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Hung-Jui (Ray) Tan,
MD, MSHPM

OUR PRESENTER

Dr. Tan is an Associate Professor of Urology, Director of
Urologic Oncology for the Department of Urology, and Co-
Director of the Lineberger Comprehensive Cancer Center
Multidisciplinary Urologic Oncology Program at UNC. He
also directs the urologic oncology fellowship.

Raised in North Carolina, received his medical degree
from the University of Michigan where he also completed
his residency in urology. Afterwards, he obtained
advanced fellowship training in urologic oncology and
health services research through the Institute of Urologic
Oncology and the Robert Wood Johnson Foundation
Clinical Scholars Program at UCLA.

Dr. Tan specializes in the management of prostate,
kidney, bladder, and testicular cancer. He performs
complex open and robotic surgeries for cancer as

well as specialized procedures (e.g., MRI-US fusion

& transperineal prostate biopsy, retzius-sparing
prostatectomy, robotic RPLND). To further meet the health
needs of his patients, Dr. Tan leads a robust research
program focuses on decision-making, risk communication,
and survivorship with funding support from the American
Cancer Society, the Department of Defense, and the
National Institutes of Health.
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He is the Director of Urologic Oncology for the
Department of Urology and is Co-Director of
Lineberger's Multidisciplinary Urologic Oncology
Program at UNC.
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ACCME DISCLOSURE

This activity has been planned and implemented under the sole supervision
of the Course Director, William A. Wood, Mp, MPH, in association with the
UNC Office of Continuing Professional Development (CPD). The course
director and CPD staff have no relevant financial relationships with ineligible
companies as defined by the ACCME.

A potential conflict of interest occurs when an individual has an opportunity
to affect educational content about health-care products or services of a
commercial interest with which he/she has a financial relationship. The
speakers and planners of this learning activity have not disclosed any
relevant financial relationships with any commercial interests pertaining to
this activity.

The presenter has no relevant financial relationships with ineligible
companies as defined by the ACCME.
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ANCC DISCLOSURE

NCPD Activity #: 001-.23018
1.0 Contact Hours Provided

Relevant Financial Relationship:
No one with the ability to control content of this activity has a relevant
financial relationship with an ineligible company.

Criteria for Activity Completion:
Criteria for successful completion requires attendance at the NCPD activity
and submission of an evaluation within 30 days.

Approved Provider Statement:

UNC Health is approved as a provider of nursing continuing professional
development by the North Carolina Nurses Association, an accredited
approver by the American Nurses Credentialing Center's Commission on
Accreditation.
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What one word comes to mind when you hear the words "bladder cancer" or "testicular
cancer"?
Nobody has responded yet.
Hang tight! Responses are coming in.
m Start the presentation to see live content. For screen share software, share the entire screen. Get help at pollev.com/app
17
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Genitourinary Cancer Management in North Carolina:
Updates for 2023

Hung-Jui Tan, MD, MSHPM
Associate Professor of Urology
Director of Urologic Oncology
Department of Urology
October 25, 2023
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Disclosures

» Funding support from Lineberger Comprehensive Cancer
Center, the American Cancer Society, and the Department of

Defense
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Outline

From the urologist’s perspective

Prostate Cancer (screening in brief)
Bladder Cancer

Kidney Cancer

Testis Cancer
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co What cancer has the largest racial disparity for mortality in NC?
Breast
(28]
Prostate
0%
Lung
0%
Bladder
0%
.- Start the presentation to see live content. For screen share software, share the entire screen. Get help at pollev.com/app ..
== U I | (’\"’" LINEBER! COMPREHENSIVE
3 22 U] *J | CANCER CENTER

22



UNC Lineberger Presented
Cancer Network 10/25/2C

Upcoming Research to Practice Webinar

RESEARCH Prostate Cancer Management in North
T0 RRACTCE | Carolina: Updates for 2023

@HeBinar November 15, 2023

Overview Program Faculty Accreditation Register/Take course

Marc Bjurlin, bo, Msc, FACOS
Associate Professor
Urology

UNC Lineberger Comprehensive Cancer Center
UNC School of Medicine
University of North Carolina at Chapel Hill
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Significant Disparities in NC

Black men have 1.7x incidence and 2.4x mortality than White men

North Carolina North Carolina
Prostate Cancer Incidence Rates Prostate Cancer Mortality Rates
2016 - 2020 2013 - 2017

Age Adjusted Rates per
100,000 Male Population
00-165

2 16.6-20.7

NC Rate = 124.6 @ 208-259
US Rate = 113.4 @ 260-407
O Less than 16 Deaths

ﬁUNC LINEBERGER COMPREHENSIVE
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Wide Adoption of Active Surveillance
SEER-Medicare Michigan
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Prostate Cancer Screening Recommendations

ACS (2023) AUA (2023) USPTF (2018)

Men should have a chance to make an Clinicians should engage in shared Grade C: An individual decision for
informed decision about initial decision-making and may begin men aged 55-69. Small potential
screening with their provider at: screening and offer a baseline PSA benefits whereas “many men will

50 if average risk with at least 10- between ages 45-50 years. experience potential harms.” Patients
year life expectancy. and clinicians should consider family
45 if high risk. Black men and those  Clinicians should offer screening at history, race/ethnicity, comorbid

with a 1° relative diagnosed with age 40-45 years for people at medical conditions, patient values, and
prostate cancer before age 65. increased risk: Black ancestry, other health needs.

40 if even higher risk. Men with 2 or  germline mutations, strong family
more 1o relatives with prostate cancer  history of prostate cancer.
diagnosed at early age.

Clinicians should offer regular prostate
If PSA <2.5, then every other year cancer screening every 2-4 years for
testing. Annual testing if >2.5 those aged 50 to 69 years.

27 ﬁ’ﬁ‘[ ]} ]’C LINEBERGER COMPREHENSIVE
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Bladder Cancer (Non-Invasive)

o C LINEBERGER COMPREHENSIVE
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Spectrum of Disease

Non-Muscle Invasive o T 1 1 1 s Muscle Invasive
(NMIBC) (MIBC)

« 70% of newly diagnosed ~ urothelium

bladder cancer
* 30% progress

= lamina propria
muscularis propria

perivesical fat layer
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Bacillus Calmette-Guerin (BCG) - historical gold standard

= Intravesical immunotherapy T v e -
* Used for >40 years (First report in 1976) g e s

. A. MORALES.* D. EIDINGER aso A. W. BRUCE
= Exact mechanism unclear Prom e Deptmrts o Uvigs, end Mirbisag end b, Quse'sUsinernty, Kingien Ontr, Conel

70-80% initial response but up to 40% failure long-term

Risks (Macloed et al., PMID: 25210559):
= Lower urinary tract symptoms (27%-95%)
= Fever greater than 39.5°C (2.9%)

= Rare: granulomatous prostatitis (0.9%), pneumonitis
or hepatitis (0.7%), arthralgia (0.5%), epididymitis
(0.4%), severe disseminated BCG sepsis (0.4%)

= Frequent shortages associated with supply chain issues,
resulting in reduced dosing and inadequate treatment

Morales et al., J Urol, 1976

30 ﬁ‘( ]1\ IC LINEBERGER COMPREHENSIVE
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Sequential Gemcitabine/Docetaxel — substitute

Comparison of Sequential Intravesical G and D | vs Bacillus Calmette-Guérin for
the Treatment of Patients With High-Risk Non—Muscle-Invasive Bladder Cancer

= 67% vs. 81% RFS at 1-year
= >00% PFS, CFS, CSS at 2-years
= 9.2% vs. 2.9% discontinuation

04

Cumulative probability

BRIDGE Trial (SWOG) — RCT
for BCG vs. Gem/Doce for
HR NMIBC now open

o

0+ .
0 12
No. at risk

B(G 172 108
Gem/Doce 138 an

31 McElree et al., JAMA Netw Open. 2023;6(2):e230849. doi:10.1001/jamanetworkopen.2023.0849

= Retrospective comparison of BCG (full or reduced dosing, maintenance at 3, 9, 15 months) vs.
Gem/Doce (6 week induction then monthly maintenance for up to 2-years) from 2011-2021

Time since initiation of induction, mo

AUNC

24 36

88 69
43 21
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Sequential Gemcitabine/Docetaxel — salvage

= Weekly induction for 6 weeks then monthly maintenance for 2-years.
= 60% Grade 1, 40% Grade 2 toxicity, mostly irritative urinary symptoms

= 1 g of gemcitabine in 50 ml of sterile water or normal saline for 90 minutes, followed by
37.5 mg of docetaxel dissolved in 50 ml of normal saline for 90 to 120 minutes.

Months Since Initiation of Gem/Doce Induction Months Since Initistion of G X jon

32 Chevuru et al. Urologic Oncology: Seminars and Original Investigations 41(3):148.e1-

- 148.e7, 2023

Response Recurrence Progression
g s i 0s 06
£
i. i o ;
= }
v 74% initial response a 57/44/24% RFS @ 1,2, 5 years . 86/79/68% PFS @ 1,2, 5 years
0. ool [——HGRIs ——— &S] N [ s === as)

AUNC

Months Since Initiation of Gem/Doce Induction

LINEBERGER COMPREHENSIVE
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Pembrolizumab

= Anti-programmed cell death (PD)-1 antibody
= Expressed by T-cells and acts as an immune checkpoint inhibitor
= Approved for BCG-unresponsive, high-risk NMIBC based on KEYNOTE-057 (Balar et al., Lancet
Oncology 2021)
= Single arm study of 101 patients - analysis included 96 patients with high-risk CIS ineligible
or unwilling to undergo cystectomy
= Treated with 200 mg of systemic pembrolizumab every 3 weeks for up to 24 months
= Complete response: 41% at 3 months
= Adverse events in 2/3 of patients:
= Most common: diarrhea, fatigue, pruritis (11 serious treatment-related)
= Immune related adverse events in 22% (most common: hypothyroid)

= Extended follow-up (Balar et al., JCO, 2021):

= 14% (13 of 39) with CR @ 2 years
= 41.7% underwent cystectomy for toxicity, recurrence, progression, or persistence

Alliance Trial Intravesical Gemcitabine + Pembrolizumab ongoing at UNC
- BUNC  cvenemen o

33

Nidofaragene firadenovec (Adstiladrin)

= Intravesical adenoviral-based gene therapy
= CS-003: multicenter, single arm trial:

= 157 patients with BCG-unresponsive CIS ~ [ .
= |ntravesical instillation g3months for up to 1 P \,?sf%
yea r Non-replicating adenovirus with IFNa2b
= Initial CR rate 57%, 46% remained CR at e 5 S eiple polysioe)
1-year J ;
= Adverse events >10%: Hyperglycemia, promeesmpmirons. :\ﬁ«f R

" urothelaltumor cats ana
- N7~ genels transported to nucleus.

instillation site discharge, increased TGs,
fatigue, bladder spasm, urgency, elevated

creatinine, hematuria, decreased phosphate, - O n ~ [ & \
chills, dysuria, pyrexia. 2 g . 'ﬁ' b\ =
.-m%;. T RBol/
- Approved by FDA on December 16’ 2022 https://abdominalkey.com/intravesical-gene-therapy/
' Boorjian et al., Lancet Oncology, 2021. P LINEBERGER COMPREHENSIVE
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ALT-803: IL-15 Superagonist

N-803 Mechanism of Action

N-803 IL-15 Superagonist Antibody Cytokine Fusion

Protein Coe4.
Cytokine Q %

(IL-15N72D)

Cytokine Fusion -u-:-::imw;;a-
(IL-15Ra) Recepton) & increases
IL-15N72D and IgG1 Fc target, et vholutond
activate and proliferate endogenous e
killing cells NK, CD8* T Cells without
inducing T Reg stimulation ASNTID
Antibody (IgG1 Fc) At 18
el

[ NK Cell \
https://www.urotoday.com/conference-highlights/asco-gu-2021/bladder-cancer/127943-asco-gu-2021-phase-ii-iii-clinical-results-of-il-15r-
fc-superagonist-n-803-with-bcg-in-bcg-unresponsive-nmibe-carcinoma-in-situ-patients. html
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ALT-803: IL-15 Superagonist (NAI)

Phase Il/lll Results of N-803 with BCG in BCG-Unresponsive
NIMBC carcinoma in situ (CIS) patients w/wo papillary lesions

Chamie et al., NEJM Evidence, 2022

Population | Treatment | Outcomes |
BCG- NAI + BCG CR: 58/82 (71%). >50% CR at 2
unresponsive years. In patients with CR,

CIS +/- Ta/T1 probability of cystectomy-free
disease 89.2% and DSS 100%

C BCG- NAl alone CR at 3 months = 2/10 patients
unresponsive CR at 6 months = 1/10 patients
CIS +/- Ta/T1 (discontinued for futility)
disease

B BCG- NAI + BCG DFS rate at 12-months of 55.4%
unresponsive Median DFS 19.3 months
HG Ta/T1
disease

3 ¥ FDA declined approval in Spring 2023 due to manufacturing issues. @l INC | e eer COMPREHENSIVE

o CANCER CENTER
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Bladder Cancer (Invasive

inNC LINEBERGER COMPREHENSIVE
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. . . "SR T]
Robotic vs. Open Cystectomy - modest differences in morbidity
Table 2. Complications Recorded Within 12 Weeks of Surgery Stratified by Group and Reported B Siad e
to Clavi y and Type =
No. (%) . i u N
Robotic cystectomy Open cystectomy Difference, %

Complications (n = 161) (n = 156) (95% 1) i

Clavien-Dindo grade* n=151 n=150 - '
No complications 59(39.1) 50(33.3) 5.7(-5.11016.6) :
1 26(17.2) 21(140) 32(-5.0t011.4)
u 41Q27.2) 46(30.7) ~35(-13.8106.7)
" 0 1(07) o i
Ha 8(5.3) 14(9.3) -40(-99t01.8) ) mosns 100 O e—
Hib 9(6.0) 10.3) 14(-7.0t043) - -
v 0 o
wa 5(33) aQn 06(-3.2104.5)
v 0 o
v 32.0) 320 00(-32103.1)

Type
Gastrointestinal 46(28.6) 4428.2) 0.37(-9.541010.25)
Iafection 38(23.6) 52(333) -9.73(-1947100.24)
Genitoarinary® 19(11.8) 17 (10.9) 0.9(-6.19107.94)
[wound 9(5.6) 27 (17.3) -11.72(-1859t0 -4.58) |
Neurcdogical 7(4.3) 10(6.4) -206(-7.23103.12)
Cardiac 7(43) 6(38) 0.5(-4.14105.09)
Pulmonary 7(43) 4(2.6) 1.78(-2.55106.04)
Surgical 6(3.7) 3(1.9) 18(-22105.72)
Miscellaneous® 4025) S(58) ~328(-789t0137)
Ilmmm«“ 3(1.9) 13(83) 647(114310-138) |
Bleeding 1(0.6) 1(06) -0.02(-2.47 10 2.39)
Other* 20370 230147) 1.08(-8.82 t0 6.66)

“+.. Catto JWF, Khetrapal P, Ricciardi F, et al. Effect of robot-assisted radical cystectomy with intracorporeal urinary —
38 diversion vs open radical cystectomy on 90-day morbidity and mortality among patients with bladder cancer: a ﬁﬂ l |\ C LINEBERGER COMPREHENSIVE
= randomized clinical trial. JAMA. 2022;327(21):2092-2103. = CANCER CENTER
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Trimodal Therapy - an accepted option for MIBC
. r
7 B i v A |
AN ’ \\
Dicense o : - = Solitary mass, no CIS,
Froe : no hydronephrosis,
Survival :e good bladder function
urviv : = Care Coordination
:.g;:;.qg\rm&snb; r;‘;;“‘%‘(mwlw n Wi” need OngOing
T o 25 o 0o 125 150 o 50 5 100 5 150 CyStOSCOpy
= N surveillance
AN M = NMIBC recurrence
= O may be treated
Cancer- § o intravesically
specific 5 = 15-25% will require
Survival i salvage cystectomy
o SHRO72 (95% C10-50-1.04) SHRO73 (95% €1 0.52-1.02)
N p=001 p-0057
3 25 50 ) 100 125 5 o 5 50 75 100 125 150
39 ' Zlotta AR, Ball;;:LK, Niemierko A, et al. Radical cystectomy versus trimodality therapy for muscle-invasive bladdﬁrn‘ l |»\ C LINEBERGER COMPREHENSIVE
. cancer: a multi-institutional propensity score matched and weighted analysis. Lancet Oncol. 2023;24(6):669-681. CANCER CENTER
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Significance of CR/downstaging with neoadjuvant therapy

——— MVAC and cystectomy, pTO (14 deaths; median survival, NR)

———— Cystectomy, pTO (6 deaths; median survival, 11.3 yr)

~——— M-VAC and cystectomy, RD (76 deaths; median survival, 3.8 y)
Cystectomy, RD (94 deaths; median survival, 2.4 yr)

Survival (%)

168

Landmark Studies
Grossman et al, NEJM 2003
EORTC 30894, JCO 2011
Martini et al., Cancer, 2019

Figure 4. Survival of patients according to the clinical tumor stage and the degree of downstaging In the National Cancer

Database.

Modified from Dr. Tracy Rose

2 & ) % 120 144
Months after Randomization
No. at Risk
M-VAC and cystectomy, pTO 43 3 w0 37 2 n 2
Cystectomy, pTO 18 17 15 2 10 4 1 R
M-VAC and cystectomy, RD 105 ) 52 8 20 1 4 04 Rownsteoed 3 ':‘ s
Cystectomy, RD 136 n 52 37 27 14 6 0 2 A A
Time (yre)

LINEBERGER COMPREHENSIVE
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Dose-dense MVAC vs Gem/Cisplatin for neoadjuvant chemotherapy

A B
AX patinns
" - SSMVAL i 20

VESPER study %

= 500 patients randomized between 6
cycles ddMVAC vs. 4 cycles GC of
which 89% received as NAC _

PFS (probability)
PFS (probability)

= 60% in ddMVAC received 6 cycles T R
vs. 84% in GC received 4 cycles Tene morihs) Tine months)

WAC M8 2 W WM @ e W MMVAC 218 W Mm@ 1%
2 s

PCR 42% vs. 36% T EEEREB

<ypT3 77% vs. 63%
= 3-year PFS 66% vs. 56% for NAC,

HR 0.70, p=0.025 3
= 5-year survival data in NAC: 66% vs. £
57% OS, 75% vs. 60% CSS. S
Pfister et al. VESPER JCO, 2022. o & ATLM MW, WG & i 8 Ml M0 W M8
Pfister at al. VESPER Eur Urol, 2021. ——— Tima {monthe) —— Time {monthe)
41 VAT 28 TR TM W0 W W W & B JNAC TR 34 WO e O W 18 M B
41
Neoadjuvant therapy remains an active space Modified from Dr. Tracy Ros
100 Surgery Conventional Dose-dense GC + Immunotherapy
— Alone cisplatin cisplatin immunotherapy w/o cisplatin
X 80
N
o 60 44 46 45
38 36 38 42 |36 38|38
2 40 33 30| ' 26 28 34 30 Al
B il 1111
o B 1 0
AT A R L L L L L L L R A ROy O R
C & T FT LI FIFIFINE S SF LD E S C
R SR\ > SR> R\ I\ I\ N N RPN
) ) Oy Q S Nh > S bb 6b R £ ] ) Q\ C
) Q /\'\r & (JO ol S Q\(, = ev. Q
$ Q& > &N F S S &
SERPNC & &
F L& g
o S . . .
< Even more studies with enfortumab vedotin
Grossman et al. NEJM 2003 EORTC 30894, JCO 2011 Pfister et al, Euro Urol 2021
Flaig et al, CCR 2021 Rose et al, GU ASCO 2021, abstr 396. Hoimes et al, ESMO 2018, abstr 5681.
Gupta et al, JCO 38,6_supp (Feb 2020). Cathomas et al, GU ASCO 2021, abstr 430. Funt et al, ASCO Annual Meeting, abstr 4517.
Nepchi et al, JCO 2018 Powles et al, Nat Med 2019 ' » Van Dijk et al, ASCO Annual Mtg 2020;%5&;3%%0'\"““"5'“
X Grivas et al, ASCO Annual Mtg 2021; abstr 4518 Kaimakliotis et al, ASCO @WN@S( J A A
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Moving towards personalized, bladder-sparing approaches

RETAIN2

Major Inclusion Criteria:

- ¢cT2-T3 NO

- Predominant Urothelial
Carcinoma of Bladder

- ECOG 0-1

TURBT
#1

NGS (Caris): Mutation
positive defined as
alterations in:

ATM, RB1, ERCC2

Nivolumab X
3
+

AMVAC X3

’ Primary endpoint: 2-yr Metastasis free survival

Mutation positive

AND
No residual
disease/ cTO

cTa OR cTis OR
cT1 OR positive
cytology OR cT0
but mutation
negative

Courtesy of Dr. Tracy Rose

| B
cT2

Patient & Physician
Choose

Patient & Physician
Choose

TUNC

LINEBERGER COMPREHENSIVE
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ACTIVE
SURVEILLANCE

Intravesical Tx
(0]33
Chemo-RT
OR
Cystectomy

Chemo-RT
OR
Cystectomy
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Nivolumab associated with prolonged DFS in patients with MIBC

= CheckMate 274

= 709 patients with ypT2+ or ypN+ post
NAC or ypT3+ or ypN+ if no NAC

= Nivolumab 240 mg IV g2 weeks for
up to 1 year

= 1:1 randomization with stratification
based on PDL1, NAC, nodal status

. carcinoma. N Engl J Med. 2021;384(22):2102-2114.

A Intentionto-Treat Population

No. of Events/ Survival Survival
i 100 No.of Patients a1 6 Mo (35% 1) at 12 Mo (95% C1)
%04
£ oy |
o Nivolumab 1707353
: ol \ . Placebo 2047356
‘gz | S iy, Hazard catio for disease recurrence or death,
w] ——— - - - 0.7 {98.22% C1. 0.55-0.90)
5 e i a—— 1 ¥
. 04 Placebo
204
104
0 3 & 9 1215 13 21 4 27 30 03 ¥ ¥H 2 &8 48
Months
No. at Risk
Nivolomab 353 296 244 212 178 154 126 106 85 68 57 51 36 23 20 3 | O
Pacebo 356 248 158 157 134 121 105 94 30 6% 34 0 ¥V 2 19 10 2 0O

TA9(M9-792)  €2B(523-478)
€0 (549-653) 466 (4L1-5LY)

Disease-free

%

B Patients with 3 PD-L1 Expression Level of 21%

Disease free
= 43% of cohort received NAC, ~60% 1N e o
pT3, ~50% N+ 2 pug [ Nivolumab  55/140
i - =z S Y s amot
= 12% discontinued nivolumab due to }‘ o [ Y )
toxicity f - s
0 3 & 9 1215 B2 :ni‘: 30 03 3% » Q 8 8 s
» Approved by FDA on August 2021 5% pggpaasnagin sy oo
44 [ ~ Bajorin DF, Witjes JA, Gschwend JE, et al. Adjuvant nivolumab versus placebo in muscle-invasive urothelial

IUNC

Survival Survival
16 Mo (35% CI)  at 12 Mo (95% C1)

T45 (662-811) €72 (584-745)
57 (468-636) 439 (37.1-542)
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%

e or death,

44



UNC Lineberger
Cancer Network

Presented

10/25/2C

Atezolizumab not associated with DFS benefit in adjuvant setting
. A
" |MVIgOF01O 1004 —_ dian disease-free survival 19.4 months (95% 1159-24:8)
— Observation: 'medi.)ndnwase-ﬁ«- sunvival 166 months (95% €111:2-24.8)
= 809 patients with ypT2+ or ypN+ post StatibedHE 089 95%C1074-108) two-sdedlog ankp-024
NAC or ypT3+ or ypN+ if no NAC 801
= Atezolizumab 1200 mg g3 for up to 1 g
3 60+
year £
]
= 1:1 randomization % 0
. ]
= 48% of cohort received NAC, ~75%
pT3+, ~50% N+ 20-
= 15% discontinued due to toxicity but
33% had dose interruption T § 3 B 5 B n 3 ¥ B H % % & % @
Number at risk
(number censored)
Atezolizvmab 406 332 281 248 233 201 169 142 15 9N 67 52 15 10 3 2
© (9 (9 @6 G) G6 () (68 (88) (106 (128 (142) (179) (184 (1) (192)
Observation 403 305 240 m 188 177 156 131 109 87 67 42 17 12 2 -
© @) G (3 @0) @ 3) (8 (78 (95 (12) (130) (154 (179) (184) (193)
Bellmunt et al. Lancet Oncol. 2021 22(4): 525-537 ﬁl ]P IC LINEBERGER COMPREHENSIVE
c = CANCER CENTER
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Perioperative Chemotherapy for UTTCC
A Disease-free survival
100 Events/  Univariable p value Interaction
§xa’ patients  hazard ratio test
E (95% C1) p value
g 60
% w0l Nodal involvement :
I T —— NO — 82/236  0-40(0-25-0-63) <0-0001
2 ™ — sl N+ —_— 13/24 0-90(030-2:71) 086 016
- o—i(ﬂemmi":y — . Planned chemotherapy type
s ’ ’ P Gemitabine-cisplatin  ————— 58/164  035(020-061)  0.0002
e 29 200 00 06 36 00 10 Gemcitabine-carboplatin —_ 37/96  066(035-1:26) 021 014
Microscopic margin status
o Metstasifee il Positive e 15/31 058 (021-1:62) 030
B Negative — 80/229  0-40(0-25-0-64) 0-0001  0-42
£ Tumour stage :
£ 0 T2 R S S 18/74 064 (0-25-1.-60) 034
ol T3o0rT4 —— 77/186  0-43(0-27-070)  0-0006  0-51
£ Overall _ 95/260  0-45(0:30-0-68) 0-0002
£ HR 048, 95% C1031-074; log:rank p-0.0007 .
'S s d 15 0 25 % 025 050 100 200
Nomberatrisk Time for trial entry (years) < >
Tl 250) 58(3) 70 30 460) B 00) Favours chemotherapy  Favours surveillance
(Chemotherapy 131(4) 120(14) 98(10) 78(10) 65(14) 48(8) 40(-)
Shadgda,g;sdenmegs%(.\g P el Figure 3: Subgroup analysis of disease-free survival
46 Birtlo of al. Lancet 2020: 395: 1268.77 TmUNC LINEBERGER COMPREHENSIVE
A rtie et al. Lance  999: 1268 &l CANCER CENTER
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Kidney Cancer

=) U{\J{“ LINEBERGER COMPREHENSIVE
55 JULILR 1 _+ | CANCER CENTER
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o m
osemiemees What percent of clinical T1a renal masses are benign?

0%

10-
%

20-30%
0%
0%

.. Start the presentation to see live content. For screen share software, share the entire screen. Get help at pollev.com/app .-
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Kidney Cancer Staging

kidney

vena cava

vena cava

kidney

tumor

https://www.moffitt.org/cancers/kidney-renal-cell-cancer/diagnosis/stages/

ﬁUNC LINEBERGER COMPREHENSIVE
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kidney

to other
organs
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GRADE-SRM

counseling

Treatment decision

+////////"\\\\\»

Continued

58 ¥ v

Newly diagnosed small renal

0) Appointment at UNC Urology

o ‘ Enroliment into GRADE-
n g.,n !J Standard of care SRM with TO Decisional

Assessment

Biopsy decision: yes / no

T1 Decisional
Assessment

Active surveillance Ablation Surgery

follow-up and
decisional assessments

1.

2.

Hybrid clinical trial with two primary objectives:
Evaluate the impact of renal mass biopsy on
decisional conflict
Validate genomic concordance between renal
mass biopsy and nephrectomy specimens

Decisional Conflict Score

DCS Total Uncertainty  Uninformed  Lack of Clarity

WPREHENSIVE
Lack of Ineffective
Support  Decision-Making
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GRADE-SRM

Proportion mutation concordance
with nephrectomy specnmen

ﬁUNC LINEBERGER COMPREHENSIVE
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Diagnostic Tools for SRMs

Renal Mass Biopsy

Sensitivity 97%,
Specificity 95%
90% accuracy

60

o<?

Technetium-99m-Sestamibi

SPECT/CT Imaging

Sensitivity 69-100%,
Specificity 89-100%
78% accuracy

Schober et al. J Urol, 2023

89Zr-DFO-girentuximab PET/CT

Sensitivity 86%,
Specificity 87%
86% accuracy

ﬁUNC LINEBERGER COMPREHENSIVE
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FDA Approvals for Metastatic Kidney Cancer

Apr 2018
Ipilimumab + Nivolumab
Apr 2019
Jul 2009 May 2016 Pepjbfo +
Bevacizumab Lenvatinib + Axitinib IP;ug 5021
; embro +
éan %00: Everolimus May 2019 |enyatinib
unitini Avelumab
Mar 2009 Jan 2012 Apr2016 + Axitinib
Everolimus Axitinib Cabozantinib
Jan 2021
Ni
Dec 2005 |May 2007 || pasepanp | NOV 2015 Ivolcabo
Sorafenib | Temsirolimus Nivolumab March 2021
Tivozanib
2005 2007 2009 2011 2013 2015 2017 2019 2021 ‘
2006 2008 2010 2012 2014 2016 2018 2020
= LINEBERGER COMPREHENSIVE
X Courtesy of Dr. Tracy Rose MUNCQC | fpeaenemco
61

Cytoreductive Nephrectomy for Metastatic Kidney Cancer

ORIGINAL ARTICLE

Nephrectomy Followed by Interferon Alfa-2b
Compared with Interferon Alfa-2b Alone for
Metastatic Renal-Cell Cancer

Sydney E. Salmon, M.D., Brent A. Blumenstein, Ph.D., Scott |. Bearman, M.D., Vivek Roy, M.D., Patrick C
McGrath, M.D., John R. Caton, |r., M.D., Nikhil Munshi, M.D., and E. David Crawford, M.D

Robert C. Flanigan, M.D

11.1 vs. 8.1 month
OS advantage (p=0.05)

Survival (%)

L Surgery plus interleukin-2

------------

72
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SURTIME Trial

= 99 patients from 19 institutions
= CN then sunitinib vs. 3 cycles sunitinib then CN

- Treatment Eventa/Total Medan (¥5% C) 1%
_ e et 84135
—-— T
0 -
HR (S5%C1)+0 88 (0.56, 1.37), p0.569
PFS at Sarond by WO pevfovvemnce sorvs 13 sevas 1]
@1 16 weeks® ™
En PFS ot »
3 28 weeks* =
- £ .
; i
t o £ .
5 3
i - &
£ %
F »
w0 »
L ©
2 P 0 % @ - w @ % & a4 M @ e “
Months Month:
Patents-at-Risk Patients-at-Risk
e % 3 Outeres. 43 2 N s T
wmedute. 40 ® H edan S

Bex, ESMO, 2017

> % 0z ¢ & °
TI—H‘ UN (J‘ uinesexwuek COMPREHENSIVE
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CARMENA Trial

—— Nephrectomy-sunitinib Sunitinib alone

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Sunitinib Alone or after Nephrectomy
in Metastatic Renal-Cell Carcinoma

= Phase Ill RCT, non-inferiority trial
= Intermediate & Poor Risk

= 450 patients from 2009-2017

= Median OS 18.4 vs. 13.9 months

A Overall Survival

100
= 90
2 w
2 d
£
E 60
; s0-|
F
g 304
2 20
s
& 104
0 .
9%
No. at Risk
Nephrectomy- 226 110 61 40 19 11 4 1 0
sunitinib
Sunitinib alone 224 128 76 44 26 s 3 1 0
B Progression.free Survival
1004
g 90
= o
5
s
§
% so
£ o
3
E 30
£ 204
B
& 10
o
T
3 0 7]
No. at Risk
Nephrectomy- 226 59 10 3 2 1 0
sunitinib
Sunitinib alone 224 74 28 9 6 2 0
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Practice Changing but Evolving

Critiques:
= Poor accrual and early
closure

= “Patients unwilling to be
randomized between
surgical and non-surgical
option.”

= “Many patients | saw either
‘obviously’ need a
nephrectomy or ‘obviously’  juoe
needed oncology.”

Kaplan-Meier estimates

1.00 - 3 No surgery
N —— Delayed Nx
\
0.80-] N Y
" 1
n \\ i
. | S
0.40 : ks
\'\q_\‘ o | -
\‘
R
~
0.20+ T Nt
N e
0.00
T T T T T T
0 12 24 36 48 60
Time (mo)
184 m 63 32 15 7
40 33 27 19 14 9
at the final where all

groups had at least five patients at risk. ITT =

Stewart et al., Eur Urol, 2016; Mejean et al., Eur Urol, 2021.

Fig. 3 - Overall survival in patients with secondary Nx in arm B (ITT population). The x-axis was

to treat; Nx =

AUNC
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Perioperative Therapy - partial responses but +/- survival benefit

= 40-60% CR/PR from recent systemic therapy trials for metastatic RCC
= Phase Il neoadjuvant axitinib/avelumab — 30% PR, 20% tumor shrinkage
= PROSPER (perioperative nivolumab) trial closed early due to futility in RFS

(819 patients enrolled)

IUNC

LINEBERGER COMPREHENSIVE
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Adjuvant Therapy — 2 FDA approved options
100+~
100—-‘\ %04
90 1 30 ... Pembrolizumab
3 \ 1 T
g 804 N g . BT
s 704 ity £ 4 s =y
E h ..:\, A 5 ac
60 e 3 60
S LT Woasy, 5
w i ! W, R
‘E 50 “‘QM\“ % ‘Sumlmjb E 50 No. of Events of Disease
40 Yamtitea 'z 40 Recurrence or Death
& Pactho g Pembrolizumab 109
;ﬁ 50| Hazard ratio, 0.76 (95% C1, 0.59-0.98) B O ot 361
10 P=0.03 20 Hazard ratio, 0.68 (95% CI, 0.53-0.87)
10 P=0.002
0 T T T T T T T T y
0 1 2 3 4 5 6 7 8 9 0 . ; : . , . . . )
Vs 0 S 10 15 2 25 30 35 40 45
| Months
No. at Risk )
Sunitinib 309 225 173 153 144 119 53 10 3 0 No. at Risk
Placebo 306 220 181 150 135 102 37 10 2 0 Pembrolizumab 496 457 414 in 233 151 61 21 1 0
Placebo 498 436 389 31 209 145 56 19 1 0
Median DFS: At 24 months: DFS 77.3%
Sunitinib 6.8 years with pembrolizumab,
Placebo 5.6 years 68.1% with placebo
Ravaud et al, NEJM 2016: 375;23:2246 =N LINEBERGER COMPREHENSIVE
o Choueiri et al, NEJM 2021 @.UNC CANCER CENTER
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Testicular Cancer

ﬁUNC LINEBERGER COMPREHENSIVE
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| f
||
omemiees What is a new treatment option for stage Il seminoma?
Active surveillance
0%
Chemotherapy
0%
Radiation Therapy
0%
RPLND
0%
.. Start the presentation to see live content. For screen share software, share the entire screen. Get help at pollev.com/app ..

Testis Cancer Guidelines

Diagnosis and Treatment of Early Stage Testicular Cancer: AUA @.—..m..
Guideline

H |q h I |g hts fro m AUA G u |d el | n es Andrew Stephenson, Scott E. Eggener, Eric B. Bass, David M. Chelnick, Siamak Daneshmand,

Darren Feldman, Timothy Gilligan, Jose A. Karam, Bradley Leibovich, Stanley L. Liauw,
Timothy A. Masterson, Joshua J. Meeks, Phillip M. Pierorazio, Ritu Sharma and Joel Sheinfeld

Froms e Amprcan Uroopeal Assocaton (caton and Resesrch, inc. Lethcum, Maryierst

1. Counsel patients on infertility + &4 T

Consider existing subfertility (50%)
Offer sperm banking + prosthesis
Microlithiasis does not require f/u

o K~ wbd

Consider repeat US for ? Lesions

Not in guidelines:
“Don’t let the sunset on a testis mass”

ﬁUNC LINEBERGER COMPREHENSIVE
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Testis Cancer Guidelines

Testicular seminoma and non-seminoma: ESMO-EURACAN Clinical Practice
if for di i and follow-up

Highlights from NCCN/ESMO/EAU e aincdusietssy RO

5. Maugnes ', R A, Woddart
Committne’ and CURACAN

1. Stage | Risk factors

= Seminoma: retes testes, >3 cm — 15-30%

recurrence
= NSGCT: LVI/embryonal — 30-50% recurrence “:lc_'e::::l;;wé:":;t:'
2. Minor elevation in STM # chemo Voo 22022 — ey 42022
3. PC-late relapses (>2 years) likely yolk EAU Guidelines on
sac or teratoma .
Testicular

4. PET only for seminoma, PC >3cm

ﬁUNC LINEBERGER COMPREHENSIVE
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Indeterminate Small Testis Mass

1. 5% risk each of contralateral
GCT/GCNIS

2. 50-80% of lesions <2 cm + negative
STM are benign

3. TSS can be discussed

= Accuracy of frozen section (70%)
= Biopsy of adjacent tissue (90% w/ cancer have GCIS)

= Risk of local recurrence (7%)

4. For GCNIS or cancer: AS, XRT, or
orchiectomy should be discussed given
risk/benefits

ﬁﬁ UNC LINEBERGER COMPREHENSIVE
= CANCER CENTER
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RPLND for Seminoma

Primary RPLND for Seminoma

SEMS (2021 GU ASCO) PRIMETEST (2022 GU ASCO) ‘
Population - 55 patients with Stage Il A/B Seminoma - 33 patients with Stage Il A/B Seminoma

- Max LN 3 cm - 9 de novo, 19 progression on AS, 5

- 14 progression on AS progression after carboplatin

- 15 sites in North America - Single site in Germany
Intervention  Primary RPLND (open, modified) Primary RPLND (robot and open)
Comparison  Single Arm Single Arm
Outcomes - 10 recurrences (18%) at 2-years - 10 (31%) recurrences at median 2-years

- 2 (4%) with major complications - 3 in-field recurrences

- No retrograde ejaculation - 3 (10%) with major complications

- No difference between robotic and open

https://ascopubs.org/doi/abs/10.1200/JC0.2022.40.6 suppl.420

https://ascopubs.org/doi/abs/10.1200/JC0.2021.39.6 suppl.375

LINEBERGER COMPREHENSIVE
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Robotic RPLND

Primary Robot-assisted Retroperitoneal Lymph Node Dissection
for Men with Nonseminomatous Germ Cell Tumor: Experience
from a Multi-institutional Cohort

[Jacob Taylor ™", Ezequiel Becher®, James S. Wysock®, Andrew T. Lenis ", Mark S. Litwin®,
|Jacob Jipp©, Peter Langenstroer*, Scott Johnson ‘, Marc A. Bjurlin, Hung-Jui Tan*,
Brian R. Lane®, William C. Huang“

*NYU Longene Health, New York. NY, USA: " University of Ceiffornia Los Angeles, Loy Angeies, CA, USA: “ Medicol Coliege of Wisconsis, Miwaukre, W, USA
“University of Neeth Corolisa ot Chapel Hill, Chapel Hill, NC, USA: * Spectrum Health, Grand Rapids, ML USA

Operative Time (median) 288 minutes
EBL (median) 100 cc

LOS (median) 1 day
Readmissions 6%

Major Complications 4%
Recurrences (median 15 months) 8%

Lymph Node Count (median) 32

>50 R-RPLNDs at UNC, 2 in-field recurrences

Adverse Surgical Outcomes Associated with
Robotic Retroperitoneal Lymph Node Dissection
Among Patients with Testicular Cancer

Adam C. Calaway **, Lawrence H. Einhorn®, Timothy A. Masterson®, Richard S. Foster®,
Clint Cary®

“Department of Urslogy, Indians University School of Medicise, Infiasapolis, IN. USA: *Department of Oncolagy, indiena Usivensity Schoot of Medicine.
Indiamapolts, IN. USA

LINEBERGER COMPREHENSIVE
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RPLND — Advances + Indications

Right Sizing Chemotherapy

anary Retroperitoneal Lymph Node

1. High_risk stage | (|_V|, embryonal) = Dissection for Patients With Pathologic Stage II
~ Nonseminomatous Germ Cell Tumor—N1, N2,
Teratoma (high%, somatic transformation) f and N3 Disease: Is Adjuvant

. “ Chemotherapy Necessary?
Stage Il Seminoma A S A

., MO';
Timethy A. Mastericn, MD'; Nabil Adra, MD'; Richasd S. Fouter, MD'; Lawrence M. Einbom, MO”; asd Clint Cary, MO, MPH'

0D

Reduce chemotherapy
- = 97 pts tx with pRPLND on AS
= 41 N1, 46 N2, 10 N3

fopvetance ereerr) — = 20% recurrence at median of 5-years

pN1 _
Stage IA, 1B with and reFrzon | = 50% historical rate for pN2, <10% with chemo
Lthout rek factors} ESMO recs 1 cycle o
primary nerve-sparing = No sig difference based on pN stage
feLe ?El'fovlcyeloi *

- Surveiance® = Lower recurrence if no LVI (6%) or <50%

embryonal (11%)
Fm:uu = LINEBERGER COMPREHENSIVE
< o E’::'::::m _ @.UNC CANCER CENTER
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Monitoring Advances

TRISST: Modality + Intensity

B Imagmg Modality and Frequency in

= Surveillance of Stage | Seminoma Testicular
~ Cancer: Results From a Randomized, Phase I, CT vs. MRI: 2.6% vs. 0.6%
Noninferiority Trial (TRISST)

Johnathan K. Joffe, MBBS, MD'; Fay H. Cafferty, PhD; Laura Murphy, PhO?; Gordon J.S. Rustin, MBBS, MSc, MD”;
Syed A. Sohaib, BSc, MBBS*; Rhian Gabe, PhD*; Sally P. Stenning, MSc’; Elizabeth James, MSc*; Dipa Neor, MSc?; Simona Wade, BSc?;
Francesca Schiavone, PhD’; Sarah Swift, MRCP'; Elaine Dunwoodie, MBChB, MRCP, MD'; Marcia Hall, MBBS PhD™ *;

Anand Sharma, MBBS, MD?; Jeremny Braybrooke, BSc, BM, PhD’; Jonathan Shamash, MBChS, MD*; John Logue, MB MRCP”; 7 3 . 0, 0,
Henry H. Taylor, BSc, MBBS, MRCP'?; Ivo Hennig, MD, PhD'’; Jeff White, MBChB, DM'?; wnm.a&(w,muuss"z vs Scans' 0'3 /0 VS' 2'8 /o
Jane Worlding, BSc, BM, MRCP'; David Bloomfield, MBBS, MRCP, MA'"; Guy Faust, MBBS'*; Hilary Glen, MBChB, MSc, PhD'";
Rachel Jones, MBChB, MD'Y; mns«nm GIIMIIM)GDOMH MBChB, MRCP™;

mess, 1 MD™; Andrew Protherce, PhD™*; Ramachandran Venkitaraman, MD**;
Danish Mazhar, PhD™; Victoria Coyle, HllCh BAO PhD™; Martin Highley, MD™; Tom Geldart, MBBS, BSc™;
Robert Laing, MBBS, MRCP*; Richard S. Kaplan, MD*; and Robert A. Huddart, PhD, MA(Oxcn), MBBS, MRCP*; on behalf of the TRISST
Trial Management Group and Investigators

syt0da.

DFS similar across all 4
= 669 stage | seminoma pts in 35 UK centers groups (85-89%)

= Non-inferior RCT: 7 vs 3 scans; CT vs. MRI
= >80% compliance

ﬁUNC LINEBERGER COMPREHENSIVE
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Special Thanks

Tracy Rose, MD, MPH

Urologic Oncology Fellows
« Zach Feuer, MD

= Colton Walker, MD

= Kate Gessner, MD, PhD

AUNC
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wiee— Questions/Comments?
Nobody has responded yet.
Hang tight! Responses are coming in.
.. Start the presentation to see live content. For screen share software, share the entire screen. Get help at pollev.com/app .-
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University Cancer
Research Fund
=0
= B LINEBERGER COMPREHENSIVE
g MUN(J CANCER CENTER
—
> g
== UNC Lineberger Cancer Network
=q
— =]
e The Telehealth Team
Tim Poe, 0
Veneranda Obure, 1= Specialist Andrew Dodgson, oe, [
Jon Powell, pno, Education Spe Patrick Muscarella, |
Oliver Marth, ety Supen Lindsey Reich, w »
Barbara Walsh, onp, e, Msh, R, 1o 7
80
November 1
(Y. 12:00 PM
(= —
=% Catawba Indian Nation & Levine Cancer Institute: Partners in Healing
- Daniel R Carrizosa, Mp, MS  Kia Dungan, PA-C
E Darcy Doege, BSN, RN Mellisa Wheeler, BSW, MHA
fat] PATENT November 8
; CENTERED CARE 12:00 PM
BHeiner
=
— Next Generation Cancer Care Navigation
William Wood, MD, MPH
ADWANCED November 8
- éng&ncf PROVIDER 4:00 PM
—— . , ;
—) Lung Cancer Screening Essentials
(] Jason Long, MD, MPH Kim Shoenbill, MD, PhD, MS
(= - Michelle Ottershach, MS, MS, DNP, RN, CNL, CRCR
Complete details on upcoming Live Webinars:
learn.unclcn.org/live-wehinars
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SELF-PACED, ONLINE COURSES

ADWANCED
PRACTICE PROVIDER
Weie..

Developing Comprehensive Exercise Programming

for People Affected by Cancer
Carly Bailey, VA

wsom | RESEARCH
sl 10 PRACTICE
B Sallmestne

Lymphoma Management in North Carolina:
Updates for 2023

Natalie Grover, MD

[ f A
Overview of Clinical Trials for the APP

Clarissa Urban, PA-C

Complete details on our Self-Paced, Online Courses:
learn.unclcn.org/spoc
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THANKYOU FOR PARTICIPATING!

UNC Lineberger Cancer Network

Email: unclen@unc.edu
Call: (919) 445-1000
Send us an email to sign up for our monthly e-newsletter.
Check us out at unclcn.org
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