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Outline

* Introduction

* Do we need systemic therapy in combination with radiotherapy + TURB-T?
* Type and timing of systemic therapy in the context of trimodality therapy
* Future perspectives

BLADDR 2022



Treatment of MIBC: EAU, ESMO guidelines

e EAU, ESMO, NCCN guidelines recommend
— Neoadjuvant CT + RC for patients fit for surgery
— Trimodal bladder-sparing treatment for patients unfit for surgery or who refuse surgery

B

Fit for surgery/accept curative treatment

!
Unfit for surgery or pt preference
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- Bladder-sparing trimodality therapy
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BC2001 trial-
OS
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Type and timing of systemic therapy in the
context of trimodality therapy

Neoadjuvant, concurrent, adjuvant?
Which drug/regime?




CONCURRENT is the
STANDARD




MNo. of PValue for

Subgroup Patients Hazard Ratio (95% CI) Interaction
Ty pe of radiotherapy E 0.66
Whole-bladder &3 -—1 0.7% {0.33—1.60)
Modified-volurme 58 - 1.02 {0.37-2.79)
Elective whole-bladder 739 — 0.62 (0.40-0.95)
BCZOO 1 Radiotherapy dose fractionation i 0.59
55 Gy in 20 fractions 142 - 0.77 (0.43-1.36)
S U b g rou p S 64 Gy in 32 fractions 17 — 0.63 (0.41-0.98)
Mecadjuvant chemotherapy i 0.72
Yes 118 . : 0.62 {0.35-1.13)
Mo 242 —I-i—l— 071 (0.46-1.10)
All patients 360 — 0.68 (0.45—0.96)
I:I:l ﬂ!E I:I:S l!l'.'lI l!ﬂl
Chemoradiotherapy Radiotherapy
Better Batter
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MGH series

Time period 1986-1995 1996-2004 2005-2013 p value
Meoadjuvant chemotherapy, n (%) <0001
Yes 103 (50) 15 (10) 0(0)
Mo 105 (50) 143 (90) 109 (100)
Adjuvant chemotherapy, n (%) =<0.001
Yes 20 (10) 115 (73) B0 (73)
Mo 188 (90) 43 (27) 29 (27)
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MGH series

Protocol Neoadjuvant Induction Response  Consolidation or  Maximum RT dose Adjuvant Pts.,
chemotherapy cystectomy to tumor (Gy) chemotherapy n (%)
MCGH 180 MOV CP+ QD RT CR CP+RT 648 Mone 52 (11)
2 cycles
MGCH 880, RTOG MCWV CP+QD KT IR Cystectomy 648 Mone 56 (12)
B903 Arm 1 2 cycles CR CP+RT
MGH 880, RTOG Mone CP+ 0D ET IR Cystectomy &4.8 Mone 20(11)
8903 Arm 2 CR CP+RT

MGH 2304 Mone CP+ 53-FU+ BID RT IR Cystectomy 648 MCV 21 (4.4)
CR CP+ 5-FU+ BID RT 3 cycles

RTOG 9506 Mone CP+ 5-FU+ BID RT IR Cystectomy 44 Mone 15 (3.2)
CR CP+ 5-FU+ BID RT

ETOG 9706 Mone CP+EID RT IE Cystectomy 648 MCV 23 (4.8)
CR CP+BID RT 3 cycles

ETOG 9906 Mone CP+ pacl #+BID RT IR Cystectomy B3 CP +gem 44 (9.3)
CR CP+ Pacl + BID ET 4 cycles

ETOG 0233 Arm 1 Mone CP+ 5-FU+ BID RT IE Cystectomy 643 CP +Pacl + gem 28 (5.9)
CR CP+ 5-FU+ BID RT 4 cycles

ETOG 0233 Arm 2 Mone CP+ Pacl + BID KT IR Cystectomy B3 CP +Pacl + gem 33 (6.9)
CR CP+ Pacl + BID ET 4 cycles

ETOG 0524 Mone Pacl + QD RT CE CP+RT 648 Mone 3 (0.6)

Group 2

RTOG 0712 Arm 1 Mone CP+ 5-FU+ BID RT IK Cystectomy 643 CP +gem 18 (3.8)
CR CP+ 5-FU+ BID RT 4 cycles

ETOG 0712 Arm 2 Mone Cem+ QD RT IR Cystectomy 64 CP +gem 14 (2.9)
CE GCem+ KT 4 cycles

Per protocol Varied® Varied" IR Cystectomy 64-66 Varied® 118 (25)
CR Varied”
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MGH series

Protocol Neoadjuvant Induction Response  Consolidation or  Maximum RT dose Adjuvant Pts.,
chemotherapy cystectomy to tumor (Gy) chemotherapy n (%)
MCH 180 ROV 618 Mone 32 (11)
2 cycles Cisplatin
MCH 880, ETOG MOV 618 Mone 26 (12)
B903 Arm 1 2 cycles
MGH 880, RTOG Mone &4.8 Mone 20(11)
8903 Arm 2 Cisplatin+5-FU
MGH 9304 Mone &4.8 MCV 21 (4.4)
3 cycles
ETOG 9506 Mone 44 Mone 15({3.2)
Cisplatin+Paclitaxel
ETOG 9706 Mone &4.8 MCV 23 (4.8)
3 cycles
RTOG 9906 None 643 CP +gem 44 (9.3)
Gemcitabine 4 cycles
ETOG 0233 Arm 1 Mone B3 CP +Pacl + gem 28 (5.9)
4 cycles
ETOG 0233 Arm 2 Mone B3 CP +Pacl + gem 33 (6.9)
5-FU+MMC 4 cycles
ETOG 0524 Mone 648 Mone 3{0.6)
Group 2
RTOG 0712 Arm 1 None ) . . . 643 CP +gem 18 (3.8)
Cisplatin+Gemcitabine 4 cycles
RTOG 0712 Arm 2 None 64 CP +gem 14 (2.9)
4 cycles
Per protocol Varied® 64-66 Varied® 118 (25)
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The future
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MIBC

Localized MIBC

MIBC

Locally Advanced UC Ineligible for
Chemotherapy

Localized MIBC

BCG Unmesponsive NMIBC

MIBC

MIBC
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Mode-positive Bladder Cancer
anti-PD-1/1 refractory Bladder Cancer
1
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AT + cigplatin + Pambmolzumab
Chemoradiation with Adjuvant Nivolumab
AT + Gemcitabine + Pembrolizumab

RT + MNnvolumab

Chemoradiation + Atezolizumab
RT + Avelumab

AT + Durvalumab

RT + Avelumab

RT + Durvalumab + Tremelimumab
Chemotherapy + HT + Dunalumab
AT + Atezolizumab + BDBOOA

Mecadjuvant AT + Mivolumab
Atezolirumab or Pembrolzumab + RT
[Permbrolizumab or Nivolurmab or Atezolizumab) + SBRT
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Study design

Nivolumab 240mg q14 IV x5, starting 14 days prior
to ChemoRT, then 480mg 28 x6

+

Key E“glblllty ChemoRadiotherapy for 6 or 7 weeks
*Treatment naive MIBC Cisplatin 20mg d1-d5, d22-d25 or 40mg/m?/week x6

e cT2-T4aNOMO
*Urothelial, squamous,
glandular histology N= 78
*GFR= 40ml/min

streatment within 3-8

wks of the most recent

TURB ChemoRadiotherapy for 6 or 7 weeks
Cisplatin 20mg d1-d5, d22-d25 or 40mg/m2?/week x6
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End points

* Primary

Locoregional control rate(LCR) at 2 years

* Secondary

Safety
Bladder cancer failure-free rate (BCFFR) at 2 years

OS
QolL
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CONCLUSIONS

* Concurrent chemotherapy should be given in conjuction with radical
radiotherapy in patients with MIBC who will not undergo cystectomy.

* There is no proven benefit by the addition of neoadjuvant or adjuvant
chemotherapy to concurrent chemotherapy.

* CDDP and 5-FU are the most studied agents

* The addition of 10 to the trimodality approach seems promising and is the
object of intense clinical research.
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