<</\/@BRAT/ /VG
@

. EMORY
- DEBATES AND DIDACTICS WINSHIP

CANCER

= , nHematology '
& and Oncology

——

@
~afHpoHY

JULY 24 - 27, 2025 - SEA ISLAND, GEORGIA

This activity is jointly provided by &3 it ey =L



. . ; .
-1 % g-'-:.r’ f
y | ,’
. ]
3

DEBATE: lleal conduit versus neoblddr pot-
cystectomy

THE ARGUMENT FOR AN ILEAL CONDUIT

Jacqueline T. Brown, MD
Assistant Professor, Department of Hematology and Medical Oncology
Winship Cancer Institute of Emory University
July 26", 2025

2025 Debates and Didactics in Hematology and Oncology % B i catoancing Bio Ascend



Bladder Cancer
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(the NIAGARA regimen)
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Ben

Ben is Dr. Narayan’s and my 74-year-old patient
with muscle-invasive bladder cancer

TURBT shows high-grade UC with 20% squamous
differentiation with invasion into the muscularis
propria

CT chest and urogram show hazy perivesical
stranding with mild L hydronephrosis. Prominent
L ext iliac LN, mild FDG avidity on FDG PET. No
metastatic lesions

His CrCl is 52 mL/min.
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If only we had...

A phase 3, randomized trial showing
overall survival benefit (category 1 data)

That reflected our real-world population in
terms of:

e Divergent differentiation allowed
* |Imperfect renal function allowed
e Split-dose cisplatin allowed

* N1 disease allowed
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NIAGARA: Perioperative chemoimmunotherapy in MIBC

Perioperative
..................................... Jiscamsiiinnsiissiatiiasts
Neoadjuvant Adjuvant
Study population Durvalumab 4 cycles 8 cycles Dual primary endpoints
= Adults o EFS*
- Cisplatin-eligible MIBC arm Durvalumab 1500 mg Iv Q3w = Y Durvalumab - pCR™
(cT2-T4aN0/1M0) N=533 Gemcitabine + cisplatin =) 1500 mg IV Q4W
= UC or UC with é Key secondary endpoint
divergent differentiation > « OS
or histologic subtypes s
- Evaluated and confirmed N=530 = = : b=
for RC g Gemcitabine + cisplatin o No treatment Safety
- CrCl of >40 mUmin Comparator
arm
EFS was defined as:
Stratification factors Gemcitabine/cisplatin dosing » Progressive disease that precluded RC
Clinical tumour stage (T2NO vs >T2N0) CrCl 260 mL/min: Cisplatin 70 mg/m? + gemcitabine 1000 mg/m? Day 1, .
: e then gemcitabine 1000 mg/m? Day 8, Q3W for 4 cycles Recurrence after RC - ,
Ransl funclion (CrC1 200 miimin ve 240-<00 wl/rin) - » Date of expected surgery in patients who did not undergo RC
PD-L1 status (high vs low/negative expression) CrCl 240—<60 mL/min: Split-dose cisplatin 35 mg/m? + gemcitabine §
! 1000 mg/m? Days 1 and 8. Q3W for 4 cycles » Death from any cause
Other endpoints (not reported here): DFS, DSS, MFS, HRQoL, 5-year OS

Powles, T. ESMO 2024.
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Perioperative chemotherapy improves survival in MIBC

Event-free survival Pathologic CR rate

A Event-free Survival No. of
- Pa‘ifi:“ e Odds ratio, 1.60 (95% Cl, 1.23-2.08)
- ¢ i wi edian B
g E E Event/Total Event-free nominal P=0.0005
T ! ! No. Survival
g 20 e : (%) (95% Cl)
L 2 704 s, : mo
O— rI I I l a r £ 60 e T R Durvalumab 187/533 NR (NR-NR) —_ 0,
:5, 50| | %81 R, i (35.1) S 37.3%
& 40 E E Comparison jpa ST Comparison 246530 46.1 (32.2-NR) S
u 5 30 | 1 (46.4) % 199/533 50/0
o . .
e n d O I n tS 2 20 E E Hazard ratio for event, 0.68 (95% CI, - 95% Cl, 33.2-41.6
. | 5 0.56-0.82) 24 146/530
10 | | P<0.901[by stratified log-rank test (g- 95% Cl, 23.8-31.6
0 T T+ T T T T+ T T T T T T 7T T Median follow-up among patients
0 2 4 6 8 10121416 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60 62  with censored data,
s B 42.3 mo (range, 0.03-61.3)
Months since Randomization
] Durvalumab arm Comparator arm
No. at Risk
Durvalumab 533 475 424 386 356 344 330 315 282 255 202 141 1158681322020 1 0 N_533 N_530
Comparison 530 437 381 343 313 296 281 264 228 214 172 132 9469 6224 1816 2 0 % =

Overall survival

A Overall Survival
= No. of
100 L ! ! Deaths/Total
90 b j‘ i No.
v 804 86.5 \*'v,.\‘h» T (%)
< ] 28 o T Durvalumab  136/553
g 70 ] 75.2! ~HEHE- una
k- ! 1 Cornartzon L T (25.5)
& 60 : ! & Comparison  169/530
5 o i : (31.9)
% o ; ' Hazard ratio for death,
™ E ! ! 0.75 (95% Cl, 0.59-0.93)
e n d p O I n t v 304 1 1 P=0.01 by stratified log-rank
B H H
a 20 ! ! test
104 i i Median follow-up among
| | patients with censored data,
O+——T 7T 7T T+ T T T T+t T T T T T T T T T T T T T T T T T T T T 463mo (range, 0.03-64.7)
0 2 4 6 8 10121416 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60 62 64 66
Powles, T. (2024). NEJM 391: 1773-1786. ) pusste
Months since Randomization
No. at Risk
Durvalumab 533 517 492 468 446 434 423 410 400 349 295 238 182 12596683421 71 0
H H H Comparison 530 507 467 438 413 392 378 368 358 311 259 215 174 1139060382110 2 0
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NIAGARA doesn’t require extrapolation to your patients
(because patients like yours were included)

Durvalumab

Comparison

Characteristic (N=533) (N=530)
Invasive urothelial carcinoma, not otherwise specified 457 (85.7) 441 (83.2)
Urothelial carcinoma with squamous differentiation 38 (7.) 49 (9.2)
1 5 % d | Ve rge n t d | ffe r e n t | a t | O n Urothelial carcinoma with glandular differentiation 10 (1.9) 15 (2.8)
Urothelial carcinoma with other histologic subtype 28 (5.3) 25 (4.7)
Tumor stage — no. (%)§9
T2NO 215 (40.3) 213 (40.2)
6 O % > T2N O Higher than T2NO 318 (59.7) 317 (59.8)
Regional lymph-node stage — no. (%)§
NO 505 (94.7) 500 (94.3)
0
5% N 1 NT 28 (5.3) 30 (5.7)
Creatinine clearance — no. (%)
260 ml/min/1.73 m2 432 (81.1) 430 (81.1)
~20% with CrCl 40-60 40 to <60 ml/min/1.73 m? 101 (18.9) 100 (18.9)

Powles, T. (2024). NEJM 391: 1773-1786.
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How does perioperative GC-durvalumab compare to ddMVAC?

VESPER: ddMVAC x6 vs GC x4

Cystectomy

R
e b-year OS 66% vs 57%, HR 0.71 (0.52-0.97) N = 437pts ddMVAC x &
 (Cost: increased toxicity

+ pCR 42% vs 36% VESPER -
. 3.year PFS 66% v 56%, HR 0.70 (0.51-0.960) m

91%

VESPER included 95% cT2NO (~5% cT3-4) - NOT representative
20-30% of MY patients can get ddMVAC (renal/cardiac function)
6 cycles of ddMVAC?! Aspirational...and toxic

In 2014, 32% received any neoadjuvant cisplatin

ddMVAC vs GC is an intellectual exercise that doesn’t apply to most patients with MIBC

Pfister, C. (2024). Lancet Oncology 25(2): 255-264.
Duplisea, J. (2019). Can Urol Assoc J 13(2): 24-28.
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Perioperative durvalumab improved survival in the pCR and

non-pCR groups

1.0 — pCR 92.1%
©
e
S 0.8
= “-., non-pCR 85.8%
st ﬂ*“'t"‘i ,
g 06_ .""L{,_:'#—"l‘il__ :
.._'. & "||. e |
S T i o i T
3 bbb g gy __,I:m"'*“”“H'WH # - HHB- - - - 4 -HEHI- H - - S - - - -
- ! b= iy
S 0.4 Fl=11 = 1 - = = - ‘ .
> m -
.3
Bl 49.5%
S Durvalumab arm i
o 1
Comparator arm :
I
O4—T—T T T T T T T 7T T T T T T T T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60 62
. . Time from randomization (months)
No. of patients at risk
oCR Darm 199 199 195 188 185 180 176 174 173 172 171 170 170 166 164 162 145 142 134 111 103 90 70 69 5 40 39 14 9 9 0 0
PCR-Cam 146 146 144 140 139 136 134 131 128 126 124 121 119 118 116 115 105 101 100 79 79 73 88 & 3 30 2 9 6 6 0 0
nonpCR Darm 334 320 280 266 239 221 210 196 183 176 173 165 160 155 151 150 137 127 121 103 99 89 71 71 58 46 42 18 11 11 1 0
norrpCR Camm 384 352 293 275 242 222 209 197 185 174 172 167 162 155 148 144 123 118 114 98 93 8 74 72 5 39 35 15 12 10 2 0

PCR
Durvalumab | Comparator
N=199 N=146
No. events, n (%) 23 (12) 29 (20)
Median EFS NR NR
(95% Cl), months  (NR-NR) (NR-NR)
EFS HR 0.58
(95% Cl) (0.332-0.999)
non-pCR
Durvalumab | Comparator
N=334 N=384
No. events, n (%) 164 (49) 217 (57)
Median EFS 34.7 228
(95% Cl), months  (20.5-NR) (15.5-30.6)
EFS HR 0.77
(95% Cl) (0.631-0.948)
ITT
EFS HR 0.68
(95% Cl) (0.56-0.82)

Galsky, ASCO GU 2025.
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Dr. Narayan may tell you that
we need a 4 arm, 4000-
patient trial to determine the
contribution from the
components of the
sandwich...

| have bad news for him.



ALL ongoing phase 3 MIBC trials are perioperative trials

Cisplatin +/- 10 paradigm EV-containing paradigm
VOLGA (cis-ineligible)

E N E R G I Z E Durva + treme + EV E > Durva + treme
(@]
Observation §

— > Nivo

H EV-303 (cis-ineligible)

e [
KEYNOTE-866
-

— EV-304 (cis-eligible)

B
EV + pembro

GC + nivo +
linrodostat

Cystectomy

> Pembro

g Observation

Cystectomy

mmmmmg EV + pembro

GC +
pembro

Cystectomy

mmmmg Observation

Cystectomy

g EV + pembro
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Take home messages

 The addition of perioperative durvalumab to neoadjuvant GC improves EFS
and OS

* |nclusion criteria that reflect a real-world population
e pCR rate with GC+durvalumab rivals those seen with ddMVAC

 EFS and OS were improved with the additional of durvalumab even with
patients who had a pCR

* Most patients can’t get ddMVAC - so shouldn’t we give them the best
possible neoadjuvant treatment available to them?

* Nervous about overtreatment/toxicity with adjuvant durvalumab? Just WAIT
for adjuvant enfortumab vedotin

As | place Ben’s split-dose gem-cis orders for next week, I'm adding
durvalumab. Are you?
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