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Metastatic urothelial carcinoma EAU guidelines, Eur Urol 2022 (Cathomas et al.)

— Leitlinienempfehlungen:

P5 2 and GFR<60 ml/min
PS 2; GFR<30 ml/min
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Das metastasierte Urothelkarzinom (mUC):
Erstlinientherapie und Erhaltung



mUC: Erstlinientherapie bis 2017

PLATINUM-ELIGIBLE

CISPLATIN

CARBOPLATIN

PS 0-1 and GFR >60ml/min
(+Galsky criteria)

PS 2 or GFR 30-60 ml/min

‘_'_”_'_'

v

-
Cisplatin/Gemcitabine
oder MVAC 4-6 Zyklen

\_

~

J

Ansprechrate: 45%-50%
medianes OS: 14-15 Monate

Van der Maase et al. J Clin Oncol 2005

v

4 )
Carboplatin/Gemcitabine
4-6 Zyklen

\ J

Ansprechrate: 35-40%
medianes OS: 9-10 Monate

De Santis M et al. J Clin Oncol 2012

PLATINUM-INELIGIBLE

PS 2 and GFR <60/min; PS >2; GFR <30ml/min

BSC




Metastasiertes Blasenkarzinom: Platin-eligibility («Platin-fit»)

PLATINUM-
PLATINUM-ELIGIBLE
INELIGIBLE

ECOG PS 0-1 AND ECOG PS 2 OR ANY of the following:
GFR > 50-60ml/min AND GFR 30-60ml/min OR GFR <30ml/min
Audiometric hearing loss < Grade 2 AND not fulfilling other cisplatin- ECOG PS 23
eligibility criteria
Peripheral neuropathy < Grade 2 AND ECOG PS 2 and
GFR < 60 ml/min
Cardiac insufficiency < NYHA class Il Comorbidities 2 Grade 3

‘ Korrekte Einteilung wichtig!

Gupta et al. ASCO GU 2019




Neue Therapiemobglichkeiten: mUC

Atezolizumab (Ph 11) 1
Durvalumab (Ph I/11) 2
Avelumab (Ph 1) 3

Nivolumab (Ph Il)

Pembrolizumab (Ph I/11) ® Erdafitinib (Ph II) ©

Sacituzumab govitecan
FDA approval 13 April 2021

Durvalumab Nivolumab Nivoluriab Pambrolizuriab Enfortumab Vedotin

FDA breakthrough Atezolizumab FDA approval Avelumab FDA approval

{ . EMA | Atezoli b FDA | i
designation o g SR e mbralmab (19 Dec 2019) >

9
(17 Feb 2016) 7 :g&apg:)olvgls (2 Feb2017)° FDA aPProvallo (2 June 2017) '* EMA approval (18 May 2017) > EMA approval
Sty LR (20 July 2017) 2 (20 July 2017) 14

Checkpoint Inhibitoren: Neue Medikamente:
2016/2017: Zulassung fir 2. Therapielinie 2021: Phase 3 Studie mit Enfortumab
2020: Phase 3 Studien 1. Therapielinie 2023: Phase 3 Studie mit Erdafitinib

Modified von Cora Sternberg, ASCO GU 2020



2 Fragen:
- 10-Kombis?
- 10 alleine?

mUC

No prior chemo or CPI

ECOG 0-1 (2)
Cis or Carbo fit

IMvigor 130
N=1200

Cis/Carbo-Gem
Maintenance: none

Cis/Carbo-Gem
+Atezolizumab
Maintenance: Atezo

Atezolizumab
(PD-L1 +)

Lancet 2020/ASCO GU 2023

KEYNOTE 361

N=990

Cis/Carbo-Gem
Maintenance: none

Cis/Carbo-Gem
+Pembrolizumab

Maintenance: Pembro

Pembrolizumab
(PD-L1 +)

DANUBE
N=1200

Cis/Carbo-Gem
Maintenance: none

Durvalumab
+Tremelimumab

Durvalumab
(PD-L1 >25%)

PFS

OS

HR 0.82, p=0.007

Nicht signifikant

Lancet Oncol 2021

Lancet Oncol 2020

Nicht signifikant

far OS und PFS

Nicht signifikant
fir OS und PFS




Integration von Checkpoint inhibitoren (10): Kombination?

os,

1st line: Chemo + 10 oder 10-10 vs Chemo alleine: kein OS Vorteil
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Durvalumab + Tremelimumab

DANUBE
Powles et al. Lancet Oncol 2020

Overall survival (%)
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Arm A Am C

Atezo+ pitigem Placebo + pitigem
(n=451) (n=400)

OS events, n (%) 336 (75) 310 (78)

HR (95% CI)* 0.85 (0.73, 1.00)

Log-rank P value® 0.023¢ (final efficacy boundary: 0.021, 1-sided)
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Chemo + Atezolizumab

Imvigor 130
Galsky et al. ASCO GU 2023




Integration von Checkpoint inhibitoren (10): Monotherapie?

Overall survival

I0 Mono vs Chemo

PD-L1 pos. Subgruppe

KEYNOTE 361 - 10 vs Chemo

DANUBE - 10 vs Chemo (1°EP)

IO Monotherapie
KEIN VORTEIL bei PD-L1+

Bamias et al. ASCO GU 2023
Powles et al. Lancet Oncol 2020
Powles et al. Lancet Oncol 2021
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Immuntherapie beim mUC: Erhaltungstherapie!

* CR, PR, or SD with standard
1st-line chemotherapy
(4-6 cycles)

— Cisplatin + gemcitabine or

— Carboplatin + gemcitabine

* Unresectable locally
advanced or metastatic UC

Primdrer Endpunkt: Gesamtiiberleben (OS)

Avelumab
10 mg/kg IV Q2W
+ BSC* .
R—— =350 Medianes Alter: 68 Jahre
4-10 weeks ntil PD, unacceptable
N=700 1F:{1 l:oxili"::/), or withdpravzl 70% B I a Se/3 O% U p p e r t ra Ct

BSC alone® 55% Viszerale Metastasen
L i 54% PD-L1 +
* Best response to 1st-line chemo (CR or PR vs SD) 72% CR Oder PR naCh Chemotherapie

* Metastatic site (visceral vs non-visceral)

OS in the overall population

Avelumab + BSC BSC alone
1004 (m=350) {n=350})
Events, m (75) 215 161.4] 237 |67.7]
20 05, median 238 150
(95% CI). mo [15.5-26.8) [13.5-18.2)
80 1 e R 0.76 {0.631-0.915)
7O A 2-sided p-value 2003
w 0S 23.8 vs 15 Monate
- 5{] _
8 o HR 0.76 (95%Cl, 0.63-0.91)
EJ:] -
.'2[' =
10
|:] -

O 4 &8 12 16 20 24 25 32 346 40 44 48 52 546 &0
= 4t riels Mﬂl‘ll‘hs

Powles et al. NEJM 2020; Update 39 months FU: Powles et al. ASCO GU 2022



mUC: Erstlinientherapie 2022

PLATINUM-ELIGIBLE PLATINUM-INELIGIBLE
CISPLATIN CARBOPLATIN PS 2 and GFR <60/min; PS >2; GFR <30ml/min

PS 0-1 and GFR >60ml/min PS 2 or GFR 30-60 ml/min ’.

‘—v—”—v—’
¥ s

*
*

p° FDA
[ Cisplatin/Gemcitabine} {Carboplatin/Gemcitabinﬁ ‘

or MVAC 4-6 cycles 4-6 cycles

Progressive 0 BSC
CR/PR/SD (85%) %1(15% mono

{ Avelumab } { Watchful waiting } 10 (Pembrolizumab) ]

Cathomas et al. EAU guidelines, Eur Urol 2022




Das metastasierte Urothelkarzinom (mUC):
spatere Therapielinien



Spatere Therapielinien: abhangig von Vortherapie

SPATERE THERAPIE-LINIEN Zweitlinien-Chemotherapie:
Ansprechrate: 10-15%

\ \ Median PFS: etwa 3 Monate
VORBEHANDLUNG MIT KEIN PLATIN, ABER > 1 LINIE Median OS: etwa 7 Monate
PLATIN UND 10 (mind. 1 Linie 10) =P “|letzte Reserve”

¥ ¥
* Falls FGFR positiv: Erdafitinib * Falls FGFR positiv: Erdafitinib Zweitlinien-Immuntherapie:
* Enfortumab vedotin * Enfortumab vedotin Ansprechrate 20%
* sacituzumab govitecan (FDA) Carboplatin-basierte Chemo Medianes PFS: etwa 2 Monate
e Chemo mon'o (pac'lltaxel, e Chemo mon.o (pac.lltaxel, Medianes OS: etwa 10 Monate
docetaxel, vinflunine) docetaxel, vinflunine) . .
« Studien « Studien =P nur falls kein 10 1st line

Update EAU guidelines 2024, in press



Enfortumab vedotin (EV) nach Platin und IO (EV-301)

EV 301: N=608 Patienten, open label Phase 3

EV vs chemotherapy (paclitaxel, vinflunine, docetaxel) 1:1

ALLE mit Platin und IO Vortherapie; medianes Alter 68, ECOG 0/1 40%/60%
EV: wochentliche Gabe d1, 8, 15 alle 4 Wochen (neue Studien: d1, 8 q3w)
Primarer Endpunkt: OS - 12.88 vs 8.97 Monaten HR 0.7 (0.56-0.89); p=0.001)

A Overall Survival According to Treatment Group
100-

90+
80+
70-

ntage of Patients Alive

Perce

104

0

60—
50
40
30+
20

Ansprechrate:
ORR: 41% vs 18%

Enfortumab vedotin Enfortumab

Vedotin

Chemotherapy Chemotherapy

Problem Toxizitat:

Hautreaktionen: total 47%, Grad 3/4 15%
Periphere Neuropathie: total 46%, Grad 3/4 5%
Hyperglykdmie: total 6%, Grad 3/4 4%

||||||||||||||||||||||||
01 2 3 4 5 6 7 &8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 2

Months

Powles et al. ASCO GU 2021, abs 394/NEJM 2021




FGFR Inhibition: Erdafitinib nach mind. 10 (THOR)

FGFR3 Mutation oder FGFR2/3 Fusion: 15-20% in mUC (hdher im oberen Harntrakt)
N=266; oral taglich 8mg Erdafitinib vs Chemo (Docetaxel, Vinflunine)

100

0S, %

No. at risk
Erdafitinib
Chemotherapy

=@— Erdafitinib == Chemotherapy

Median FU: 15.9 months
80 -
- Median OS: 12.1 vs 7.8 months
HR 0.64 (95%Cl 0.47 - 0.88; p=0.005
40 —
20
= O- < D
O | | | | | | | | | | | | | | | | |
0O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Months Since Randomization
136 117 97 74 46 35 25 17 15 9 5 3 3 2 2 2 1 0
130 8 66 43 30 18 13 9 8 3 2 2 1 0 O O O O

Erdafitinib
(n=135)

Patients with AEs,
n (%)?2

Grade 3-4
>1 treatment-related AE 131 (97.0) 62 (45.9)
Hyperphosphatemia 106 (78.5) 7 (5.2)
Diarrhea 74 (54.8) 4 (3.0)
Stomatitis 62 (45.9) 11 (8.1)
Dry mouth 52 (38.5) 0
PPE syndrome 41 (30.4) 13 (9.6)
Onycholysis 31 (23.0) 8 (5.9)

Patients who
discontinued study

treatment, n (%)

Discontinuation due to

0%)b
treatment-related AEs 11 (8.1%)

Overall response rate: Erdafitinib 46% vs Chemo 12%; mPFS 5.6 vs 2.7 mts (sign.)

Loriot et al. ASCO 2023, abs LBA 4619



Das metastasierte Urothelkarzinom (mUC):
was kommt in naher Zukunft?



...was kommt NICHT: negative Studien!

LEAP-011: 1st line Lenvatinib plus Pembrolizumab (Eur Urol 2023)
ATLANTIS platform: maintenance cabozantinib (ASCO 2022)
FORT-1 : second line Rogaratinib (J Clin Oncol 2022)

BISCAY: Biomarker-basierte Kombinationen (Nature Med 2021)
— Durvalumab plus FGFRi; PARPi;TORC1/2i



Sacituzumab govitecan (SG) - ADC gegen Trop-2

 Open label Phase 2 Studie; N=113 (TROPHY-U-01: Cohort 1)

— Alle Patienten mit St.n. Platin und IO Therapie
— SG: intravenos 10mg/kg Tag 1 und Tag 8 alle 3 Wochen

e CR:5%; PR 22%; SD 34%
* Medianes PFS 5.4 Monate; Medianes OS 10.9 Monate

>

90 770//0 e memeessme e mem. e Sm. e S EmeEe S, e SN e S m. N EEEE . . S EEEE. .S S SEEe. e em. e Smem e ame s smannanane e e

& Laufende Phase 3 Studie:
TROPICS-04

SG vs Chemotherapie
(nach Platin und |0)

Change From Baseline
| D |
=

Loriot et al. ESMO 2020/Tagawa et al. JCO 2021



Kombination von ADC und 10

EV-103: Cohort K
Enfortumab plus Pembrolizumab

Tumor Size (% Change from Baseline)
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PD-L1 Score

= High (CPS 210)

m Low (CPS <10)

= Not evaluable

Best Overall Response

97.1% of assessable patients had tumor reduction ¢ Confirmed CR/PR

EV + P (n=69)

N=76; cisplatin-ineligible
ORR 65%: CR 11%, PR 54%
Rosenberg et al. J Clin Oncol 2023

Best Percent Change from Baseline-Target Lesions
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TROPHY-U-01: Cohort 3
Sacituzumab plus Pembro

63% of patients with tumor shrinkage??

Patient Number

N=41; cisplatin-ineligible
ORR 34%: CR 2%, PR 32%
Grivas et al. ASCO GU 2022




Anti-Her2 ADC

Disitamab vedotin: anti Her2 AK: Disitamab; Payload: MMAE

Her 2/3 + mUC: late line Her 0/1+ mUC: late line RC48 + anti PD-L1

ORR=50.5% (54/1 07) = HER2 IHC2, FISH

unknown
- HERZIHCZ &FISHor HC3+
HER2 IHC2+&FISH-

‘“ T |
L[

Confirmed ORR: 71.8% (28/39) . rero x berie
(CR 3, PR 25) m HER2+ © HER3+
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Prior systemic treatment (n,%)
0 Line 25 (60.98%)

21 Lines 16 (39.02%)

Number of prior systemic therapies (n, %)

Only one line 38 (35.5%)

. "
>two lines 69 ( 64.5%) 63% had 2 prior lines of tx

Sheng et al. ASCO 2022, abs 4518 Xu et al. ASCO 2022, abs 4519 Sheng et al. ASCO 2022, abs 4520



E S M 0 20 2 3 Checkmate 901 EV-302

N=990 N=760

Cis/Carbo-Gem Cis/Carbo-Gem

. Maintenance:
Maintenance: none
Avelumab allowed

mUC . Enfortumab vedotin
No prior chemo or CPI Cis/Carbo-Gem n

ECOG 0-1 (2) +Nivolumab Pembrolizumab
Cis or Carbo fit

N Qab NCT04223856

+lpilimu
Press release 16.5.22 :
Nivo-Ipi: OS neg

NCT03036098 Press release22.9.23:
EV + Pembro

OS benefit

Press release 11.7.2023:
Platin/Gem + Nivolumab
OS benefit

ESMO 22.10.23: LBA7 ESMO 22.10.23: LBA6




/usammentassung metastasiertes Urothel-Ca

Stand 14.10.23

1. Linie Standard: Platin-Gemcitabin + Avelumab Erhaltung

e Spatere Linie Standard: Enfortumab, Erdafitinib (nur falls FGFR+)

* Weitere Optionen: Sacitzumzuab, Chemotherapie, (Immuntherapie)

ABER: am 22.10.23 grosse Anderungen zu erwarten

1. Linie: Enfortumab plus Pembro (oder Platin-Chemo + Nivo)

e 2. Linie: Platin-basierte Chemotherapie, SG, Erdafintinib (falls FGFR+)
* Und dann?
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