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Muskelinvasives Blasenkarzinom (MIBC): viel Verbesserungspotenzial!
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Perioperative Therapie beim MIBC

NEOADJUVANT el ADJUVANT
Standard: cisplatin-basierte Chemo Therapie Chemotherapie kein Standard
2 RCT Studien: ABC Meta-Analysis
- SWOG 8710 - NEJM 2003 Update: Eur Urol 2022
- EORTC 308094 - JCO 2011
ABC Meta-Analyse: Eur Urol 2005 Immuntherapie Phase 3 Studien:
Neue - Atezolizumab: Imvigor 010 - negativ
VESPER trial: ddMVAC (L t Oncol 2024)
rial: ancet Onco . _ ) iy
Optlonen - vaolumfab. Checkmate 274 posm.v.
Multiple Phase 2 Studien 2018-2023 - Pembrolizumab: Ambassador - positiv
PERIOPERATIV

Phase 3 Studien:

- Durvalumab + Cis/Gem (ESMO 2024)
- Nivolumab + Cis/Gem

- Enfortumab +Pembro

- Enfortumab + Durva +-/Treme




Perioperative Therapie beim MIBC

NEOADJUVANT Lokale

Standard: cisplatin-basierte Chemo Therapie

2 RCT Studien:

- SWOG 8710 - NEJM 2003

- EORTC 308094 - JCO 2011
ABC Meta-Analyse: Eur Urol 2005

VESPER trial: ddMVAC (Lancet Oncol 2024)

Multiple Phase 2 Studien 2018-2023




Neoadjuvante Cisplatin-basierte Chemo Standard (cT2-T4aNO)
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Neoadjuvante Cisplatin-basierte Chemo: auch fur cT2!

5-yrs OS fur cT2:
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(32 deaths: maedian
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- MVAC and cystectomy, T3

or T4a (58 deaths, median
survival 65 months)

- Cystectomy, T3 or T4a

(67 deaths; madian
survival 24 months)

Grossman et al. NEJM 2003
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Soria F et al. BJU Int 2021



Optimale neoadjuvante Chemotherapie ?
VESPER Studie (N=500):

Randomisierte Phase 3 Studie: neoadjuvant ODER adjuvant
4 x Cisplatin/Gemcitabine vs 6 x dose denseMVAC (MTX, Vinblastin, Doxorubicin, Cisplatin)

Primarer Endpunkt: PFS Toxizitat:
. Hamatologisch:
Baseline : G3/4:55% GC vs 52% ddMVAC

Medianes Alter: 63 Jahre, 84% Manner
Radikale Zystektomie durchgefihrt in 90%
cT2: 95% inGC, 90% in ddMVAC Gruppe

Asthenie:
G3/4: 4% GC vs 14% ddMVAC

Nausea:

0 i
88% neoadjuvante Behandlung G3/4: 3% GC vs 10% ddMVAC

(58% haben 6x ddMVAC erhalten)

Pathologische Ansprechraten:
e ypTO:42% ddMVAC vs 36% GC
e <ypT2:63% ddMVAC vs 49% GC

Pfister et al. Eur Urol 2021



VESPER trial: finale Analyse flr Gesamtuiberleben (5 Jahre)

Primary endpoint: Progression Free Survival
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- ddMVAC ein Standard fir fitte Patienten!

Pfister et al. Lancet Oncol 2024




Integration der Immuntherapie: neoadjuvant oder adjuvant?

Proposed rationale for adjuvant immunotherapy
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Versluis et al. Nature Med 2020



Neoadjuvante Immuntherapie mit Checkpoint-Inhibitoren
PURE-01: Pembrolizumab (3x)

Necchi et al, JCO 2018 und Eur Urol 2020 N=114 pts Primdrer Endpunkt: pathologische CR
%

3x3 weekly cycles of

* Fitand planned for cystectomy — > _Ta... « Cystectomy
(according to local guidelines). pembrolizumab 200 mg IV

= Predominant (i.e. 50% at least) UC * Post-cystectomy :

histology management according to C R TO . 3 9(y
« cT<3bNO stage local guidelines p yp . 0
» Residual disease after TURB (surgical Pre-post treatment tissue/blood sample collection fol

S ey oo e PaR (<ypT2): 56%

presence)
= Agnostic about cisplatin eligibility Pre-post treatment imaging: muttiparametric bladder

= GFR 220 ml/min (Cockcroft — Gault MRI{mpMRI); B FDG-PET/CT scan. T/ACT scan
formula)

* ECOG-PS 0-1 » Pathologic complete response (pT0) in ITT populationis the pnmary endpoint
* The H, is pTO 225% and Hp pT0s15%

ABACUS: Atezolizumab (2x)

Powles et al.Nature Med 2019
N=95 pts

1ry EP: 88 pts pCR (ypTO) 31%

TURBT  Maximum of 8 week delay to surgery surgery Pa R (<y pTz ) . ke IN e A N ga b e N

—

CT/MRI




Neoadjuvante Studien der «Neuzeit» im Vergleich
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Perioperative Therapie beim MIBC
ADJUVANT

Chemotherapie kein Standard

Lokale

Therapie

ABC Meta-Analysis
Update: Eur Urol 2022

Immuntherapie Phase 3 Studien:

- Atezolizumab: Imvigor 010 - negativ

- Nivolumab: Checkmate 274 - positiv

- Pembrolizumab: Ambassador - positiv




Adjuvante Chemotherapie beim MIBC
- Meta-Analyse mit OS Vorteil - ABER: keine pos. RCT

ABC collaborators Meta-Analyse: update 2022
N=1183, 10 RCT, 100% Cisplatin-basierte Chemo

25% pT1-2, 54% pNO

1.00 -
0.90
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0.30
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0.00

Survival

Events /participants

291/600
319/583

Adjuvant CT
Control

HR 0.77 (95% Cl 0.65-0.92); p=0.004
Absoluter OS Benefit nach 5 Jahren: 6%

0

At risk:
AdjCT 600
Cantral 283

1 1 1 1 I I I I

1 2 3 4 5 (& 7 8
Analysis time (YT)

480 380 303 240 191 149 116 88

462 226 289 238 187 130 g2 g2

ABC Meta Analysis Collaborators Group, Eur Urol 2022

Vorteil bei:
pT3 und pT4
(PNO)



Adjuvante Immuntherapie beim MIBC
- 3 ahnliche Studien mit 3 verschiedenen Substanzen

- Nach radikaler Operation
- Blasenkarzinom und oberer Harntrakt

Kontrollarm:

- Placebo
Einschlusskriterien: - Beobachtung
- Mit oder ohne neoadj Chemo (NAC) / (Imvigor 010, Ambassdor)

Nach NAC: 2 ypT2 oder ypN+ \ Experimenteller Arm:
Falls keine NAC: 2 pT3 oder pN+ - Atezolizumab (Imvigor 010)

- Nivolumab (Checkmate 274)
Primarer Endpunkt: - Pembrolizumab (AMBASSADOR)
Krankheitsfreies Uberleben (DFS)

Therapiedauer 1 Jahr

Ausnahme AMBASSADOR: DFS und OS



DFS: Vergleich der 3 Studien <

Imvigor 010
(Atezolizumab)

A
1004 — Atezolizumab: median disease-free survival 19-4 months (95% C1 15:9-24-8)
— Observation: ian disease-free survival 16-6 months (95% C111.2-24-8)
Stratified HR* 0-89 (95% C1 0-74-1.08); two-sided log-rank p=0-24
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0 (4 (1) (3 (0) 43) (58 (78 (95 (112) (130) (154) (179) (184) (193)

Checkmate 274
(Nivolumab)

-
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(Pembrolizumab)

Disease-free survival (%)

ITT

Median DFS (95% CI), months

NIVO 22.0 (18.8-36.9)
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HR 0.89 (95% CI1 0.74 - 1.08)

Bellmunt et al. Lancet Oncol 2021
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T T
6 12 18 24 30 36 42 48 54 60 66
Months

Disease-Free Survival (%)

No. of cveatifistal Median (95% CT),
months
PEMBROLIZUMAB | 147354 29.0 (21.8-NR)
OBSERVATION 172348 14.0 (9.7-202)
HR (95% CI) 0.69 (0.54-0.87)
P=10.001
Pembro
Observ.
Data Lock 3102022
H 12 18 24 30 36 P P
Jlow-up (range) 22.3 months (0.0348.9) I Months (Time from Randomization)
Patients-at-Risk
238 178 23 0 45 26 5 2
192 125 97 53 23 13 6 1

HR 0.71 (95% Cl1 0.58 - 0.86)

Galsky et al. NEJM 2021

HR 0.69 (95% C1 0.54 - 0.87)

Apollo et al. ASCO GU/NEJM 2024




Besonderheiten der 3 Studien

. —
* Imvigor 010: » F" |
* Personalisierte ctDNA als pradiktiver Marker? §ox e
* Imvigor 011 |uft: ctDNA basierte Randomisation T e e w

Powles et al Nature 2021

* AMBASSADOR:
* cooperative group (Alliance, NIH, NCl) \ V
i

“ﬂ“.rl') ) \\ nnnnnnnnnnn 1 (¢ )
* Benefit fir PD-L1 positiv und negativ z \\ AT \ i i
* OS als Co-priméren Endpunkt ; e BN

Tz HR (95% CI) 0.77 (0.57-1.04) ol HR(95% Cl_) 0.61 (0.44-0.84)
* Checkmate 274: S L LR
e Linostes F O” oW-u PR e T S i T T T e T T
. 8 ] P Apollo et al. ASCO GU 2024
* Nivolumab bei PD-L1 pos. EMA zugelassen




Perioperative Therapie beim MIBC

NEOADJUVANT el ADJUVANT
Standard: cisplatin-basierte Chemo Therapie Chemotherapie kein Standard
2 RCT Studien: ABC Meta-Analysis
- SWOG 8710 - NEJM 2003 Update: Eur Urol 2022
- EORTC 308094 - JCO 2011
ABC Meta-Analyse: Eur Urol 2005 Immuntherapie Phase 3 Studien:
Neue - Atezolizumab: Imvigor 010 - negativ
VESPER trial: ddMVAC (L t Oncol 2024)
rial: ancet Onco . _ ) iy
Optlonen - vaolumfab. Checkmate 274 posm.v.
Multiple Phase 2 Studien 2018-2023 - Pembrolizumab: Ambassador - positiv
PERIOPERATIV

Laufende Phase 3 Studien:

- Durvalumab + Cis/Gem (ESMO 2024)
- Nivolumab + Cis/Gem

- Enfortumab +Pembro

- Enfortumab + Durva +-/Treme




SAKK 06/17: Phase 2 - perioperative Therapie

Primarer Endpunkt: Event free survival (EFS) nach 2 Jahren

p ~ NEOADJUVANT ADJUVANT

i
Muscle invasive UC ™ N=61
T2-T4a NO/N1 MO Cisplatin 70mg/m? d1 | qawxa — T T
All subtypes if UC predom. | Gemcitabine 1000mg/m? d1,8 - I/f Radical oY - Durvalumab

isplatin fi + | | 1500mg q4w x 10
EEFP:::-I:[::I I/min/1.73m? Durvalumab 1500mg q3w x 4 \"*w-..____s_u rge I‘?’_ »/ 54
' Start d1 cycle 2 T
. WHOPS0-1
\ /N /

-

Pathological response:
- pCR (ypTONO): 34%
- <ypT2NO: 60%

Cathomas et al. J Clin Oncol 2023
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Survival
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EFS und OS:

HW—H_‘*_‘—F—.——;
75 7%
[61.8%, 85.1%] :

EFS
0s

0
0

# at risk

EFS 57 56 52 48 43 42 40 40 38 38 34 33 32

0s

T
3

T T T T T T T T T
] 9 12 15 18 21 24 27 30 33 36
Time from treatment start (months)

Event free survival:
Nach 2 Jahren: 76%
Nach 3 Jahren: 73%

Overall survival:
Nach 2 Jahren: 85%
Nach 3 Jahren: 81%

& SAKK

WE BRING PROGRESS TO CANCER CARE



NIAGARA: Study Design

BARCELOMA 0“gress
2024

Perioperative
Neoadjuvant Adjuvant )

Study population Durvalumab 4 cycles 8 cycles Dual primary endpoints
* Adults » EFS*
- Cisplatin-eligible MIBC arm } Durvalumab 150mgvosw i = Y Durvalumab - pCR™

(cT2-T4aN0/1MO) N=533 Gemcitabine + cisplatin 2 Al 1500 mg IV Q4w
* UC or UC with 32 Key secondary endpoint

divergent differentiation o . 0S

or histologic subtypes T
* Evaluated and confirmed N=530 . _ _ S

for RC g Gemcitabine + cisplatin « A No treatment Safety
« CrCl of 240 mLmin Comparator

darm

Stratification factors
Clinical tumour stage (T2N0 vs >T2NO0)
Renal function (CrCl 260 mL/min vs 240-<60 mL/min

emcitabine/cisplatin dosing

CrCl 260 mL/min: Cisplatin 70 mg/m? + gemcitabine 1000 mg/m? Day 1}
then gemcitabine 1000 mg/m?2 Day 8, Q3W for 4 cycles

CrCl 240-<60 mL/min: Split-dose cisplatin 35 mg/m?+ gemcitabine
Q00 mg/m? Days 1 and 8, Q3W for 4 cycles

PD-L1 status (high vs low/negative expression)

20

eGFR bis 40ml/min: Split-dose erlaubt!

EFS was defined as:

> Progressive disease that precluded RC

> Recurrence after RC

> Date of expected surgery in patients who did not undergo RC
> Death from any cause

Other endpoints (not reported here): DFS, DSS, MFS, HRQoL, 5-year OS

Powles et al. ESMO 2024, LBA5/NEJM 2024




Primare Endpunkte: EFS und pCR

EFS auch signifikant wenn Patienten ohne Zystektomie zensiert werden

. . ongress
NIAGARA: Event-free Survival by Blinded ERESMD
Independent Central ReV|eW (ITT) Durvalumab Comparator Re'anaIySIS (Apr 2024)
N N Odds ratio 1.60 (95% CI, 1.23-2.08)
Number of events, n (%) 187 (35.1) 246 (46.4) | nominal £=0.0005
. . NR 46.1 -
10 12 months Median EFS (95% Cl), months (NRNR) (224R) _ 40
76.0% 24 months HR (95% Cl) 0.68 5;2 37.3%
08 67.8% — (0.56-0.82) @ 199/533 o7 5%
Stratified log-rank P value* <0.0001 © 95% Cl. 33.2-41.6 J/0
o ! y - -
& i o 146/530
w5 067 Q 95% Cl, 23.8-31.6
=
¥ ! 50.8%
g 0.4 | Median follow-up in censored patients: Durvalumab arm Comparator arm
2 i | 42.3 months (range, 0.03-61.3) _ _
a ; : N=533 N=530
02 | |
—— Durvalumab am ! » The re-analysis showed nominal statistical significance in favour
0 T |com|para|mr37m i T T T 1 ; T T T 1T T T T T T T T T T T T T 11 of Fhe duwalumab am .
0 2 4 6 & 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 *  This analysis includes the results of the 59 omitted samples
. o (28 additional pCRs)*
No. of patients at risk Time from randomisation (months)
Durvalumab arm 533 519 475 454 424 401 386 370 356 348 344 335 330 321 315 312 282 269 255 214 202 180 141 140 115 8 81 32 20 20 1 0
Comparator arm 530 498 437 416 381 358 343 328 313 300 296 288 281 273 264 250 228 219 214 177 172 159 132 129 94 69 62 24 18 16 2 0

Median 65 Jahre 40% cT2
78% ECOG PS O 60% >cT2
81% eGFR >60ml/min 5% cN1

Powles et al. ESMO 2024, LBA5/NEJM 2024




Sekundarer Endpunkt: Overall survival
NIAGARA: Overall Survival (ITT) EEE My ™™

Durvalumab Comparator
arm arm
N=533 N=530
12 months
Number of deaths, n (%) 136 (25.5) 169 (31.9)
1.0 o TR 89.5% 24 months 0.75
o .
Tirme 82.2% HR (5% CI) (0.59-0.93)
0.8 E . Stratified log-rank P value* 0.0106
S 86.5% | -
& e i 75.2%
“‘2 ’ ! | Median follow-up in censored patients:
=] ! ! 46.3 months (range, 0.03-64.7)
£ | :
S 04 ! |
g i : At the time of this analysis, at least 1
o : 1 subsequent anti-cancer therapy was
o X | reported after treatment
0.2 ! X discontinuation for:
1
Durvalumab arm E ' * 53 patients in the durvalumab arm
—— Comparator arm : E + 93 patients in the comparator arm
0 | | | | | | | | | | I | | | | | [ | | | [ I | | | | | | [ | | | I

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 64 66

No. of patients at risk Time from randomisation (months)
Durvalumab arm 533 528 517 505 402 478 468 457 446 440 434 428 423 418 410 408 400 375 349 321 205 271 238 207 182 152 125 96 68 34 20 7 1 0
Comparator arm 530 516 507 490 467 450 438 425 413 402 302 383 378 373 368 363 358 334 311 281 259 239 215 194 174 141 113 9@ 60 38 21 10 2 0

Detail: 63 Patienten im Durvalumab Arm und 84 Patienten im Vergleichsarm OHNE Zystektomie

Subgruppen: weniger Benefit flir cT2 und eGFR <60ml/min Powles et al. ESMO 2024. LBAS/NEIM 2024



Sekundarer Endpunkt: Toxzitat

NIAGARA: Most Frequently Reported AEs (Overall)  ESSSESMD™™

Proportion of patients with AE (%)

Abbruch NAC:
" 14% vs 15%

Nausea 54
Anaemia

Constipation

Abbruch adj. Durvalumab:
9% vs NA

Fatigue
Urinary tract infection
Decreased appetite

Neutropenia

Pyrexia . .
o Keine Zystektomie wegen NW:
- . Durvalumab arm, any grade
Vomiting . Durvalumab arm, gra:eQS or4 1% VS 1%

Blood creatinine increased

Asthenia Comparator arm, any grade

Neutrophil count decreased B Comparator arm, grade 3 or 4

Verzoégerung der Zystektomie:

Pruritus

T T T T T T T T T T T T T T T T T T T T 1 0 0
100 90 80 70 60 5 40 30 20 10 0 10 20 30 40 50 60 70 8 90 100 ZA)VS 1/0

Toxizitat: primar Chemotherapie-assoziiiert - mit oder ohne Durvalumab kein wesentlicher Unterschied

Powles et al. ESMO 2024, LBA5/NEJM 2024



...Blick in die Zukunft



Weitere perioperative Studien

Cisplatin eligible

name

ENERGYZE BMS GC + Nivolumab Gem-Cis (GC) Nivo PCR and EFS
NIAGARA AstraZeneca  GC+ Durvalumab Gem-Cis Durva PCR and EFS
KN 866 MSD GC + Pembrolizumab GC + Placebo Pembro/Placebo pCR and EFS
EV 304 Seagen, MSD  Enfortumab (EV) + Pem GC EV-Pembro PCR and EFS

Cisplatin ineligible

Trial | Sponsor __| Experimental arm Control arm _| Adjuvant ttr __| 1ry endpoint

VOLGA Astra Zeneca EV + Durvalumab Surgeryonly  Durva PCR and EFS
EV + Durva/Tremelimumab Durva/Treme
EV-303 Seagen,MSD Pembro Surgeryonly  Pembro PCR and EFS

EV + Pembro EV + Pembro



ctDNA als pradi

<tiver Marker?

- Powles et al. Nature 2021

ctDNA™:
HR=1.14

TOMBOLA: Bjerggaard Jensen et al. ESMO 2024

ctDNA post RC at
one year landmark

©
=
=
® 0.75 1 (95% CI: 0.81-1.62) 1.00-] N W
3 \ WEE, iy
o 075 iaman WY :
§ 0.50 4 575.2% — : Ly
S ctDNA*: ; 0.50 ! !
g HR = 0.58 : :
2 o (95% Cl: 0.43-0.79) 0] N=186 | RFS ctDNA pos vs neg
el . 1 1 1
s HR = 7 (2,5-20.2) ! !
8 0.00— p<08€‘&1 | :
a | T T T T T |
5 0 180 360 540 720 900 1080
Days after RC
0 10 20 30 40 50
Time (months) Imvigor 011: Powles et al. EAU 2024
[ ] 1004 ~
Imvigor 010: e
92%

ctNDA: prognostisch
ctDNA: pradiktiv fur Benefit

ctDNA geniigend sensit

von |10? N=171

DFS (%)

Median follow-up (IQR), mo

iv?

| DFS events, n (%)

88%

DFS bei ctDNA negativ

ctDNA- patients
n=171

16.3 (11.6-19.3)

Months

T T
12 15




,Bladder sparing”: wird ein Wunsch Realitat?

HCRN GU16-257 Key Eligibility Criteria
- MIBC
« cT2-4aNOMO
N =76

DNA sequencing l

Gem/cis + nivolumab x 4 cycles

[ Clinical restaging: cystoscopy + biopsies, urine cytology, MRI ]

n=72

omes of Patients
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Merkpunkte: periop. Management bei MIBC

Grundsatzlich:
 Systemtherapie ist STANDARD fur alle MIBC Patienten cT2 - cT4a
* Cisplatin-eligibe vs Cisplatin-ineligible bleibt vorerst wichtig

Cisplatin-eligible - 2 Optionen mit OS Vorteil:
* Neoadjuvant Cisplatin-basierte Chemo + adjuvant 10 falls > ypT2 oder ypN+
* Prdaop. Cis/Gem/Durvalumab und postop Durvalumab (NIAGARA)

Cisplatin-ineligible - 1 Option mit OS Vorteil:
* Adjuvante Immuntherapie falls > pT3 oder pN+ (EMA: ,,PD-L1 pos.”)
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