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Module 1

Role of perioperative systemic treatment
Use of neoadjuvant systemic therapy in pts not eligible for cisplatin

|dentification of pts with potentially curable UBC who should undergo
cystectomy; optimal monitoring and follow-up

Common sites of recurrence and optimal integration of salvage
therapy into the bladder cancer management algorithm

Role of the urologist in timely referral to a medical oncologist for
consideration of treatment with an anti-PD-1/PD-L1 antibody
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Introduction

25% of patients with bladder cancer either present with or
later develop metastases.

Systemic chemotherapy is standard approach for inoperable
locally advanced or metastatic urothelial malignancies.

Initial response rates are high however:

—Median survival 15 months
—5YS <15%

2"d line chemotherapy has very limited role
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Patient Diagnosed with MIBC. Medical
Oncology Referral for All Patients

Candidate for Cisplatin-
based Neoadjuvant
Chemotherapy
Patients wih CrCl < 60
mL/min/1.732, poor
performance status, or
heart disease. Poor

candidate for cisplatin- Current and recent clinical trials

Thorough discussion with Dose Cisplatin based therapy (RCT

patient. Level 1 Evidence for needed). for pe riope rative System iC

MVAC or CMV. No RCT data . .
comparing regimens therapy for muscle invasive
bladder cancer: a systematic

review.

Vashistha, DI Quinn, T Dorff, S
Daneshmand. BMC Cancer
2014:14:966.

Potential candidate for
systemic therapy through
EAU guidelines do not
recommend further treatment
because sufficient data is
lacking

i i i i ; USC Institute of Urology
low-chart of current management paradigm for patients with MIBC. RCT = Randomized Controlled Trial.




A Multi-Institutional Analysis of Outcomes of Patients with - THE JOURNAL
Clinically Node Positive Urothelial Bladder Cancer Treated UROLOGY

with Induction Chemotherapy and Radical Cystectomy
KZ Shoshtari, K Zargar, Y Lotan, JB Shah, BW van Rhijn, Siamak
Daneshmand, Philippe E. Spiess and Peter C. Black
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OVERALL SURVIVAL: Gemcitabine and cisplatin versus methotrexate,
vinblastine, doxorubicin, and cisplatin in advanced or metastatic bladder
cancer: results of a large, randomized, multinational, phase Ill study

GC: median = 14.0 m (12.3-15.5m); 13.3% censoring
MVAC: median = 15.2 m (13.2-17.3 m); 15.4% censoring
HR: 1.09 (0.88-1.34)

Log-rank P = .44, Wald’s P = .66

PFS at 5
years ~10%
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Months
. of patients at risk:

118 50 36 30
125 62 40 34

Von der Maase H et al. EORTC J Clin Oncol;18:3068, 2000; Von der Maase H et al. J Clin Oncol, e
23:4602-4608 2005. USC Institute of Urology




Survival among Patients Randomly Assigned to Receive Methotrexate,

Vinblastine, Doxorubicin, and Cisplatin (M-VAC) Followed by Cystectomy
or Cystectomy Alone, According to an Intention-to-Treat Analysis

0S 5 years 57% VS 430/0 - r31 VAC and Iy‘-f_{‘(,l'lirrl"\' (90 deaths; median -'.ur'-.'r.u'ai, 7}" mo)
p_o 06 ————= Cystectomy alone gl()ﬁ) deaths; median survival, 46 mo)

HR 1.33 (95% Cis 1.00 - |
1.67, p=0.06) 1
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72 9%
Months after Randomization
No. at Risk
M-VAC and cystectomny

75 46
C:IB-’.’.‘C(C my alone

50 37

Grossman HB et al. NETM 2003;349:859-866
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Seven year update of an EORTC phase lll trial of high-dose intensity M-VAC
chemotherapy and G-CSF versus classic M-VAC in advanced urothelial
tumours C.N. Sternberg, et al and the EORTC Genito-Urinary Cancer Group

HD-M-VAC M-VAC HD-M-.VAC M-VAC
median 0.5 months &.0 months median 15.1 months | 4.9 months
5-y % 16.5% 8.0% 5-y % 21.8% 13.5%
(95%(T) (10.1-23.0%) 3.2-12.9%) (95%CT) (14.5-21.9%) (7.4-19.6%)

Logrank P =0.017 . Logrank P =042
HR =0.73(95% CI: 0,56 - 0.95) HR =0.76 (95% CI: 0,58 - 0.99)

) (years)
12

_Number of patients at risk :_ TS T e Treatment B O N Numberofpatienmts atrisk:

14 11 7 B 2 T M-VAC 112129 32 15 "

32 22 18 6 ) ™ HD M-VACH101 134 45 29 23

Progression-Free Survival
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Regimen Pre-NAC Downstaging Downstaging
Reference <cT2NOMO ypTO <ypT1

MVAC (q28d) arm 50% 38% - 77 mos
Grossman et al., NEJM 2003
DDMVAC + Bevacizumab (4 cycles) 44 39% 38% 53% 5y - 63%
McConkey et al., Eur Urol 2016
MVAC 52 50% 38% 53% -
Vs
AMVAC 169 65% 35% 49% --
Pouessel et al., Eur J Cancer 2016
AMVAC (3 cycles - split dose Cis allowed) 40 36% 38% 52% --
Plimack et al., JCO 2014
MVAC (g28d, 2 cycles) 64 55% 34% - Sy - 72%
Kitamura et al., Ann Oncol 2014 (terminated early)
Regimen, schedule N Pre-NAC Downstaging Completed Survival
reference <cT2NOMO ypTO planned

cycles (23)
GC 146 62% 31% 90% 35.5 mos
(mostly 3-weekly)
Vs 66 62% 29% 95% 26.8 mos
MVAC (77% dose dense)

(comparative effectiveness)
Galsky, et al., Cancer 2015

GC split dose, GFR>40ml/min 23 48% n.a. 81% 25.3 mos
(Cis 35/Gem 1000 d188, q21d , 4 cycles) (6 surgery, Sy - 31%
Hussain et al., Oncol Letters, 2012 9 RT+chemo)

NAC, neocadjuvant chemotherapy, RT, radiotherapy;, GC, Gemcitabine (G), Cisplatin (C);
MVAC, Methotrexat (M), Vinblastin (V), Adriamycin (A), Cisplatin (C);

NAC, neoadjuvant chemotherapy; MVAC, Methotrexat (M), Vinblastin (V), Adriamycin (A), Cisplatin (C),
DDMVAC, dose dense MVAC; AMVAC, accelerated MVAC

misnioat 2017 Genitourinary Cancers Symposium | #GU17 Presented by: M. De Santis



Understaging in HGMIBC
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Shariat SF et al. Eur Urol 2007 51:137 USC Institute of Urology
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Review—Bladder Cancer

Adjuvant Chemotherapy in Invasive Bladder Cancer:
A Systematic Review ahd Meta-Analysis of Individual
Patient Data

Advanced Bladder Cancer (ABC) Meta-analysis Collaboration

Mesa~nalyris Growp, Madica! Rerearch Coancid Clnica Trals Unig, 222 Barton Boad London NWI 204, [X
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Patients at risk

AdjCT 246 196 152 119 92 77
Control 245 190 138 104 85 69
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A Systematic Review of Neoadjuvant and Adjuvant

Chemotherapy for Muscle-invasive Bladder Cancer

J Meeks, J Bellmunt, BH Bochner , NW Clarke, S Daneshmand, MD Galsky,
NM Hahn, SP Lerner, M Mason,T Powles, CN Sternberg, G Sonpavde

Adjuvant chemotherapy

Institution Patients, n Regimen Survival benefit

University of Southem California [43] 91 CISCA Yes
University of Mainz, Germany [ 44] 49 MVACMVEC Yes
Swiss Group for Clinical Cancer Research, Switzerland [47] 77 Cisplatin Mo
Stanford University [46] 55 CMV Mo
US Intergroup [52] 114 MVAC No
Italian multicenter [50] 194 GC Mo
SOGUG [51] 142 PCG Yes
242 MVAC, GC, DD-MVAC Mot reported

Completed accrual

Yes
Yes
Yes
Yes
MNo
No
No
MNo

CISCA =cisplatin, doxorubicin, MVAC = methotrexate, vinblastine, doxorubicin, cisplatin; MVEC = methotrexate, vinblastine, epirubicin, cisplatin;
CMV = cisplatin, methotrexate, vinblastine; GC = gemcitabine, dsplatin; PCG = paditaxel, gemdtabine, cisplatin; SOGUG =Spanish Oncology Genitourinary
Group; EORTC = European Organization for Research and Treatment of Cancer; DD-MVAC = double-dense MVAC.
" Of 521 registered patients, 499 underwent p53 assessment, 272 (55%) were positive, and 114 (42%) were randomly assigned to MVAC versus no adjuvant
therapy.
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PATTERNS OF RECURRENCE

430 patients met the study criteria and had detailed documentation of recurrence sites.

n (%) 80 (19%) 86 (20%) 134 (31%) 16 (4%) 117 (27%)

Median time
to recurrence 12.5 13.8 11.7 17.9
(mo.)

* Non-exclusive sites of distant recurrence
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POST-RECURRENCE SURVIVAL
USC Series

* Compared with local recurrence

Referral to Medical Oncology ASAP critical in improving outcomes
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2" line therapy in met UC

Taxol based regimens have very little efficacy

— Docetaxel, Pemetrexed, Paclitaxel most common
Eribulin
Targeted therapy (ex: FGFR inhib) being studied
Atezolizumab now approved, failed Phase |ll endpoint

Nivolumab approved for those whose disease progressed during or after prior platinum-containing
chemotherapy

The news of the phase Ill IMvigor211 findings comes amid second-line bladder cancer approvals
this month of 2 other PD-L1 inhibitors, avelumab and durvalumab.

Hosfamide Witte

Gemeitabine Albers
Paclitaxel Joly

Dacetaxel MceCalfrey

Pemetrexed Galsky

Pemetrexed Sweeney

Ixabepilone Dreicer

Docetaxel Choueiri
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Conclusions

Locally advanced disease T3/T4, N+, MO disease best treated with
neoadjuvant chemo followed by radical cystectomy.

Metastatic UCC of the bladder is highly lethal with dismal survival rates.
Neoadjuvant. Gem/Cis or ddMVAC?

— COXEN trial (SWOG S1314): try to predict which patients might
benefit from MVAC vs which might benefit from GC

Cisplatin ineligible patients should be enrolled in clinical trials or go
directly for cystectomy

Immunotherapy (PD1/PDL1 inhib) represents a major breakthrough for
bladder cancer
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