0.4

General Disorders and Administration Site 
Conditions 

Asthenic 
Conditions4 40 4.0 20 0.9

Investigations

Weight 
Decreased

5.9 0.2 1.5 0

Injury, Poisoning and Procedural 
Complications

Fractures5 9.8 2.0 4.9 1.7

Fall 11 1.3 4.1 0.6
Psychiatric Disorders 

Anxiety 2.8 0.2 0.4 0
1.   CTCAE v4   
2.   Includes dizziness and vertigo.
3.    Includes amnesia, memory impairment, cognitive disorder, 

and disturbance in attention.
4.   Includes asthenia and fatigue.
5.   Includes all osseous fractures from all sites.

Laboratory Abnormalities
In the AFFIRM and PREVAIL studies in metastatic 
CRPC, Grade 1-4 neutropenia occurred in 15%  
of patients receiving XTANDI (1% Grade 3-4)  
and in 6% of patients receiving placebo (0.5% 
Grade 3-4).

Table 5 shows laboratory abnormalities that  
occurred in ≥ 5% of patients, and more frequently 
(> 2%) in the XTANDI arm compared to placebo in 
the PROSPER study.

Table 5. Laboratory Abnormalities in PROSPER
XTANDI
N = 930

Placebo
N = 465

Grade 
1-4
(%)

Grade 
3-4
(%)

Grade 
1-4
(%)

Grade 
3-4
(%)

Hematology

Neutropenia 8.2 0.5 5.4 0.2
Chemistry

Hyponatremia 16 1.3 8.8 1.5
Hyperglycemia 78 2.9 73 1.3

Hyper- 
magnesemia

26 0 21 0
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Hypertension
In the AFFIRM and PREVAIL studies in metastatic  
CRPC, hypertension was reported in 11% of  
patients receiving XTANDI and 4% of patients 
receiving placebo. Medical history of hyperten-
sion was balanced between arms. Hypertension 
led to study discontinuation in < 1% of patients 
in each arm. In the PROSPER study in non- 
metastatic CRPC, hypertension was reported 
in 12% of patients receiving XTANDI and 5% of  
patients receiving placebo.

Post-Marketing Experience
The following additional adverse reactions have 
been identified during post-approval use of 
XTANDI. Because these reactions were reported 
voluntarily from a population of uncertain size, 
it is not always possible to reliably estimate the 
frequency or establish a causal relationship to 
drug exposure.

Body as a Whole: hypersensitivity (edema of the 
face, tongue, lip, or pharynx)  
Gastrointestinal Disorders: vomiting  
Neurological Disorders: posterior reversible 
encephalopathy syndrome (PRES) 
Skin and Subcutaneous Tissue Disorders: rash

DRUG INTERACTIONS
Drugs that Inhibit CYP2C8
Co-administration of a strong CYP2C8 inhibitor 
(gemfibrozil) increased the composite area under 
the plasma concentration-time curve (AUC) of 
enzalutamide plus N-desmethyl enzalutamide by 
2.2-fold. Co-administration of XTANDI with strong 
CYP2C8 inhibitors should be avoided if possible. 
If co-administration of XTANDI with a strong 
CYP2C8 inhibitor cannot be avoided, reduce the 
dose of XTANDI.

Drugs that Induce CYP3A4
Co-administration of rifampin (strong CYP3A4  
inducer and moderate CYP2C8 inducer)  
decreased the composite AUC of enzalutamide 
plus N-desmethyl enzalutamide by 37%. Co- 
administration of strong CYP3A4 inducers 
(e.g., carbamazepine, phenobarbital, phenytoin,  
rifabutin, rifampin, rifapentine) with XTANDI 
should be avoided if possible. St John’s wort may 
decrease enzalutamide exposure and should be 
avoided. If co-administration of a strong CYP3A4 
inducer with XTANDI cannot be avoided, increase 
the dose of XTANDI.

Effect of XTANDI on Drug Metabolizing Enzymes
Enzalutamide is a strong CYP3A4 inducer and 
a moderate CYP2C9 and CYP2C19 inducer 
in humans. At steady-state, XTANDI reduced 
the plasma exposure to midazolam (CYP3A4 
substrate), warfarin (CYP2C9 substrate), and 
omeprazole (CYP2C19 substrate). Concomitant 
use of XTANDI with narrow therapeutic index drugs 
that are metabolized by CYP3A4 (e.g., alfentanil, 
cyclosporine, dihydroergotamine, ergotamine, 
fentanyl, pimozide, quinidine, sirolimus and 
tacrolimus), CYP2C9 (e.g., phenytoin, warfarin) 
and CYP2C19 (e.g., S-mephenytoin, clopidogrel) 
should be avoided, as enzalutamide may decrease 
their exposure. If co-administration with warfarin 
cannot be avoided, conduct additional INR 
monitoring.  

USE IN SPECIFIC POPULATIONS
Pregnancy
Risk Summary

The safety and efficacy of XTANDI have not 
been established in females. Based on animal 
reproductive studies and mechanism of action, 
XTANDI can cause fetal harm and loss of pregnancy. 
There are no human data on the use of XTANDI in 
pregnant females. In animal reproduction studies, 
oral administration of enzalutamide in pregnant 
mice during organogenesis caused adverse 
developmental effects at doses lower than the 
maximum recommended human dose (see Data). 
XTANDI should not be handled by females who are 
or may become pregnant.

Animal Data

In an embryo-fetal developmental toxicity study in 
mice, enzalutamide caused developmental toxicity 

when administered at oral doses of 10 or 30 mg/
kg/day throughout the period of organogenesis 
(gestational days 6-15). Findings included embryo-
fetal lethality (increased post-implantation loss and 
resorptions) and decreased anogenital distance 
at ≥ 10 mg/kg/day, and cleft palate and absent 
palatine bone at 30 mg/kg/day. Doses of 30 mg/kg/
day caused maternal toxicity. The doses tested in 
mice (1, 10 and 30 mg/kg/day) resulted in systemic 
exposures (AUC) approximately 0.04, 0.4 and 
1.1 times, respectively, the exposures in patients. 
Enzalutamide did not cause developmental toxicity 
in rabbits when administered throughout the period 
of organogenesis (gestational days 6-18) at dose 
levels up to 10 mg/kg/day (approximately 0.4 times 
the exposures in patients based on AUC).

In a pharmacokinetic study in pregnant rats with a 
single oral 30 mg/kg enzalutamide administration 
on gestation day 14, enzalutamide and/or its 
metabolites were present in the fetus at a Cmax that 
was approximately 0.3 times the concentration 
found in maternal plasma and occurred 4 hours 
after administration.

Lactation
Risk Summary

The safety and efficacy of XTANDI have not been 
established in females. There is no information 
available on the presence of XTANDI in human 
milk, the effects of the drug on the breastfed infant, 
or the effects of the drug on milk production. 
Enzalutamide and/or its metabolites were present 
in milk of lactating rats (see Data).

Data

Following a single oral administration in lactating 
rats on postnatal day 14, enzalutamide and/or its 
metabolites were present in milk at a Cmax that was 
4 times higher than concentrations in the plasma 
and occurred 4 hours after administration.

Females and Males of Reproductive Potential
Contraception
Males

Based on findings in animal reproduction studies, 
advise male patients with female partners of 
reproductive potential to use effective contraception 
during treatment and for 3 months after the last 
dose of XTANDI.

Infertility
Males

Based on animal studies, XTANDI may impair 
fertility in males of reproductive potential.

Pediatric Use
Safety and effectiveness of XTANDI in pediatric 
patients have not been established.

Geriatric Use
Of 2784 patients who received XTANDI in four 
randomized controlled clinical trials, 79% were 
65 and over, while 36% were 75 and over. No 
overall differences in safety or effectiveness were 
observed between these patients and younger 
patients. Other reported clinical experience has 
not identified differences in responses between 
the elderly and younger patients, but greater 
sensitivity of some older individuals cannot be 
ruled out.

Patients with Renal Impairment
A dedicated renal impairment trial for XTANDI 
has not been conducted. Based on the population 
pharmacokinetic analysis using data from 
clinical trials in patients with metastatic CRPC 
and healthy volunteers, no significant difference 
in enzalutamide clearance was observed in 
patients with pre-existing mild to moderate renal 
impairment (30 mL/min ≤ creatinine clearance 
[CrCL] ≤ 89 mL/min) compared to patients and 
volunteers with baseline normal renal function 
(CrCL ≥ 90 mL/min). No initial dosage adjustment 
is necessary for patients with mild to moderate 
renal impairment. Severe renal impairment (CrCL 
< 30 mL/min) and end-stage renal disease have 
not been assessed. 

Patients with Hepatic Impairment

Dedicated hepatic impairment trials compared the 
composite systemic exposure of enzalutamide 

plus N-desmethyl enzalutamide in volunteers 
with baseline mild, moderate, or severe hepatic 
impairment (Child-Pugh Class A, B, or C, 
respectively) versus healthy controls with 
normal hepatic function. The composite AUC of 
enzalutamide plus N-desmethyl enzalutamide 
was similar in volunteers with mild, moderate, 
or severe baseline hepatic impairment compared 
to volunteers with normal hepatic function. No 
initial dosage adjustment is necessary for patients 
with baseline mild, moderate, or severe hepatic 
impairment.

OVERDOSAGE
In the event of an overdose, stop treatment with 
XTANDI and initiate general supportive measures 
taking into consideration the half-life of 5.8 days. 
In a dose escalation study, no seizures were 
reported at < 240 mg daily, whereas 3 seizures 
were reported, 1 each at 360 mg, 480 mg, and 
600 mg daily. Patients may be at increased risk of 
seizure following an overdose. 

NONCLINICAL TOXICOLOGY
Carcinogenesis, Mutagenesis, Impairment of 
Fertility
Administration of enzalutamide to male and female  
rasH2 transgenic mice by oral gavage daily for 
26 weeks did not result in increased incidence of 
neoplasms at doses up to 20 mg/kg/day.

Enzalutamide did not induce mutations in the 
bacterial reverse mutation (Ames) assay and 
was not genotoxic in either the in vitro mouse 
lymphoma thymidine kinase (Tk) gene mutation 
assay or the in vivo mouse micronucleus assay. 

Based on nonclinical findings in repeat-dose 
toxicology studies, which were consistent with 
the pharmacological activity of enzalutamide, 
male fertility may be impaired by treatment with 
XTANDI. In a 26-week study in rats, atrophy of 
the prostate and seminal vesicles was observed 
at ≥ 30 mg/kg/day (equal to the human exposure 
based on AUC). In 4-, 13-, and 39-week studies 
in dogs, hypospermatogenesis and atrophy of the 
prostate and epididymides were observed at ≥ 4 
mg/kg/day (0.3 times the human exposure based 
on AUC).  
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Q: What is the mechanism of 
nadofaragene firadenovec, and 
how it is administered?
A: Nadofaragene firadenovec is 
actually interferon-alfa gene ther-
apy with an excipient called Syn3, 
which enhances the delivery of 

the of the gene across the urothelium. It’s a non-
replicative adenovirus; the replication sequence is 
removed, and the interferon sequence is inserted. 
Basically the virus infects the cell, releases its DNA, 
which is taken into the nucleus, and the interferon 
gene is taken with it. It’s transcribed in the nucle-
us and then translated into an interferon protein, 
which is released into the cytoplasm of the cell and 
extracellularly.

We developed interferon gene therapy because 
interferon had prototypic antitumor activity. It 
was effective because it’s antiproliferative, it could 
be directly tumoricidal through TRAIL-mediat-
ed cytotoxicity, it’s anti-angiogenic, and recently 
there’s been a lot of interest in its role in the immune 
response. It’s involved in antigen recognition and 
processing, leading to T cell activation. So since it 
had a lot of different activities, we were very inter-
ested in it. The other benefit is that it can kill cells 
directly, but it has a bystander effect. For gene ther-
apy, a bystander effect is very important because it’s 
impossible to infect every cell and kill every cell, 
so you have to have a way of killing cells that aren’t 
infected.

Q: What was the rationale for your current study?
A: We’ve taken the drug through phase I and 
phase II studies. The phase II study, done 
through the SUO Clinical Trials Consortium, 
showed acceptable efficacy, and it showed good 
tolerability. That supported the phase III study. 
The phase III study is a multicenter study with 
a single dose of therapy, and the study was 
designed to look at efficacy and tolerability. The 
primary aim of the study was to evaluate the 
complete response (CR) for carcinoma in situ at 
3 months. The secondary aims were to identify 
the durability of that response at 12 months and 

also to look at the rate and durability of high-
grade recurrence-free survival for high-grade 
papillary tumors at 3 months and again at 12 
months. We mandated a biopsy at 12 months as 
well to demonstrate that that effect.

Q: What were your findings?
A: At 3 months, the CR for carcinoma in situ 
was around 54%. For the papillary tumors, it was 
somewhere around 73%. Patients who had a CR or 
were high-grade recurrence free were eligible for 
therapy every 3 months while they maintained that 
response. They underwent a cystoscopy and cytol-
ogy at months 3, 6, and 9. If they were high-grade, 
recurrence free, they stayed on the trial. Then at 
month 12, in addition to the cytology and cystos-
copy, they had a mandated biopsy to add scientific 
rigor to the study.

At 12 months, we found that the CR rate in car-
cinoma in situ was 24%, and the recurrence-free 
survival for high-grade papillary disease was 44%. 
If you looked at the durability of those patients 
who had a CR at 3 months with carcinoma in situ, 
45.5% maintained that response at 12 months. For 
the persons with high-grade papillary disease, 60% 
of those patients maintained that response at 12 
months, so more than half of the patients who had a 
CR or were high-grade recurrence free at 3 months 
maintained it for the 12 months. 

Q: How was the drug tolerated?
A: It was actually very well tolerated. There were 
very few serious adverse events. About 70% of the 
patients had an adverse event related to the admin-
istration of the drug—either the drug itself or the 
procedure, which is a catheterization. Only three 
patients had a serious adverse event, and only 3.8% 
had a grade 3 adverse event. There were no grade 4 
events, and no patient died from an adverse event. 

The most common adverse events related to the 
drug were systemic effects such as fever and chills. 
Other local effects were common as well; patients 
had a lot of irritable voiding symptoms, which was 
similar to what we saw in the phase II study and 
likely related to the Syn3. It could be ameliorated 
with an anticholinergic. Thankfully, the duration 
of these of these adverse events was short term; they 
were self limiting.

Q: If approved by the FDA, how will nadofaragene fit it 
into the treatment landscape for nonmuscle-invasive 
bladder cancer?
A: Right now we don’t have any effective alterna-
tives for patients who are facing cystectomy. That’s 
really why there’s been a lot of activity in this 
space—to find drugs that can be useful for individ-
uals who have not responded to BCG. So, if the 
drug is approved, it will be used for those patients 
who have not responded to BCG.UT

Agent for high-grade NMIBC meets 
primary endpoint in phase III trial

PEMBROLIZUMAB GRANTED 
NEW BLADDER CA INDICATION

The FDA has approved the anti-PD-1 therapy pem-
brolizumab (KEYTRUDA) as monotherapy for the 
treatment of patients with Bacillus Calmette-Guerin 
(BCG)-unresponsive, high-risk, nonmuscle-invasive 
bladder cancer (NMIBC) with carcinoma in situ (CIS) 
with or without papillary tumors who are ineligible 
for or have elected not to undergo cystectomy.

The approval was based on data from the mul-
ticenter, open-label KEYNOTE-057 trial in 96 
patients. Patients received pembrolizumab, 
200 mg every 3 weeks. At a median follow-up 
of 28 months, pembrolizumab demonstrated a 
complete response rate of 41%. Among the 39 
patients who achieved a complete response, the 
median duration of response was 16.2 months, 
and 46% had a response of 12 months or longer.

“Historically, patients with high-risk, nonmus-
cle-invasive bladder cancer with CIS whose cancer 
is unresponsive to BCG treatment had limited 
non-surgical treatment options. As a physician who 
specializes in the management of bladder cancer, it 
is encouraging to now have a new treatment option 
for these patients,” said KEYNOTE-057 lead inves-
tigator Arjun V. Balar, MD, of NYU Langone Health’s 
Perlmutter Cancer Center, New York.

Pembrolizumab was discontinued due to adverse 
reactions in 11% of patients in KEYNOTE-057. The 
most common adverse reaction (>1%) resulting 
in its permanent discontinuation was pneumonitis 
(1.4%). Adverse reactions leading to interruption 
of pembrolizumab occurred in 22% of patients; 
the most common (≥2%) were diarrhea (4%) and 
urinary tract infection (2%). Serious adverse reac-
tions occurred in 28% of pembrolizumab -treated 
patients. The most frequent serious adverse 
reactions (≥2%) were pneumonia (3%), cardiac 
ischemia (2%), colitis (2%), pulmonary embolism 
(2%), sepsis (2%), and urinary tract infection (2%). 
The most common adverse reactions (≥20%) were 
fatigue (29%), diarrhea (24%), and rash (24%).

CLINICAL UPDATES / Bladder Cancer

In a pivotal phase III study, more than half of patients with high-grade nonmuscle-

invasive bladder cancer (carcinoma in situ ± Ta/T1) receiving nadofaragene firadenovec 

achieved a complete response at 3 months, reported lead author Colin P.N. Dinney, 

MD, of MD Anderson Cancer Center in Houston. In this interview, Dr. Dinney discuses 

nadofaragene’s mechanism of action, key findings of the phase III trial, and how the 

drug would fit into the treatment landscape for nonmuscle-invasive bladder cancer.

DR. DINNEY
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Q: Give us a high-level view of what the Cancer 
Genome Atlas has taught us about bladder cancer.
A: This was a great team science project where 
we did integrative genomic analysis of DNA, 
RNA, and protein. Essentially it gave us a com-
plete genomic roadmap of the target population, 
which was individuals with muscle-invasive 
bladder cancer. We didn’t have a lot of patients 
who had had prior chemotherapy, so we can’t 
say much about genomic biomarkers predicting 
response to chemotherapy. But we learned a lot 
about the genomic landscape.

Not surprisingly, p53 was the most commonly 
mutated gene. We’ve probably known that for a 
long time. But right behind that were a whole series 
of chromatin-modifying genes, which was a news 
story that was emerging in bladder cancer. That 
takes us down a whole path of research. We learned 
a lot about certain amplifications, deletions, and 
fusion events, but it’s really this integrated genomic 
analysis that gives us a pretty complete picture of 
muscle-invasive bladder cancer.

Q: How have data from the Cancer Genome 
Atlas translated into clinical practice?
A: I’ll give an example of that. We learned a lot 
about a type of genes called DNA damage repair 
gene alterations, ERCC2 being the headliner. 
Other groups have taken that information and 
they’ve interrogated it in their phase II clinical 
trials of neoadjuvant chemotherapy. We now 
have two trials going on that are asking a ques-
tion about patients who have an alteration in 
one or more DNA damage repair genes in this 
pathway and have a complete clinical response 
to chemotherapy: Are they cured without addi-
tional surgery or radiation? These trials are really 
important. They’re ongoing, and they may end 
up telling us about a certain part of the patient 
population that can be cured with chemotherapy 
alone. Very exciting stuff. 

Q: What has the Cancer Genome Atlas taught us 
about upper urinary tract carcinoma?
A: Just to be clear, the only patients that were 
included in the TCGA project were patients with 
muscle-invasive cancer of the bladder. But the 
Memorial Sloan Kettering group and our group, 
in collaboration with MD Anderson, have pub-
lished this data, and we took a similar approach 
in our collaboration to look at DNA, RNA, and 
protein in upper urinary tract disease and do the 
same integrative genomic analysis. We found, 
as others have found, some striking differences 
in the mutation profile comparing upper tract 

cancer to bladder cancer, most notably a much 
higher incidence of alterations in FGFR3 and a 
lower incidence of alterations in p53.

In metastatic muscle-invasive bladder cancer, 
we now have an approved agent targeting FGFR3, 
and with this knowledge we have about a upper 
tract disease, you’re going to see trials looking at 
targeting FGFR3 in that disease. It may not be a 
direct correlation, but a nice correlation. 

Q: What are some of the limitations of the 
Cancer Genome Atlas?
A: There are some limitations of the project. 
People have asked, what about tumor heteroge-
neity? We know that, within a particular tumor, 
it’s not identical across that tumor. There may 
be areas of variant histology, for instance, and 
we now know genomically that there may be 

multiple different clones that have different 
genomic alterations that may have different bio-
logic aspects. So the TCGA, which by definition 
was bulk tumor analysis, tells us a lot, but we 
need to get more granular and understand the 
impact of tumor heterogeneity on the ultimate 
biology in response to our therapies.UT

Disclosures: Dr. Lerner conducts clinical trials for 
Endo, FKD Therapies, JBL (SWOG), Roche/Genen-
tech (SWOG), Urogen, Vaxiion Therapeutics, and 
Viventia Bio; is a consultant/advisory board member 
for Archiano Therapeutics, Ferring, Merck, QED 
Therapeutics, Roche/Genentech, UroGen, Vaxiion, and 
Verity Pharmaceuticals; receives speaker honoraria from 
Nucleix; and has a patent pending on a TCGA classifier.

Genome Atlas provides ‘genomic 
roadmap’ of bladder cancer
Findings reveal commonly mutated genes in muscle-invasive disease, new research paths

“[Ongoing trials] may end up 
telling us about a certain part of 

the patient population 
that can be cured with 
chemotherapy alone.”

SETH P. LERNER, MD

ENFORTUMAB APPROVED FOR 
ADVANCED UROTHELIAL CANCER

The FDA has granted accelerated approval to 
enfortumab vedotin-ejfv (PADCEV) for adults with 
locally advanced or metastatic urothelial cancer 
who have previously received a PD-1/L1 inhibitor 
and platinum-containing chemotherapy before or 
after surgery or in a locally advanced or metastatic 
setting. Enfortumab is the first FDA-approved treat-
ment for these patients, according to a statement 
from Astellas and Seattle Genetics.

Enfortumab was evaluated in EV-201, a single-arm 
phase II trial of 125 patients with locally advanced 
or metastatic urothelial cancer who were previ-
ously treated with a PD-1 or PD-L1 inhibitor and 
chemotherapy. The primary endpoint of confirmed 
objective response rate was 44% (95% CI: 35.1, 
53.2). Among patients treated with the single agent 
enfortumab, 12% experienced a complete response 
and 32% experienced a partial response. Median 
duration of response was 7.6 months (95% CI: 6.3, 
not estimable).

The most common serious adverse reactions were 
urinary tract infection (6%), cellulitis (5%), febrile 
neutropenia (4%), diarrhea (4%), sepsis (3%), acute 
kidney injury (3%), dyspnea (3%), and rash (3%).

“The approval of PADCEV is a significant advance 
for these patients who previously had limited 
options after initial therapies failed,” said Jonathan 
E. Rosenberg, MD, of Memorial Sloan Kettering 
Cancer Center, New York. “The PADCEV clinical 
trial enrolled a range of patients whose cancer was 
difficult to treat, including those whose disease had 
spread to the liver.”

Bladder Cancer / CLINICAL UPDATES

The Cancer Genome Atlas (TCGA), a joint research effort of the National Cancer Institute 

and the National Human Genome Research Institute, has provided a “complete genomic 

roadmap” of muscle-invasive bladder cancer, according to Seth P. Lerner, MD, co-chair of 

the Analysis Working Group of the TCGA program for muscle-invasive bladder cancer. Dr. 

Lerner, professor of urology and director of urologic oncology at Baylor College of Medicine 

in Houston, talks to Urology Times about the clinical relevance of the TCGA’s findings, 

possible implications for upper tract disease, and what further research is needed.
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Rates of bladder augmentation and incontinent 
diversions have declined dramatically in recent 
years, corresponding to an increasing use of onabot-
ulinum toxin A (onabotA [Botox]) for patients with 
neurogenic bladder (NGB), researchers reported.

“Although the raw number of augmentations 
and diversions have been relatively unchanged, 
the proportion of patients undergoing both sur-

geries declined while the propor-
tion of patients undergoing Botox 
injections doubled over the past 
5 years,” said Rita P. Jen, MD, 
MPH, chief resident in urology 
at the University of Michigan in 
Ann Arbor. She presented results 
of a study conducted under senior 

author J. Quentin Clemens, MD, at the 2019 AUA 
annual meeting in Chicago.

The authors compared rates of the two surgical 
procedures and onabotA usage at a single institu-
tion over the past 11 years. OnabotA was approved 
by the FDA in 2011 for the treatment of urinary 
incontinence due to detrusor overactivity associated 
with a neurologic condition.

The study included a total of 3,303 patients 
encompassing 9,867 patient visits for neurogenic 
bladder. Of those, a total of 86 patients underwent 
incontinent urinary diversion, and 70 patients 
underwent augmentation; among those patients 
who underwent the surgical procedures, spinal 
cord injury was the most common etiology for 

neurogenic bladder, followed by myelomeningo-
cele, multiple sclerosis, and others. A total of 968 
patients underwent onabotA injection; there were 
32 patients with failed injections who then under-
went either of the surgical procedures.

Over the study period ranging from 2007 to 
2017, the number of bladder augmentations and 
incontinent diversions remained relatively stable, 
while onabotA injections rose substantially. The 
stability of the rates of surgical procedures, though, 
was related to a rise in total patient encounters.

After an adjustment for all patients with a neuro-
genic bladder diagnosis, the proportion of augmen-
tation procedures per year decreased from 1.94% in 
the period including 2007 through 2009 (24 of 1,238 
patients) to 0.73% from 2015 through 2017 (15 of 
2,044 patients). The odds ratio for the procedure’s 
use in the later period compared to the earlier was 
0.37 (95% CI [0.20, 0.72]; p<.003). The same was true 
for incontinent diversions, which decreased from 
1.86% in the earlier period (23 of 1,238 patients) to 
1.03% in the later period (21 of 2,044 patients), for 
an OR of 0.55 (95% CI [0.30, 0.995]; p=.048).

Meanwhile, the use of onabotA rose sharply as a 
proportion of patient encounters. In 2012, the rate 
of use was 10.46% (55 of 526 patients), compared 
with 21.92% in 2017 (217 of 990 patients), for an 
OR of 2.40 (95% CI [1.75, 3.30]; p<.001).

The use of onabotA as a primary option was 
further illustrated by an increase in the number of 
patients with failed onabotA prior to surgery as time 
went on. In the 2007-2009 period, 10.6% of surgical 
patients had a prior failed injection, compared with 
47.2% in the 2015-2017 period (p<.001).

The authors noted that these changes in the rate 
of onabotA use do suggest a shift in the manage-
ment of patients with neurogenic bladder.

“We need more data to determine if Botox is a 
durable management option for patients with a 
neurogenic bladder,” Dr. Jen said.UT

OnabotA use on the rise for NGB
Proportion of augmentation procedures, incontinent diversions see decrease over study period

DR. JEN
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FIGURE / Use of onabotA as a proportion 
of patient encounters

Source: Rita P. Jen, MD, MPH
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Lisette Hilton
UT Correspondent 

Researchers studying a novel multimodal anal-
gesia protocol at multiple institutions in the U.S. 
for patients having penile implant surgery found 
narcotic prescriptions before, during, and in the 
post-surgery recovery period fell from as high as 
50 to 60 narcotic pills to 10 to 15 pills.

In addition, patients’ pain scores improved 
with the narcotic-reduction strategy, accord-
ing to data presented at the 2019 AUA annual 
meeting in Chicago. The research team, led by 
urologists at Fox Chase Cancer Center in Phil-
adelphia, also reported findings on the strategy 
in the Journal of Sexual Medicine (Dec. 19, 2019 
[Epub ahead of print]).

Implantation of an inflatable penile prosthe-
sis is associated with significant postoperative 
pain, yet prior to this study there was only one 
other assessment of pain management for the 
recovery period following penile implant sur-
gery, according to lead study author Jay Simhan, 
MD, vice-chairman of urology and director of 
urologic trauma, reconstruction, and prosthet-
ics, Einstein Healthcare Network, and associate 
professor of urology at the Fox Chase Cancer 
Center.

“Historically, patients having this operation 
were given narcotics while in the hospital and 
were given an extraordinary amount of narcotics 
upon discharge. Many urologists still manage 
their patients this way. Up until about a year 
or two ago, that’s how we were managing the 
problem as well,” Dr. Simhan said.

Dr. Simhan developed this surgical pain man-
agement protocol that he says can be used in 
penile implantation and can also be modified 
for other types of urologic surgeries.

“What it does basically is give nonopioid alter-
natives for pain management. And in doing so, 
it provides patients with effective pain relief, as 
well as with narcotics avoidance,” he said.

Dr. Simhan and colleagues implemented a 
three-medication regimen for patients before 
surgery, which includes high-dose acetamino-
phen, long-acting regular nonsteroidal anti-in-
flammatory drugs (NSAIDs) in the form of 
meloxicam, and gabapentin.

“We administer this regimen to patients orally 
right before induction of anesthesia—30 minutes 
to an hour before surgery,” Dr. Simhan said.

During surgery, patients receive a penile nerve 
block and a pudendal nerve block.

After surgery, Dr. Simhan’s protocol calls for 
continuing the three-medication regimen: high-
dose acetaminophen taken three or four times 
per day, the anti-inflammatory once daily, and 
gabapentin three times daily.

“There’s an education piece, where you have to 
educate patients to take several pain medications 
in various iterations, but it prevents the need for 
as many narcotics and the opioid dependence 
that we’ve seen,” he said.

The authors compared inflatable penile pros-
thesis patients who received the multimodal 
analgesic regimen to a demographically matched 
cohort of patients that received a traditional opi-
oid-based protocol at four high-volume penile 
implant surgery centers in Philadelphia, New 
England, California, and Florida. Their pre-
liminary results were in 91 patients: 53 in the 
multimodal analgesia arm and 38 in the opioid 
arm. They have continued to accrue patients into 
their study, however.

The authors analyzed patients’ visual analog 
pain scale scores and opioid usage, or total mor-
phine equivalents, given in the post-anesthesia 
care unit, postoperative days zero and one, and 
in the immediate post-discharge period. They 
also compared narcotics usage on discharge and 
follow-up.

“We showed pain scores after surgery 
remained dramatically lower with this protocol 
compared to the older ‘narcotics-only’ protocol,” 
Dr. Simhan said.

They also found visual analog scales were 
an average of 1.1 in the multimodal analgesia 
group versus 2.9 among those who received the 
traditional opioid protocol. On postoperative 
day zero, visual analog scores were an average 
of 2.8 compared to 4.7, with the lower scores in 
patients who received far fewer narcotic med-
ications.

Patients in the post-anesthesia care unit on 
the novel regimen received an average 1.6 nar-
cotics compared to 4.3 in the control group, 
with substantial reductions in narcotics in the 
multimodal group on postoperative days zero 
and one, as well.

Fewer narcotic refills needed
And while patients receiving the multimodal 
pain medication protocol were discharged with 
an average 14.9 narcotics versus 51.3 pills in 
the opioid group, a much smaller percentage of 
patients on the novel protocol required narcotic 
refills—7.5% versus 47.4%.

The multimodal analgesic protocol demon-
strated excellent durability in significant-
ly reducing postoperative pain and reducing 
inpatient and outpatient narcotic usage without 
any discernable side effects, according to the 
authors.

Some patients are not candidates for elements 
of the novel regimen. Urologists should avoid 
giving long-acting NSAIDS to people with 
renal insufficiency and should not prescribe 
high-dose acetaminophen to patients with liv-
er dysfunction.

“To our knowledge, this is the only multi-in-
stitutional pain management assessment that 
traverses the recovery period done in all of 
urology, ever. There has been no other study in 
any field of urology, whether it’s cancer, stones, 
female urology, reconstruction, that looked at 
pain management, pain reduction, and narcot-
ic avoidance for the entire recovery period in a 
multi-institutional fashion,” he said.

Dr. Simhan is a consultant for Coloplast and 
Boston Scientific.UT

Protocol cuts narcotic use in IPP patients
Pain scores also improve with narcotic-reduction strategy, data indicate

“We showed pain scores after 
surgery remained dramatically 
lower with this protocol 

compared to the 
older ‘narcotics only’ 
protocol.”

JAY SIMHAN, MD

ED AGENT ACHIEVES
CO-PRIMARY ENDPOINTS

Futura Medical plc recently announced top-line 
results from the European phase III study FM57 
of its lead product candidate, MED2005, for the 
treatment of erectile dysfunction. All three primary 
co-primary endpoints (IIEF-EF, SEP2, and SEP3) 
were achieved against baseline data for MED2005 
and Futura’s proprietary transdermal DermaSys 
formulation in addition to supporting secondary 
endpoints including efficacy, speed of onset, dura-
tion of action, and patient meaningful differences. 
The placebo used in the study, DermaSys, also 
demonstrated statistically significant and clinically 
meaningful top-line results, meaning that FM57 
did not meet primary endpoints versus placebo. 
While this placebo does not contain the active 
pharmaceutical ingredient, nitroglycerin, used in 
MED2005, it uses the key ingredients that con-
stitute DermaSys’ proven transdermal technology 
and was shown to be as effective in the treatment 
of ED as the active doses.

Sexual Dysfunction  / CLINICAL UPDATES
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O ngoing developments in diagnostic/predictive 
biomarkers and novel therapies are changing 
the landscape for the management of men with 

castration-resistant prostate cancer (CRPC) and high-risk 
metastatic hormone-sensitive prostate cancer (mHSPC). 
In particular, the number of FDA-approved androgen 
receptor (AR)-targeted therapies has increased and the 
indications for these agents are broadening so that they 
are being used earlier in the spectrum of prostate cancer. 

This Urology Times® supplement presents highlights 
from a tele-roundtable of urologists and oncologists with 
extensive experience managing CRPC. Four experts, 
representing different practice settings, address common 
questions about patient evaluation and management, 
including the role and impact of the commercially available 
androgen receptor splice variant 7 (AR-V7) test to guide 
treatment decisions for men with metastatic CRPC.
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Q: Please discuss your current roles at 
Louisiana State.
A: I was appointed to the position of vice 
chancellor about 3 years ago. I am respon-
sible for coordinating the clinical activities 
of all the schools and the Health Sciences 
Center, so I work with the schools of Allied 
Health Professions, Dentistry, Graduate 
Studies, Medicine, Nursing, and Public 
Health. The School of Medicine is about 
80% of my focus, but I facilitate the clinical 
care activities of all those schools.

During that time, the CEO of the LSU 
HealthCare Network retired and I became 
the interim CEO. Eventually, I merged the 
vice chancellor and CEO positions because 
of their synergy. So I’m now the CEO of 
the network, in addition to vice chancel-
lor of clinical affairs. This allows me to not 
only manage the physician line, but also the 
operational line as well. I’ve been in this 
dual role now for about 2-1/2 years.

Q: Please discuss what you do during an 
average week.
A: I’m still practicing urology about 40% 
of the time. I have a clinic day and an OR 
day, and the rest of the week is balanced 
with administrative duties. I don’t have ded-
icated chair time; I incorporate that in my 
administrative time, like probably all of us 
do. I meet with the executive team, and then 
I have a meeting with the leadership team of 
the system. Following that, my time is based 
on the strategies of the system and various 
clinical needs. I spend most of my time with 
the operative managers of each clinical site 
and the senior vice presidents of the system. 
I also spend time with chairs and section 
heads of the clinical departments, trying 
to optimize clinical functions.

Q: What are the key skills or attributes that 
have made you suitable for this position?
A: Listening and remembering are the two 

biggest things. I find that the only way to 
be able to communicate in the most mean-
ingful way is to communicate with all stake-
holders by listening to them with the goal 
of learning something new. That way, you 
develop an understanding of their needs 
and requests. From there, it becomes a lot 
easier to communicate (even negatively), as 
you can express things in a way that’s most 
relevant to them. Also, I find that people 
become more engaged and collaborative 
with you when you remember and follow 
up. Either you can facilitate their requests 
or provide an alternative that works which 
achieves their goals.

Q: Do you think a lot of your skill set comes 
from your activities as a clinician or more as a 
department head?
A: I find it to be a matter of both. I think 
most communication skills are innate in 
all of us in one way or the other. However, 
through either being a clinician or a depart-
ment chair, we refine those skills. As urolo-
gists, we have very sensitive conversations 
with our patients on a daily basis, and that 
does help you prepare for many of the inter-
actions encountered in leadership roles. I 

will say, though, that the administrative 
tasks of chairing the department helped me 
stay organized as my role expanded.

Q: How have you changed as a department 
chair since you’ve been in this role?
A: I like to think I’m a better department 
chair, but I guess you’ll need to ask my fac-
ulty! First, I spend more time overseeing 
the department, because I have more dedi-
cated time which I never really had before. 
More importantly, my executive roles have 
allowed me to view all of our departmental 
activities in a much more integral way with 
the rest of the Health Sciences community, 
in my case, not just within the School of 
Medicine, but in all aspects of the Health 
Sciences Center community. I’ve been able 
to integrate my department into multiple 
disciplines within oncology, where we’re 
probably one of the more integrated units 
in the entire system. Being exposed to 
other components of the Health Sciences 
Center benefits my department, because I 
have more familiarity with processes that 
may have been more foreign to me just as a 
department head.

Q: A number of urologists hold a role similar 
to yours. Do you think there is a reason for 
this?
A: Urologists are very personable people. 
People remember most how they’re treated, 
and I think urologists tend to be easy to get 
along with. Also, urology is an interesting 
profession because we have a high-volume 
patient turnover in both the office and 
outpatient setting, so we are exposed to a 
diverse spectrum of health care. This makes 
urologists pretty well versed to do to assume 
leadership roles across health systems.

Q: Do you feel that remaining in clinical 
practice is critical to success in your 
administrative role, or is that something 
that’s just worked out?
A: Unequivocally, no question it is. It makes 
me a better leader. All physicians deal with 
the frustrations of the EMR, phone sys-
tems, and things like that. Because I’m still 
in practice, I understand (and experience) 
these frustrations as viscerally as they do, 
which is helpful in trying to fix these prob-
lems. It also helps me relate to the physicians 

The physician executive: How one 
urologist balances MD, CEO roles

J. CHRISTIAN 
WINTERS, MD

Dr. Winters is vice 
chancellor for clinical affairs, 

CEO, and professor and 
chair of urology at Louisiana 
State University HealthCare 

Network, New Orleans.

Dr. Winters was 
interviewed by Urology 

Times Editorial Consultant 
Stephen Y. Nakada, 

MD, the Uehling Professor 
and founding chairman of 

urology at the University of 
Wisconsin, Madison.

Urology is cited as an attractive specialty due to its mix of office-based and 
surgical treatments, but beyond this clinical mix lies another opportunity 
for urologists: the role of physician executive. In this interview, J. Christian 
Winters, MD, outlines his multiple professional roles, explains how he 
divides his time between clinical and administrative responsibilities, and 
offers advice to young urologists seeking a career in leadership. 

Q&A 

Please discuss what you do 
during an average week. 
STEPHEN Y. NAKADA, MD

I’m still practicing urology 
about 40% of the time. I 
have a clinic day and an 
OR day, and the rest of 
the week is balanced with 
administrative duties.
J. CHRISTIAN WINTERS, MD

UT0120_028-029_Q&A.indd   28 1/14/20   4:28 PM



on a different level. When they open up the sched-
ule, they see me on there, seeing patients as well. 
I’m convinced it does help.

Q: How would you compare how an academic 
institution has to perform compared to a private 
group practice?
A: That’s an interesting question. Academic institu-
tions are largely becoming like private institutions; 
many of them have basically separated out some of 
their clinical components to an entity that functions 
more like a private practice. I think we are under 
similar private practice-type pressures to a signif-
icant degree in academic medicine.

But academic medicine has its own challenges. 
How can we get protected time to do research? 
How can we get the resources to teach our stu-
dents and train our residents? How can we expand 
simulation efforts? I find the biggest challenge 
in academic centers is that the clinical resources 
that we’re getting are being increasingly used to 
subsidize the academic mission of our institu-
tion. That makes productivity-based incentives 
harder sometimes as there may be less expendable 
resources.

On the other hand, private group practices also 
have pressures of their own: How can they expand, 
provide the same level of service consistently, and 
stay competitive in this era of acquisition and con-
solidation? I see all practice models as having many 
challenges that will likely change as our marketpla- 
ces continue to evolve. Every type of practice needs 
to remain engaged so they can meet these demands.

Q: Do you think you need to be a department chair 
before you take on a leadership role in a health care 
system?
A: I don’t think so. Although being a department 
chair facilitates development of the innate qualities 
that you need to lead, it also encompasses a lot of 
tasks you have to perform to manage that unit. At 
the executive level, it’s more about setting goals; it’s 
about setting a vision, and empowering others to 
achieve. What is needed is to have experience with 
managing people at a substantive level, whether it’s 
a section head, center head, committee, board chair, 
or other administrative pursuits that allow you to 
develop organizational and leadership skills.

Q: You’ve been extremely successful in both roles. 
How would you counsel a young person starting in 
practice on how best to prepare themselves to be a 
department chair or potentially a leader in health care 
administration?
A: First, get a good mentor, somebody who can 
answer your questions and who will allow you to 
learn by doing. Second, seize the opportunities 
available to you where you are. There are a lot of 
opportunities in every organization to get involved 
in the administrative architecture and “rise up,” 
which is what happened to me.

I’m not going to comment specifically on formal 
training; do you need to get an MBA or an MPH? 
That’s a topic of debate in our area. I don’t have 
either. Certainly, whatever you can do to educate 
yourself, whether it’s a professional development 
course or another method, is very helpful, because 

there are some aspects of reporting and data that 
we see on the leadership level that you don’t learn 
in medical school or residency. I do not think it’s a 
necessity for all, but advanced training is clearly 
valuable and will also open more windows of 
opportunity.UT
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Editor’s note: Urology Times welcomes 
Jonathan Rubenstein, MD, as co-author of 
“Coding and Reimbursement” and “Coding 
Q&A” starting with this issue.

Q: I heard that coding for biofeedback 
training changed on Jan. 1, 2020. Can you 
explain?
A: You are correct. CPT code 90911 
(Biofeedback training, perineal muscles, 
anorectal or urethral sphincter, including 
EMG and/or manometry) was deleted on 
Jan. 1, 2020. It was replaced with two new 
time-based codes: CPT codes 90912 and 
90913.

CPT code 90911 was created in 1994. 
It was felt to be potentially mis-valued, as 
biofeedback training has evolved and is 
not a one-size-fits-all procedure; rather, 
the amount of time that is needed per bio-
feedback session varies per patient and per 
session. The reason that a time-based code 
was chosen was that it would then align 
with most other physical therapy and phys-
ical therapy-type codes, which similarly 
may vary per patient and per session. By 
creating time-based codes, one can most 
accurately describe and be reimbursed for 
the amount of time and effort spent face to 
face with an individual patient.

CPT code 90912’s description reads: 
biofeedback training, perineal muscles, 
anorectal or urethral sphincter, includ-
ing EMG and/or manometry, when per-
formed; initial 15 minutes of one-on-one 
physician or other qualified health care 
professional contact with the patient. 
By comparison, CPT code 90913 is an 
add-on code to “describe each additional 

15 minutes” of one-on-one physician or 
other qualified health care professional 
contact with the patient. Note that CPT 
code 90913 must be used in conjunction 
with code 90912; it cannot be billed alone. 
Please also note that the time is based upon 
one-on-one face-to-face time, so there 
should be no overlap with other patients.

Q: My local hospital tells me that starting 
Jan. 1, 2020, I have to consult a Clinical 
Decision Support Mechanism due to the 
Appropriate Use Criteria program. I thought 
that didn’t start until 2021. Can you help?
A: We have heard similar comments from 
various areas around the country. For 
background purposes, the Appropriate 
Use Criteria (AUC) program was estab-
lished by the Protecting Access to Medi-
care Act of 2014 (PAMA) to increase the 
rate of appropriate advanced diagnostic 
imaging services furnished to Medicare 
beneficiaries. The program requires that 
ordering providers consult a qualified 
Clinical Decision Support Mechanism 
(CDSM) and document the consultation 
results when ordering advanced imaging 
services for Medicare beneficiaries per-
formed in hospital outpatient departments 
(including emergency rooms), indepen-
dent diagnostic testing facilities, offices, 
and ambulatory surgical centers.
Forms of advanced imaging included in 
this regulation are computed tomogra-
phy, magnetic resonance imaging, nuclear 
medicine, and positron emission tomog-

raphy scans. Emergency services and 
inpatient services are exempt from this 
regulation, and there are also hardship 
exemptions available.

A CDSM is an interactive, electronic 
tool for use by clinicians that commu-
nicates AUC information to the order-
ing provider to assist them in making 
the most appropriate treatment decision 
for a patient’s specific clinical condition 
during the patient’s workup. The CDSM 
will provide the ordering profession-
al with a determination of whether that 
order adheres to AUC, does not adhere 
to AUC, or if there is no AUC applica-
ble (for example, no AUC is available to 
address the patient’s clinical condition) in 
the CDSM consulted.

The imaging test will be given a grade 
on appropriateness, which then gets trans-
mitted to the imaging facility. The imag-
ing facility will then apply AUC-related 
HCPCS code(s) to the CPT line item. The 
burden for consulting a CDSM ultimately 
is placed onto the ordering provider, not 
the radiology facility.

Since imaging facilities must place 
AUC-related HCPCS codes on claims, 
ordering providers who do not consult a 
CDSM likely will not have their imaging 
tests performed. The “results” of the con-
sultation also affect the ordering providers, 
as those whose ordering patterns are con-
sidered to be outliers may be subject to pri-
or authorization when ordering advanced 
imaging services.

You are correct that according to the 
regulations, reporting will be mandatory 
for payment to imaging centers starting 
on Jan. 1, 2021. However, the Centers 
for Medicare & Medicaid Services was 
scheduled to begin its “educational and 
operations testing period” on Jan. 6, 2020 
to allow providers and radiology centers 
to test the system, and the AUC-related 
HCPCS modifiers will be accepted on 
claims; claims will not be denied before 
Jan. 1, 2021 if no HCPCS modifiers are 

Biofeedback training code deleted, 
replaced with time-based codes
New codes account for varied amount of time spent with patients

JONATHAN RUBENSTEIN, 
MD; MARK PAINTER

Dr. Rubenstein is 
compliance offi cer and 

medical director of coding 
and reimbursement, United 

Urology Group and Ches-
apeake Urology, Towson, 

MD. Mr. Painter is CEO of 
PRS Urology SC in Denver.
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By creating time-based 
codes, one can most 
accurately describe and be 
reimbursed for the amount 
of time and effort spent face 
to face with an individual 
patient.

See BIOFEEDBACK page 32

23 YEARS OF HELPING UROLOGISTS 
PLAY PHYSICIANS’ MONOPOLY
Dr. Ray Painter reflects on monumental changes 
in coding/reimbursement. 
For his farewell article, see bit.ly/drpainter.

Images: (monopoly man) artenot@adobestock.com; (game pieces) PikePicture@adobestock.com
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Physician Compare is a website designed 
for stakeholders in the Medicare pro-
gram first authorized by the Affordable 
Care Act in 2010 (bit.ly/PhysiciansCom-

pareoverview). The purpose of the site is to make 
available to the public information on provid-
ers enrolled in the Medicare program, includ-
ing but not limited to “quality” performance, 
patient experience measures, and utilization data.

The Medicare and CHIP Reauthorization Act 
of 2015 (MACRA) provided additional detail and 
authorization regarding the implementation and 
reporting of public data on Physician Compare. 
In this article, I will review the current status of 
Physician Compare and what urologists should 
understand about their public information.

The Physician Compare website homepage 
(www.medicare.gov/physiciancompare/) directs the 
user to a search engine based on information 
from Medicare’s Provider Enrollment, Chain, 
and Ownership System—essentially a database of 
providers and their affiliated organizations. The 
results page displays general information about 
the provider such as Medicare participation status, 
board certification, education, residency, group 
affiliations, hospital affiliations, electronic health 
record technology participation (MIPS Advancing 

Care Information [ACI] catego-
ry), alternative payment model 
participation, and location infor-
mation. If available, additional 
performance information is also 
displayed on this site.

According to CMS, perfor-
mance information includes 
“star ratings,” which are in 
turn derived from a subset of 
Physician Quality Reporting 
System or MIPS Quality cate-
gory measures in the following 
areas: Preventive care: General 
health, Preventive care: Cancer 
screening, Patient safety, Care 
planning, Diabetes, Heart dis-
ease, Respiratory diseases, and 
Behavioral health. Searching 
in 10 states for the specialty of 
urology, this author was unable 
to find any quality measures or 
MIPS participation measures 
(beyond EHR category) dis-
played for urologists on Physi-
cian Compare. Further informa-
tion on displaying performance 
scores is available from CMS 
Webpage (bit.ly/performancein-
formation).

In December 2019, CMS 
released the first downloadable 
database on Physician Com-
pare based on the 2017 MIPS 
performance year (QPP year 1). 
The available datasets include a 
downloadable file of all individ-
ual clinicians, individual per-
formance on a subset of quality 
measures, overall MIPS performance by category 
and final MIPS scores, and clinician utilization data. 
While this dataset is not in a form easily digested by 
the public, it contains individual level performance 
information on MIPS 2017 and foreshadows what 
information might be available in the future on the 
Physician Compare website.

The dataset includes information on approxi-
mately 1.1 million individual clinicians, 376,170 
of whom have 2017 MIPS scores available (33%). 

According to CMS, MIPS scores are only available 
in the dataset on clinicians who are eligible to have 
a Physician Compare profile page. Among 83 indi-
vidual specialties, 6,606 of 9,355 urologists (70.6%) 
have 2017 MIPS scores. The mean and median 
MIPS final composite scores among urologists 
in 2017 were 79.3 and 91.2, respectively; this was 
slightly higher than all specialties combined (mean: 
70.7 and median: 88.3). 95.2% of urologists avoided 

ROBERT A. DOWLING, MD

CMS releases MIPS data;
how does urology measure up?
Urologists slightly outperforming the average in participation, overall scores

Dr. Dowling is the president of Dowl-
ing Medical Director Services, a private 
health care consulting fi rm specializing in 
quality improvement, clinical informatics, 
and health care policy affecting specialty 

care. He is the former medical director of a large, metropolitan 
single-specialty urolgy group in Ft. Worth, TX. 
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The mean and median MIPS 
final composite scores among 
urologists in 2017 were 79.3 
and 91.2, respectively; this was 
slightly higher than all specialties 
combined.

TABLE 1 2017 MIPS FINAL SCORE BY DECILE

MIPS final score All Urology % all % urology

100 66,650 1,152 17.7% 17.4%

90-99 109,530 2,355 29.1% 35.6%

80-99 56,837 1,414 15.1% 21.4%

70-79 22,921 451 6.1% 6.8%

60-69 15,508 159 4.1% 2.4%

50-59 9,388 107 2.5% 1.6%

40-49 9,840 62 2.6% 0.9%

30-39 7,404 69 2.0% 1.0%

20-29 7,205 49 1.9% 0.7%

10-20 15,145 167 4.0% 2.5%

3-10 10,099 90 2.7% 1.4%

3 14,835 217 3.9% 3.3%

0 30,808 314 8.2% 4.8%

Total 376,170 6,606 100.0% 100.0%

Source: Adapted from Centers for Medicare & Medicaid Services data by Robert A. Dowling, MD

See MIPS DATA page 32

CHART DISTRIBUTION OF MIPS FINAL SCORES BY SPECIALTY

Source: Adapted from Centers for Medicare & Medicaid Services data by Robert A. Dowling, MD
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submitted. However, that does not keep hospitals 
and radiology centers from themselves demanding 
a CDSM consultation starting now, as they are pre-
paring themselves for the 2021 calendar year. This 
may be what is going on with your local hospital.

How does this affect an ordering professional in 
the 2020 calendar year, even if one resides in an area 
where the local radiology centers do not yet require 
a CDSM consultation? We are still trying to fully 
understand the regulations, and we cannot find 
a definitive answer at this time. PAMA requires 
that the program results in prior authorization for 
ordering professionals whose patterns are consid-
ered outliers, but before the prior authorization 
component of this program begins there will be 
notice and comment rulemaking to develop the 
outlier methodology.

Therefore, some interpret this to mean that even 
in the 2020 calendar year, providers will not yet see 
the prior authorization restrictions; however, that 
also does not mean that CMS is not collecting the 
data. Therefore, we feel it is of the utmost impor-
tance to understand the PAMA requirements and 
to start the process for your practice to comply with 
these regulations.

In addition, there has been some chatter within 
the physician community to halt further implemen-
tation of the AUC program and instead encourage 
AUC consultation through the Quality Payment 

Program and other value-based initiatives. There-
fore, just like many other CMS programs, the reg-
ulations could change suddenly at any time or the 
program could even disappear altogether.

We encourage you to work with your local 
radiology centers to determine their plans regard-
ing compliance with the AUC for 2020 and in the 
future, and with your EHR vendor to determine 
if and how they are going to allow you to access 
a CDSM and which qualified CDSM they have 
decided to work with for the program. A list of 
qualified CDSM programs is included on the CMS 
website (bit.ly/CDSMinfo).

Additional information:
• Medicare Learning Network Fact Sheet: Appro-
priate Use Criteria for Advanced Diagnostic Imag-
ing: bit.ly/AUCfactsheet
• Medicare Learning Network article “Appropri-
ate Use Criteria for Advanced Diagnostic Imaging 
– Voluntary Participation and Reporting Period 
– Claims Processing Requirements – HCPCS 
Modifier QQ”: bit.ly/AUCarticle
• CMS.gov – Appropriate Use Criteria Program: 
bit.ly/AUCinfo 

Q: My partner did an ESWL on a patient and included 
a note stating that the stent would be removed in 
10 days at the office. On day 9, the patient came to 
the ER with an obstructed ureter on the same side 
and I removed the stent, pushed a stone into the 
kidney, lasered the stone, and inserted a new stent. 

What codes do I use for my services, and do I need a 
modifier?
A: First, as you suspect from the question, you 
have to determine if you are in a global period. 
Simply answered, you are in a global. As a part-
ner of the same specialty, the payer will consider 
you as covering physicians and therefore subject to 
global billing rules as if your partner was treating 
the patient.

Now that you know you are in global, you need to 
determine what modifier will be required to report 
the service. As the stone for the second procedure 
is on the same side, was not noted as pre-existing 
at the time of the first procedure, and your part-
ner’s note does include a planned second procedure 
for removal of stone fragments or additional stone 
treatment based on size and procedure results (only 
a plan to remove the stent), the second stone treat-
ment is considered a complication. Therefore, you 
will need to add a –78 modifier to the procedure 
for return to the OR during the global period for 
a related procedure.

Finally, you will need to select your code. Code 
52356 (Cystourethroscopy, with ureteroscopy 
and/or pyeloscopy; with lithotripsy including 
insertion of indwelling ureteral stent [eg, Gibbons 
or double-J type]) includes manipulation of the 
stone into the kidney, treatment with the laser, 
and insertion of the stent. Thus, you would report 
52356-78. With the –78 modifier, you will be paid 
work value only.UT

a negative payment adjustment in 2019 based on 
2017 scores (threshold of 3 points) compared to 
91.8% of all specialties. See the graph and tables 
for the distribution of scores and statistics in 2017.

Why is this relevant? In 2022, the threshold for 
avoiding a negative payment adjustment in MIPS 
will be based upon either the actual mean or median 
of scores (regardless of specialty), so these 2017 data 
are informative and suggest urologists are doing bet-
ter than average/better than median in the MIPS 
program overall.

The 2017 data also suggest that final score 
correlated most closely with performance in the 
Quality category. This is not surprising for several 
reasons. First, the Quality category comprised 
60% of the total score in year 1 of MIPS. Second, 
the Cost category—likely to show tremendous 
variability in performance—was waived in year 
1. Third, the ACI category (now called Promot-
ing Interoperability) included many bonus points 
allowing clinicians to exceed the maximum per-
formance. Finally, the Improvement Activities 
category included enough options and exceptions 
to permit many clinicians to score perfectly.

As a result, the median scores for ACI and 
Improvement Activities were almost perfect (see table 
2), and the Quality score is what ultimately deter-
mined the final score for the majority of clinicians. 
Subsequent years’ data may show dif-
ferent patterns or more variation as 
the weights of the Quality and Cost 
category grow closer, and there are 
fewer opportunities for bonus points 
in the ACI/PI category (harder to get 
a perfect score).

Bottom line: The initial details of 
MIPS 2017 are in and show urolo-
gists slightly outperforming the 
average in participation, overall 
scores, ACI and Improvement Activ-
ities category scores, and avoidance 
of a negative payment adjustment. 
While Physician Compare does not 
currently have MIPS performance 
data on many physicians, the website 
and availability of detailed data indi-
cates capability and direction for the 
future. If you haven’t already done 
so, I recommend logging onto Phy-
sician Compare, checking your 

information, and correcting any missing or inac-
curate information. In the future, this will be a 
robust portal for your Medicare patients to find you 
and learn about your practice.UT
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BIOFEEDBACK
continued from page 30

MIPS DATA
continued from page 31

TABLE 2 2017 MIPS SCORES BY CATEGORY AND SPECIALTY

Category Urology All 

# clinicians reporting 6,606 376,170 

Mean Quality (Q) score 76.1 70.1

Mean Advancing Care Information 
(ACI) score 80.2 69.7

Mean Improvement Activities (IA) 
score 35.2 31.2

Mean final score 79.3 70.7

Median Q 88.3 88.8

Median ACI 99.0 94.3

Median IA 40.0 40.0

Median final score 91.2 88.3

10-20 15,145 167

3-10 10,099 90

3 14,835 217

0 30,808 314

Total 376,170 6,606

Source: Adapted from Centers for Medicare & Medicaid Services data by Robert A. Dowling, MD
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PRACTICE FOR SALE

Career | Family | Patients | Lifestyle | Everything Matters

General Urologist Connecticut Shoreline 
Hartford HealthCare, the largest integrated health care system in CT, and the Tallwood 
Urology and Kidney Institute is seeking a general Urologist for our Eastern CT region 
located right near the beautiful CT shoreline. Join this well-established Urology practice 
with 7 surgeons and 4 advanced practitioners, 3 in the office and 1 inpatient. Operate at 
Backus Hospital, a 250 bed community hospital and one of the top performing Hospitals  
in the state. 

• Great lifestyle - 1 in 6 call covering only 1 hospital 

• Hospitalist service admits all kidney stones 

• Advanced Practitioner support in the office and hospital 

• Walk into high volume created from retiring physicians 

• Dedicated hospital urology Nurse Practitioner handles all daytime consults 

• Generous benefits and compensation 

The Tallwood Institute is comprised of a world-class Urology and Kidney care team of 
local and national leaders in their fields. Many of our physicians have advanced sub-
specialty training, and are backed by a full team of interdisciplinary medical and surgical 
specialists. Join one of the largest Urology groups in New England with 30 Urologists, 
many of whom pioneered treatments that have become the gold standard of care 
nationwide. 

We have it all so you can too: Enjoy the support and resources of a successful hospital 
system AND the autonomy of a close-knit community practice. 

LIVE AT THE SHORE! Located just minutes from the beautiful CT shore, you will also 
find Boston and New York City just two hours away! We are in the heart of some of New 
England’s most stunning communities offering your family nationally acclaimed schools,  
a choice to live at the shore, in leafy suburbs or vibrant urban areas. 

Interested candidates please email HHC Physician Recruiter:  
Jonathan.Nye@hhchealth.org.

Build the team you need

Recruitment ad contact:
Joanna Shippoli | (440) 891-2615

jshippoli@mmhgroup.com

UROLOGY AMBULATORY 
OUTPATIENT SURGICAL CENTER

•  State Licensed 

• AAAHC accredited (similar to JACHO) 

• Medicare certified

• Surgical Center for sale in northwest suburbs 
(DuPage county, Illinois).

• Operating rooms and recovery room (3,850 sqft). 

• Owner Financing available.

IF INTERESTED PLEASE EMAIL: 
vino878@aol.com and accounting@officegci.com

FOR SALE:
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The University is especially interested in candidates who can contribute to the diversity and excellence of the academic community through their research, teaching, 
and/or service. Applicants are requested to include in their cover letter information about how they will further this goal.

The University of Vermont is an Equal Opportunity/Affirmative Action Employer. All qualified applicants will receive consideration for employment without regard to 
race, color, religion, sex, sexual orientation, gender identity, national origin, disability, protected veteran status, or any other category legally protected by federal or 

state law. The University encourages applications from all individuals who will contribute to the diversity and excellence of the institution.

Champlain Valley Physicians 
Hospital, Plattsburgh, NY 

The Division of Urology at the University of Vermont Larner College of 
Medicine in alliance with the University of Vermont Medical Center, 

is seeking Clinical Practice Physicians who are board eligible/
board certified Urologists to join the Urology service at our affiliate 
community medical center, Champlain Valley Physicians Hospital 
(CVPH) in Plattsburgh, New York.  CVPH is a progressive medical 

center with nine state-of-the-art OR’s and Ambulatory Surgery Center.  
This position offers the unique opportunity to work in a community 

setting while having an active affiliation with Vermont’s only Academic 
Medical Center; the only ACS verified Level 1 trauma center in the 

state providing tertiary care to patients from Vermont and Northern 
NY.  Serving the patients from Upstate New York for decades, the local 
urologic surgery practice recently joined the faculty at the University 

of Vermont and are now seeking additional colleagues to join the 
dynamic Urology faculty that span the network hospitals.  Specifically, 
the Division seeks applications from individuals seeking a community 

Urology employment opportunity with a collegial and collaborative 
setting with University support.  Plattsburgh is located on the shores 
of  Lake Champlain with easy access to the Adirondack Mountains, 

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

Applicants must be board certified or board eligible and eligible for 
medical licensure in the state of New York. This is a full-time, 12 month, 

salaried position. 

Interested individuals should apply online at  
https://www.uvmjobs.com/postings/31529   

(position number 00024781). Inquiries may be directed to  
Mark Plante, MD, FRCS(C), FACS, Chief of Urology  
via Kristin Allard at Kristin.Allard@uvmhealth.org 

Central Vermont  
Medical Center

The Division of Urology at the University of Vermont Larner College 
of Medicine in alliance with the University of Vermont Medical 
Center, is seeking a Clinical Practice Physician who is a board 

eligible/board certified Urologist to join the Urology service at our 
affiliate community medical center, Central Vermont Medical Center 

(CVMC).  This position offers the unique opportunity to work in a 
community setting while having an active affiliation with Vermont’s 

only Academic Medical Center; the only ACS verified Level 1 trauma 
center in the state providing tertiary care to patients from Vermont 
and Northern NY.  Duties will include general urologic patient care 
(adult and minor pediatric) with the opportunity to teach medical 

students and potentially urology residents.  Specifically, the Division 
seeks applications from individuals seeking a community Urology 
practice opportunity with a collegial and collaborative setting with 
University support.  The central Vermont region, 30 minutes from 

Burlington, Vermont, offers easy access to numerous outdoor 
activities with several ski areas just a short drive away.  

Applicants must be board certified or board eligible and eligible 
for medical licensure in the state of Vermont.  This is a full-time, 12 

month, salaried position.

Interested individuals should apply online at  
http://www.uvmjobs.com/postings/33676   

(position number 00023212). Inquiries may be directed to  
Mark Plante, MD, FRCS(C), FACS, Chief of Urology,  
via Kristin Allard at Kristin.Allard@uvmhealth.org

Division of Urology

Recruitment
VERMONT
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East Region Director Of Men’s Health  
Live At The Shore!
Hartford HealthCare, the largest integrated health care system in CT, and the Tallwood Urology and 
Kidney Institute is seeking a urologist with fellowship training in andrology and/or a demonstrated 
interest in men’s health for a leadership role in our Eastern CT region. Join this well-established 
east region urology practice with 7 surgeons and 4 advanced practitioners located near the beautiful 
CT shoreline - and operate at Backus Hospital, a 250 bed community hospital and one of the top 
performing hospitals in the state. 

The Tallwood Urology and Kidney Institute is comprised of world-class urologists and nephrologists 
who are leaders in their fields. Our physicians are backed by a full team of interdisciplinary medical 
and surgical specialists, many of whom have advanced sub-specialty training. The East Region 
Director of Men’s Health will establish and lead a multidisciplinary team near the CT shore with 
support and guidance from our clinical council and Tallwood’s System Director of Men’s Health. This 
is an exciting opportunity to blend clinical care, leadership and program development. 

We have it all so you can too: Enjoy the support and resources of a successful hospital system AND 
the autonomy of a close-knit community practice 

•  Join one of the largest urology groups in New England with 30 urologists, many of whom pioneered 
treatments that have become the gold standard of care nationwide 

•  Participate in robust research opportunities available with Institute resources and support 

•  Maintain balance in your life with a satisfying 1 in 6 call coverage schedule 

•  Operate out of a single hospital and enjoy the support of a urology trained advanced practitioner to 
assist you in the office and in the hospital 

•  Receive generous benefits and compensation including loan repayment and so much more

Located just minutes from the beautiful CT shore, you will also find Boston and New York City just 
two hours away! We are in the heart of some of New England’s most stunning communities offering 
your family nationally acclaimed schools, a choice to live at the shore, in leafy suburbs or vibrant 
urban areas. 

Interested candidates please email HHC Physician Recruiter:  
Jonathan.Nye@hhchealth.org.

Content licensing for every
marketing strategy.
Urology Times® knows your audience. We know content licensing solutions, too.

Events, outdoor, direct mail, print advertising, social media—even radio or TV!
Let’s talk about how we can leverage our branded content for your products, 
services, acknowledgments and recognitions in an enhanced campaign strategy.

Contact
Eric Temple-Morris  •  (415) 947-6231  •  etemple-morris@mmhgroup.com
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FINANCIAL TIPS

 ■ Retirement plan options for self-employed physicians include solo 401(k) 
plans, a Simplified Employee Pension, and Savings Incentive Match Plan 
for Employees.

 ■ If you are self-employed with no employees, a Simplified Employee 
Pension allows employer contributions equal to 20% of your net income 
up to a maximum of $56,000 in 2019 and $57,000 in 2020.

 ■ The deadline for both employer and employee solo 401(k) contributions 
is the standard tax filing deadline in April. This can be extended 6 months 
if an extension is filed.

Q: I’m a physician who works as an 
independent contractor, meaning I 
don’t have access to employer-provided 
retirement plans. What are my options 
for saving for my retirement?
A: The retirement plan options available 
to self-employed physicians and other 
small business owners have historically 
been very limited. As a result of some 
welcome changes, the menu of available 
retirement plans has increased, giving 
physicians greater flexibility.

Solo 401(k) plans. If you are self-em-
ployed, a solo 401(k) is an excellent option 
for saving for retirement. As the business 
owner, you are entitled to contribute 
both as an employee and the employer. 
Employee contributions may be made on 
a pre-tax or Roth basis, providing access 
to different tax-advantaged options. A 
self-employed physician, as their own 
employee, may defer 100% of their com-
pensation up to $19,000 for the 2019 tax 
year ($25,000 for employees age 50 or 
older) and $19,500 for the 2020 tax year 
($25,500 for employees age 50 or older). 
Additionally, if your spouse is an employee 
of the business, he or she can contribute 
to the plan as well.

As the employer of your own business, 
you may make an additional employer 
contribution up to 25% of compensa-
tion. However, combined employee and 
employer contributions cannot exceed 
$56,000 for the 2019 tax year and $57,000 

for the 2020 tax year. Employer contribu-
tions are generally deductible as a busi-
ness expense. The solo 401(k) is subject 
to reporting requirements once the total 
account balance exceeds $250,000.

Simplified Employee Pension (SEP) 
IRA. Another option for someone who is 
self-employed is a SEP. If you are self-em-
ployed with no employees, a SEP allows 
employer contributions equal to 20% 
of your net income up to a maximum 
of $56,000 in 2019 and $57,000 in 2020. 
There is no option to also contribute as 
an employee. However, this more “sim-
plified” plan is generally exempt from the 
reporting requirements of other qualified 
retirement plans like a solo 401(k) and may 
be easier to manage.

Net income, which determines how 
much can be contributed into the SEP, is 
defined as the net profit from IRS Sched-
ule C reduced by the deductible self-em-
ployment tax. Contributions to the SEP 
are deductible as a business expense. If 
you have employees, the rules for SEPs 
become much more complicated, and we 
recommend you speak with a financial 
professional to determine if a SEP is still 
an appropriate option for you.

Savings Incentive Match Plan for 
Employees (SIMPLE) IRA. A SIMPLE 
is only available to employers with 100 or 
fewer employees. Like SEPs, SIMPLEs 
are exempt from most reporting rules. 
SIMPLEs are generally most appropri-
ate for someone who is self-employed but 
does have a small number of employees.

As the employer, you have two options 
when contributing to the plan. Option 

one is to make a dollar-for-dollar match of 
employee contributions up to 3% (this can 
be reduced to 1% in any 2 out of 5 years). 
Option two is to contribute a safe-har-
bor 2% of the employee’s compensation. 
Employee compensation is subject to the 
IRS compensation limit of $280,000 in 
2019 and $285,000 in 2020. These employ-
er contributions are required every year 
and they are deductible. Employees in 
the plan may contribute up to $13,000 in 
2019 ($16,000 if over age 50) and $13,500 
in 2020 ($16,500 if over age 50).

An additional option includes a Keogh 
Plan, which combines a defined contri-
bution plan and a defined benefit pen-
sion plan. However, due to some tax law 
changes, these have largely been replaced 
by SEP IRAs.

Overall, there are retirement options 
available for self-employed physicians. 
However, the nuances between the 
options can be complicated. We recom-
mend you speak with your financial advis-
er to determine which plan is best for you.

Q: What are the deadlines for employee 
and employer contributions into solo 
401(k)s, SEP IRAs, and SIMPLE IRAs?
A: The deadline for both employer and 
employee solo 401(k) contributions is the 
standard tax filing deadline in April. This 
can be extended 6 months if an extension 
is filed. If the business is structured as an 
S corporation or LLC, then the deadline 
is in March. This same deadline applies 
to SEP IRAs. SIMPLE IRAs require that 
all employee contributions be made by 
Dec. 31 of each year. (The employer has 
30 days to credit the account with the sal-
ary deferral). Matches and non-elective 
contributions must be made by the busi-
ness’ tax filing deadline including exten-
sions.UT

Self-employed? Here’s how you can 
save for retirement
Available options include solo 401(k), Simplifi ed Employee Pension

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

JEFF WITZ, CFP

Mr. Witz is education-
al program director at 

MEDIQUS Asset Advisors, 
Inc. in Chicago. He wel-

comes readers’ questions 
and can be reached at 

800-883-8555 or 
witz@mediqus.com.
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If you are self-employed, 
a solo 401(k) is an 
excellent option for 
saving for retirement.
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What advances in urology do you hope to see in 2020?

“It’s actually an exciting time for patients 
who have metastatic urothelial cancers 

and prostate cancers or advanced prostate cancers 
because there are a lot more products on the way, 
like the newer hormone agents for prostate can-
cer and the new immunologic agents like PARP 
inhibitors for different types of cancers. Those 
are all really interesting developments. I’d like to 
see more results in that sense. I think we will have 
more coming along there, and it will be good to 
see.

I think it will definitely help patients who have 
these diseases to have their lives prolonged. There 
will be changes in the treatments for prostate can-
cer. As the PARP inhibitors continue to be refined, 
they really will address advanced prostate cancer 
with more targeted therapies. Those are really 
interesting.

Then, in terms of immunotherapies for bladder 
cancers, some of those products like checkpoint 
inhibitors, which are drugs that allow T cells to 
stop tumors from growing in advanced bladder 
cancers, can hopefully prolong patients’ lives. So 
that too will be a good thing.

I really expect to see some big advancement in 
treatments for prostate cancer patients.”

Donald Sonn, MD / Springfield, MA

“I hope the government 
cont inues to look at 

site-neutral payments for groups 
and practices because a lot of the 
integrated groups are doing a 
lot to control costs. The fact is, 
hospital systems get paid more 

than independent practices when we have the 
best interests of our patients at heart and provide 
good quality care. That’s one thing.

Another hope is that we continue to see pro-
gression with the prostate cancer care for our 
patients. There’s been a lot of innovation in 
treatment for advanced prostate cancer, as well 
as early prostate cancer in active surveillance. I 
hope the progression continues there like it has 
the past couple years. We’re in an exciting time 
for that.

We’re beginning to identify patients at risk 
and stratify patients better. With the genomic 
sequencing and genetic profiling coming along, 
we’re developing more personalized treatment 
plans for them, understanding more of the path-
ways—who are the people at higher risk and who 
are at lower risk—and extending life with the 
new therapies that have come out, especially with 
advanced prostate cancer. With the trials and 
new drugs coming out, I think we’ll continue 
accruing information and learning how to use it.

My hope is that, at some point, we actually find 
a cure. I don’t think that’s in 2020, but we’re at 
least making it more of a long-term disease for 
guys with more advanced prostate cancer.”

David Wilhelm, MD / Amarillo, TX

“I see two things coming 
down the pipeline. First, 

AUA guidelines for multipara-
metric MRIs are going to change 
care for prostate cancer. If peo-
ple have not been doing MRIs 
prior to biopsy, that’s now going 

to become the standard. MRIs prior to biop-
sies are going to become commonplace with 
patients demanding them. Those will be a real 
game changer in the way we diagnose prostate 
cancer.

The cost is something we’re going to have to 
deal with on the public health side, but if clin-
ically speaking, it’s better for the patient or is 
something we can recommend as a group, I think 
we’ll have to find a best practice way of doing 
that. It will be a balance between the cost of 
health care and treating our patients with the 
latest technology.

I hesitate to say it will reduce the number of 
biopsies performed because the negative predic-
tive value of MRIs isn’t super high, but it increas-
es the ability to detect cancer with an eventual 
fusion biopsy. Biopsies would be better target-

ed, and if prostate cancer and grading are more 
accurately diagnosed with MRI, your treatment 
should be better. We’ll see what happens with 
outcomes, but that’s something it may help down 
the line.

Secondly, in this age of smart phones, Inter-
net, and instant communication, we will see 
a shift in patient care from traditional and 
expensive office visits—which have added 
burdens to the patient, physicians, and the 
environment—to telemedicine, which Kaiser 
Permanente has integrated in our system for 
years. Through telephone visits, real-time vid-
eo visits, and the ability to show images and 
results through technology, we have been able 
to improve patient satisfaction, decrease costs, 
and streamline urologic care for our members. 
I see many others adopting telemedicine in 
the upcoming year due to increasing costs of 
medical care but, more importantly, patient 
demand.”

Michael Choi, MD / Santa Clara, CA
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A61-year-old male with medical 
history including a cardiac con-
dition, four back surgeries, and 
lung cancer presented to his 

urologist for erectile dysfunction, which he 
had been suffering from for approximately 
5 years. He was first given the options of 
vacuum pump therapy and penile injec-
tions, both of which he tried, but which 
failed to help his condition.

Less than 2 years later, after exhausting 
these two options, the patient opted to 
undergo placement of an inflatable penile 
prosthesis. The surgery was done by an 
attending physician, with the assistance 
of a senior resident and observation by a 
junior resident. Based on measurements 
done by the attending and resident, it was 
documented that an 18-cm implant would 
be used in conjunction with two rear tip 
extenders.

The prosthesis was inflated during the 
procedure after placement, and it was 
documented that a sufficient erection 
was produced with a mild deviation to the 
right. The patient tolerated the procedure 
well and there were no complications. He 
stayed overnight in the hospital and was 
discharged the following day.

The man was seen in clinic 3 weeks 
postoperatively, where he was examined 
by another resident who noted a bulge on 
the left side of the man’s penis. The patient 
noted he had not yet used the prosthesis, 
had soreness with sitting, but had no other 
complaints.

The resident inflated the prosthesis and 
brought the surgical attending into the 
room to examine the patient as well. It was 
documented that the man had no bruising, 
his incision was healing well, and the bulge 
could represent a kink in the cylinder of 
the prosthetic device. He was scheduled 
to return 3 weeks later to be reassessed. 

Device removed after 14 
months
Reassessment 3 weeks later revealed the 
bulge was still present and upon inflation 

of the prosthesis, there was a severe bend to 
the right. The man was bothered with the 
hardware and ultimately decided to have 
it removed. The same surgeon who placed 
the prosthesis removed it approximately 14 
months later.

The man began treatment with anoth-
er urologist several months later with 
complaints of pain in his penis and scro-
tum and ultimately filed a lawsuit alleg-
ing negligence on the part of the surgeon 
who implanted the prosthesis. The man’s 
claims were three: the defendant did not 
accurately measure the left corpora; the 
prosthesis was never properly seated in 
the proximal end of the penis, making it 
too large; and the defendant punctured 
the tunica albuginea when they dilated 
the left corpora, allowing the prosthe-
sis to bulge. All of these, the plaintiff 
alleged, were deviations from the stan-
dard of care.

In this case, as in most, the standard of 
care in medical malpractice proceedings 
is established by expert witnesses and tes-
timony. The defendant’s expert witness, 
who had performed several hundred penile 
implant prosthesis procedures over the 
years, testified that if a prosthesis is not 
properly sized, it will buckle out through 
the incision in the corpora. To assure prop-
er sizing, the prosthesis should be inflated 
during the surgery. This was documented 
in the operative note to have occurred three 

times during the surgery while checking 
the appearance of the implant.

The defendant’s expert testified that 
tearing the tunica albuginea while dilating 
the corpora is nearly impossible. He elabo-
rated that the corpora are dilated in prox-
imal and distal directions, meaning that a 
surgeon would need to rotate the dilator 90 
degrees, and with enough force, to tear a 
membrane that is fibrous in nature. More-
over, had that membrane been torn, there 
would be thickened scar tissue in the area, 
which was not noted on the patient’s exam 
at the time of prosthesis removal.

The plaintiff’s expert witness, also his 
treating urologist, failed to establish the 
credibility needed to come close to that of 
the defendant’s expert. As an initial mat-
ter, the plaintiff’s expert testified that in 
27 years of practice he had performed six 
inflatable penile prosthesis procedures, 
with the most recent one being 10 to 15 
years ago. Furthermore, the plaintiff’s 
expert had not previously examined one 
patient with the symptom of a bulge after 
penile prosthesis surgery.

The plaintiff’s expert demonstrated lack 
of knowledge on cross examination when 
asked about the standard of care postop-
eratively. Specifically, the expert testified 
that the standard of care after penile pros-
thesis surgery is to leave the implant in a 
semi-inflated state for 4 to 6 weeks, when in 
fact the standard is to keep the implant in a 
deflated state. Credibility further suffered 
when the plaintiff’s expert testified that the 
tunica albuginea and the Buck’s fascia were 
the same anatomy.

Expert’s testimony changed
Further questioning revealed that the 
plaintiff’s expert made no attempts to stay 
current on urologic research, was not a 
member of any professional urologic orga-
nizations, did not subscribe to any medical 
journals, and could only provide the title 
of one journal in his field of practice. This 
expert changed his testimony during the 
trial, further crippling the plaintiff’s case.

The plaintiff contributed negatively to 
his case as well. His description of events 
at postoperative visits differed significantly 
from what was documented in the medical 
record. He also was found to have exagger-
ated and omitted important portions of his 
medical history when testifying in other 
unrelated administrative proceedings.

The court found that the plaintiff failed 
to prove that defendant deviated from the 
standard of care and judgment was entered 
in favor of the defendant.UT

IPP suit hinges on 
expert’s lack of credibility 
Plaintiff’s expert had not placed IPP in 10-15 years

BRIANNE GOODWIN, 
JD, RN

Ms. Goodwin is manager 
of clinical risk and patient 

safety at Cambridge Health 
Alliance, Cambridge, MA.

The expert testified that 
the standard of care after 
penile prosthesis surgery 
is to leave the implant in 
a semi-inflated state for 4 
to 6 weeks, when in fact 
the standard is to keep the 
implant in a deflated state.
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My IPSS went from 23 to 3, and I’m 
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