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Metastatik Mesane Kanserl
Birinci Basamak Kemoterapi

Selected randomized clinical trial comparisons of chemotherapy for metastatic bladder cancer

Study (vear of T Interventions Response rate (%) Median OS (months) Toxicity
publication)
Logothetis et al 36 110 MVAC versus CISCA 65 versus 46; P<0.05 15.5 versus 10.1; P=0.0003 MVAC=CISCA
(1990)
Loehrer ef 2137 269  MVAC wversus cisplatin 39 versus 12: P=0.0001 12.5 versus 8.2: P=0.0002 MVAC=cisplatin
(1992)
Mead ar 13 (1998) 214 CMV versus MV 46 versus 19 ( Pvalue not T0versus 4.5; P=0.0065 CMV=MV

reported)
von der Maase ef al 405 GC versus MVAC 49 versus 46; P=0.51 14.0 versus 15.2; P=0.66 MVAC=GC
1071 12000.2005)
Sternberg ef al -6 263  ddMVAC versus MVAC 72 versus 58: P=0.016 15.1 versus 14.9 ( Pvalue not MVAC=ddMVAC
(2001, 2006) reported; S-year OS was 21 8%

versus 13.5%, P=0.04)

Bamias ef al ¥ 130  ddGC versus ddMVAC 32 versus 27: P=0.67 18 versus 19: P=098 ddMVAC=ddGC
(2013)

CISCA, cisplatin, cyclophosphanude, and doxorubicin; CMV, cisplatin, methotrexate, and vinblastine; ddGC.dose-densegemcitabine and cisplatin;
ddMVAC. dose-dense methotrexate, vinblastine, doxorubicin. and cisplatin: GC, gemcitabine and cisplatin: MV, methotrexate and vinblastine;
MVAC, methotrexate, vinblastine, doxorubicin, and cisplatin: o number of patients; OS. overall survival.



Metastatik Birinci Basamak Kemoterapi Sonuclari

Sisplatin Uygun Sisplatin uygun degil

Gemcitabine + Cisplatin!(1-2] Dose Dense MVACE! Gemcitabine + Carboplatin!®
ORR: 49% ORR: 72% ORR: 36%
CR: 12% CR: 25% CR: 3%
Median OS: 14.0 mos Median OS: 15.1 mos Median OS: 9.3 mos
GC: median 14.0 mos (12.3-15.5 mos) - HDM-VAC  M-VAC 100 = M-CAVI
%0 1.0 MVAC: median 15.2 mos (13.2-17.3 mos) 100 Median 15.1mos  14.9 mos = GC
£ HR: 1.09 (0.88-1.34) Syrs,% 218 13.5 < 807 Lomorank test P 64
S 081 Log-rank P = .44, Walds P = .66 809 (95%Cl) (14.521.9) (7,4-19.6) = o € -
& 0.6+ —GC 60 = Log-rank P = .042 ©
5 04- uac 40+ HR: 0.76 (95% Cl: 0.58- ).99) - E 40 -
£ 5. i = M- a i
g 02 20 — HD M-VAC 20
e o0 T T T T T T T 0 T T T T T T 0
e 0 12 24 36 48 60 72 84 0 2 4 6 8 10 12 0
Mos Yrs Yrs
Patients at Risk, n O N Patients at Risk, n O N Patientsat Risk, n
GC 203 118 50 36 30 23 7 O 112129 32 15 11 4 2 M-VAC M-CAVI 108 119 37 13 7 3 1 1
MVAC 202 125 62 40 34 29 9 1 101134 45 29 23 8 0 HDM-VAC GC 110119 44 15 5 2 2 1

1. von der Maase H, et al. J Clin Oncol. 2005;23:4602-4608. 2. von der Maase H, et al. J Clin Oncol. 2000;18:3068-3077.
3. Sternberg CN, et al. Eur J Cancer. 2006;42:50-54. 4. De Santis M, et al. J Clin Oncol. 2012;30:191-199.




Hangi Kemoterapi Rejimi ? dd-MVAC/GC

Trial design (3)

« 500 patients included in 28 centers from 2013 to 2018
(493 patients available for intent-to-treat analysis)

« Adjuvant (n=56) and Neoadjuvant (n=437) (88%)

 Primary end-point : Progression Free Survival at 3 years

 Final analysis : Overall and Specific Survival at 5 years
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Hangi Kemoterapi Rejimi ? dd-MVAC/GC

PFS at 3 years
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Perioperative dd-MVAC
improved 3-y PFS over GC

In the neoadjuvant group,
better bladder tumor local
control with a significant
improvement on 3-y PFS
in the dd-MVAC arm
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Hangi Kemoterapi Rejimi ? dd-MVAC/GC

Results (1) Overall Survival at 5 years

All patients
W dd-MVAC (n=248)
B GC (n=245)

Neoadjuvant CT
W dd-MVAC (n=218)
| GC (n=219)

(probability)

Overall survival

Overall survival
(ppabilily)

HR=0.77 (95% Cl, 0.58~1.03)
P=0.078 HR=0.71 (95% CI, 0.52-0.97)
0o Padj=0.098 00 P=0032
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In the neoadjuvant subgroup, overall survival at 5 years was
improved in the dd-MVAC group versus the GC group 66% vs 57% 2023ASCO
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Metastatik Mesane Kanseri Birinci Basamak Tedavi Secimi

National

comprehensive NCCN Guidelines Version 4.2024 NCCNQ;‘,‘;’Z‘}”& r:?edn(iz
NCCN R Bladder Cancer Discussion

Network"®

PRINCIPLES OF SYSTEMIC THERAPY

First-Line Systemic Therapy for Locally Advanced or Metastatic Disease (Stage IV)

Preferred regimens
Cisplatin eligible « Pembrolizumab and enfortumab vedotin-ejfv'S (category 1)

Other recommended regimens
« Gemcitabine and cisplatin® (category 1) followed by avelumab maintenance therapy (category 1)3'13
« Nivolumab, gemcitabine, and cisplatin (category 1) followed by nivolumab maintenance therapy' (category 1)

Useful under certain circumstances
« DDMVAC with growth factor support (category 1)%8 followed by avelumab maintenance therapy (category 1)213

Preferred regimens
Cisplatin ineligible |+ Pembrolizumab and enfortumab vedotin-ejfv!5:17 (category 1)

Other recommended regimens
* Gemcitabine and carboplatin‘sfollowed by avelumab maintenance therapy (category 1)2:13

Useful under certain circumstances

» Gemcitabine’

« Gemcitabine and paclitaxel'®

« Ifosfamide, doxorubicin, and gemcitabine?! (for patients with good kidney function and good performance
status)

« Pembrolizumab??2 (for the treatment of patients with locally advanced or metastatic urothelial carcinoma who
are not eligible for any platinum-containing chemotherapy)

« Atezolizumab?? (only for patients whose tumors express PD-L1P or who are not eligible for any platinum-
containing chemotherapy regardless of PD-L1 expression) (category 2B)




Sisplatin Kombinasyonlu Kemoterapiye Uygun
Olmayan Hasta Grubu

(JECOGPS =2
(JKreatinin klirensi < 60ml/dk
Qisitme kaybi olmasi grade2>

Periferik néropati grade2>

(AKKY olmasi (NYHA class i)

Galsky MD et al. A consensus definition of patient with metastatic urothelial carcinoma who are unfit for cisplatin-based chemotherapy.Lancet 2011



Metastatik Mesane Kanseri Birinci Basamak
Platin bazli kemoterapi+ Immun kontrol noktasi inhibitorleri

DESIGN KN361 DANUBE
Pembrolizumab 10 Durvalumab
mUC or locally advanced / (200mg 3w < 35x) (1500mg q4w until PD)

No prior chemo or CPI
1:1:1

e lcL B RIGERRALROEDRN o (Cis or Carbo/Gem (<6x) cT Cis or Carbo/Gem (<6x)

GFR 2 30ml/min Maintenance: none Maintenance: none
> 6 mo since MIBC ttr

\ Cis or Carbo/Gem |O-CT | Durvalumab +
+Pembrolizumab (< 6x) 4x Tremelimumab (75mg)
Maintenance: Pembro 10-10 Maintenance: Durva

KEYNOTE 361 (N=1010) DANUBE (N=1032)

Stratification Cis/Carbo investigator choice Cisplatin eligibilty
PD-L1: CPS =210 PD-L1: 225% IC and/or TC positive
Liver and/or lung metastases
Primary endpoints PFS and OS: 10-CT vs CT (total) OS: 10-10 vs CT (ITT)

OS: 10 vs CT (total and PD-L1 +) 0OS: 10 vs CT (PD-L1 +)
Sequential testing!

Minimum follow up 22 months (median 31.7) 34 months (median 41.2)



Metastatik Mesane Kanserl

Birinci Basamak

Platin bazli kemoterapi+ Immiin kontrol noktasi inhibitorleri

Overall survival

KEYNOTE 361 —1O-CT vs CT (1°ep)

DANUBE - 10-10 vs CT (1°ep)

100+
Pts with HR
& EV:’_“_' Median (95%C))  gse'ey P
Com bl nat'on vs Chemo 80 Pembro + Chemo 69.8%  17.0 mo (14.5-19.5) 086 Siip

70+
B0

TOTAL population (ITT) ¢~

30
1 61.8%
20 ; 56.0%
10+
0

Chemo UM% 143mo(123467) (072102

ORR 55% vs 45%
48% subsequent 10
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Metastatik Mesane Kanseri Birinci Basamak
Platin bazli kemoterapi+ Immun kontrol noktasi inhibitorleri

IMvigor130 Interim OS: ITT (Arm A vs Arm C)

1004
90+ ArmA ArmC
Atezo + plt/gem Placebo + plt/gem
80 I ¥ (n=451) (n =400)
0S events?, n (%) 235 (52) | 228 (57) |
707 Stratified HR (95% 0.83 (0.69, 1.00) ‘
—~ 601 Cl) ‘ P =0.027 (one-sided)®
X
~8-' 50- iy, - LR
40
30+
20+
10- 13.4 mo 16.0 mo
0 (12.0, 15.2) (13.9, 18.9)
0 3 6 9 12 15 18 21 24 27 30 33
No. atRisk Months
Atezo + plt/gem 451 408 360 301 229 163 117 72 36 16 3 NE
Placebo + plt/gem 400 359 308 255 182 123 79 49 25 8 NE NE

Galsky et al, Lancet 2020 May; Grande ESMO 2019



Sisplatin Urotelyal Kanserlerde immiinomoduilator

Cell Reports » ¢ ColPross Cell Reports Medicine

Medicine .
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Urotelyal Kanserlerde Renal Yetmezlik ile Immunoterapi Etkinligi
Azaliyor

o bt bkt Glomerular Filtration Rate

ASCO ABSTRACT #434954

EMOWLEDGE COMNQUIERS CANCER

Immune checkpoints blockade therapies® efficacy and toxicity in patients with impaired
renal function in metastatic b{nddcr cancer. ol

Deniz Tural, Cagatay Arslan, Fatih Selcukbiricik, Omer Fatih Olmez, Mustafa Erman, Yiksel
Uriin, Dilek Erdem, Saadettin Kilickap; Department of Medical Oncology, University of Health
Sclences, Bakirkoy Dr. Sadi Konuk Training and Research Hospital, Istanbul, Turkey; lzmir
Economy University Medical Park Hospital, Karsiyaka, Turkey; Koc University Hospital, Istanbul,
Turkey; Istanbul Medipol University, Medical Faculty, Department of Medical Oncology, istanbul,
Turkey; Department of Medical Oncology, Hacettepe University Cancer Institute, Ankara, Turkey;
Ankara University Faculty of Medicine, Cebeci, Turkey; Samsun Medicalpark Hospital, Atakum,
Turkey; Istinye University Faculty of Medicine, Department of Medical Oncology, Liv Hospital,
Ankara, Turkey 9A|

Overall Survival

**Note: The appearance of your abstract here is an approximation of how the abstract would o

appear in print, if accepted
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b45

Background:

In this study, we reported the real-life results of data from impaired renal patients with
urothelial carcinoma who were treated with immune checkpoint blockade therapies (ICT),

Methods: 0 6 12 18 24 % 8 4 48 54 60 66

on

This study included metastatic urothelial carcinoma patients treated with at least one course
of ICT. Impaired renal function was defined as a glomerular filtration rate (GFR] less than 60

ml/min. The patients were categorized into 3 different groups GFR260mL/min {normal), 60~ H
30mL/min (low), and less than 30 mL/min (very low) based on GFR, The primary endpoints The Med lan OS rate fOf G FR normalr |OW and ve ry |OW groups

were the overall response rate (ORR), overall survival (OS), duration of response with ICT, _ _ _
and safety, Median follow-up and OS were estimated using the Kaplan-Meier method. were 119 (72 165) months, 4.7 (18 77)' and 68 (11 136)

Results: months, p=0.015, respectively.



Metastatik Mesane Kanseri Birinci Basamak
Platin bazli kemoterapi+ Immun kontrol noktasi inhibitorleri

Chemo + 10 combinations

IMvigor130 KEYNOTE-361 DANUBE CHECKMATE901

Atezolizumab + Pembrolizumab + ‘ i . S Nivolumab +
Platinum/Gemcitabine Platinum/Gemcitabine Cisplatin/Gemcitabine
(n=451) (n=351) (r (n=304)

Atezolizumab

Monotherapy
(n = 400)

Coprimary endpoints: Coprimary endpoints: Coprimary endpoints: OS Primary endpoints: OS,
PFS and OS (combo vs PFS and OS (combo vs in PD-L1+ (durvalumab vs | prs
chemo) chemo) chemo)

OS (atezo vs chemo) OS (pembro vs chemo) OS in ITT (durva/tremi vs
chemo)

hierarchical approach hierarchical approach

2024 ASCO #ASCO24 mesexteony,  POOJa Ghatalia ‘ ASCO AMERCAN SOCETY OF
ILIAL A Fresermaton is sroperty ot e 26ite @rsl ASCO. Fromansin (omatend As raee . (indast gemasivmsmes vy i e S

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Sisplatine uygun hastalarda KT+immiinoterapi

CheckMate 901
Study design
* NIVO + gemcitabine-cisplatin vs gemcitabine-cisplatin in cisplatin-eligible patients?
Stratification factors:
* Tumor PD-L1 expression Combination phase Monotherapy phase
(2 1% vs < 1%)

* Liver metastases

Key inchisionieriteria (yes vs no) NIVO 360 mg on D1 NIVO 480 mg Q4w
N = 304 IR el=]) Tl 1) SR TRV ER ORIVl 3 weeks — (yntil progression, unacceptable

* Age > 18 years + Cisplatin 70 mg/m2 on D1 toxicity, withdrawal, or
« Previously untreated unresectable Q3W (up to 6 cycles)® up to 24 months©)

or mUC involving the renal pelvis, >®

ureter, bladder, or urethra

« Cisplatin eligible Gemcitabine 1000 mg/m? on D1/D8
+ Cisplatin 70 mg/m? on D1
ECOG PS of 0-1 N = Q3W (up to 6 cycles)®
Median (range) study follow-up, 33.6 (7.4-62.4) months Primary endpoints: OS, PFS per BICR

Key secondary endpoints: OS and PFS by PD-L1 > 1%,4 HRQoL
Key exploratory endpoints: ORR per BICR, safety

3Further CheckMate 901 trial design details are available at https://clinicaltrials.gov/ct2/show/NCT03036098. “Patients who discontinued cisplatin could be switched to gemcitabine-carboplatin for
the remainder of the platinum doublet cycles (up to 6 in total). “A maximum of 24 months from first dose of NIVO administered as part of the NIVO + gemcitabine-cisplatin combination. °PD-L1
status was defined by the percentage of positive tumor cell membrane staining in a minimum of 100 tumor cells that could be evaluated with the use of the PD-L1 IHC 28-8 pharmDx
immunohistochemical assay (Dako, Santa Clara, CA, USA).

BICR, blinded independent central review; D, day; ECOG PS, Eastern Cooperative Oncology Group performance status; HRQoL, health-related quality of life; ORR, objective response rate;

PD-L1, programmed death ligand 1; PFS, progression-free survival; QxW, every x weeks; R, randomization.



Sisplatine uygun hastalarda Sisplatin+Gemsitabin+Nivolumab

CheckMate 901

PFS per BICR (primary endpoint)

100
o
O Median PFS (95% Cl),
o 80 — Treatment Events/patients months
; 20 NIVO+GC 211/304 7.9 (7.6-9.5)
5 GC 191/304 7.6 (6.1-7.8)
: 60~ HR (95% Cl), 0.72 (0.59-0.88)
¢ 50— 12-month rate: p=0.0012
—
g 40 - 34.2% 24-month rate:
@ 30 : 23.5%
gn 20 , ; NIVO+GC
o : 0 :
104 121.8% : L
E : : 9.6% —__ 1 u | GC
0 I | I i I I I I | |
0 6 12 18 24 30 36 42 48 54 60
Months
No. at risk
NIVO+GC 304 179 82 57 41 31 19 1 6 1
GC 304 119 35 17 10 8 5 1 0 0

Median (range) study follow-up was 33.6 (7.4-62.4) months. PFS was estimated in all randomized patients and defined as time from randomization to first documented disease progression (per BICR
assessments using RECIST v1.1) or death due to any cause, whichever occurred first. Patients who did not progress or die were censored at last evaluable tumor assessment. Patients without on-study
tumor assessments who did not die were censored at randomization. Patients who started any subsequent anticancer therapy without prior reported progression were censored at last evaluable
tumor assessment before initiation of subsequent therapy.



Sisplatine uygun hastalarda KT+Immiinoterapi

OS (primary endpoint)

CheckMate 901

Overall survival (%)

No. at risk
NIVO+GC
GC

100
90
80 —
70
60 —
50 —
40
30
20 —
10

0

12-month rate:
70.2%

24-month rate:

0,
62.7% 46.9%

40.7%

Median 0S (95% Cl),

Treatment Events/patients months
NIVO+GC 172/304 21.7 (18.6-26.4)
GC 193/304 18.9 (14.7-22.4)
HR (95% Cl), 0.78 (0.63-0.96)
P=0.0171

B O

—4 NIVO+GC

0

304
304

6 12 18 24 30 36 42 48

Months
264 196 142 97 69 48 25 15
242 166 122 82 49 33 17 13

Median (range) study follow-up was 33.6 (7.4-62.4) months. OS was estimated in all randomized patients and defined as time from randomization to death from any cause. For patients without
documented death, OS was censored on the last date the patient was known to be alive. For randomized patients with no follow-up, OS was censored at randomization.



Sisplatine uygun hastalarda Sisplatin+Gemsitabin+Nivolumab

CheckMate 901

OS in subgroups

NIVO+GC GC
Subgroup No. of patients No. of events/no. of patients Unstratified HR for death (95% CI)
Overall (N = 608) 172/304 193/304 —e—11 0.78 (0.63-0.95)
Age, years 1
<65 298 85/150 100/148 —e—i | 0.69 (0.51-0.92)
2 65 and < 75 236 65/120 66/116 [ 0.89 (0.63-1.26)
>75 74 22/34 27/40 ! *— i 0.86 (0.49-1.52)
Sex :
Male 470 133/236 147/234 —— 0.76 (0.60-0.97)
Female 138 39/68 46/70 I *— | 0.82 (0.54-1.26)
Race :
White 436 123/211 145/225 —a— 0.80 (0.63-1.02)
Asian 138 38/75 36/63 i o — 0.71 (0.45-1.12)
Other 32 11/18 10/14 I ! i 0.84 (0.35-1.97)
Region \
us 40 18/19 15/21 H - 1 1.92 (0.95-3.88)
Asia 133 36/72 34/61 I & : i 0.73 (0.46-1.17)
Europe 276 72/134 90/142 ——e—1 0.73 (0.53-0.99)
Rest of the world 159 46/79 54/80 ———— 0.73 (0.49-1.08)
ECOG PS |
0 324 74/162 87/162 —e— 0.70 (0.51-0.95)
1 282 96/140 106/142 — 0.85 (0.64-1.11)
PD-L1 expression :
2 1% 221 64/111 67/110 —— 0.75 (0.53-1.06)
< 1% or indeterminate 387 108/193 126/194 —e—H 0.80 (0.62-1.04)
Liver metastases :
Yes 128 45/64 48/64 I ° — 0.77 (0.51-1.16)
No 480 127/240 145/240 —e— 0.77 (0.61-0.98)
Previous systemic anticancer therapy :
Yes 156 44/88 41/68 I @ i 0.90 (0.59-1.38)
No 452 128/216 152/236 —e— 0.76 (0.60-0.96)
1
0.25 0.50 1.00 2.00 4.00
NIVO+GC better GC better

All randomized patients. HRs were not computed for subgroup categories (except for age, sex, race, and region) with < 10 patients per treatment group. Categories without a meaningful estimate
of the HR are not shown. PD-L1 expression and liver metastases are per interactive response technology. There were no patients with indeterminate PD-L1 status. Previous systemic anticancer
therapy refers to neoadjuvant/adjuvant treatments for patients undergoing radical resection or as part of a bladder-sparing approach in muscle-invasive bladder cancer.



Sisplatine uygun hastalarda Sisplatin+Gemsitabin+Nivolumab

CheckMate 901

Objective response outcomes (exploratory endpoints)

Patients (%)

SD

PD

70 ~

60

50

40

30

20

10

UEP

ORR (95% CI) and BOR per BICR?

57.6%
(51.8-63.2)

21.7%

CREN
PRENR

3.1%

.5-48.9)

)
~J .h

35.9%
25.3% 28.3%
9.5% 12.8%
7.6% 15.8%
NIVO+GC GC
(N = 304) (N = 304)

Time to and duration of responses

NIVO+GC GC
Any objective response¢ (n = 175) (n=131)
Median TTR (Q1-Q3), months 2.1 (2.0-2.3) 2.1 (2.0-2.2)
Median DoR (95% Cl), months 9.5 (7.6-15.1) 7.3 (5.7-8.9)
NIVO+GC GC
Complete responsed (n = 66) (n = 36)
Median TTCR (Q1-Q3), months 2.1(1.9-2.2) 2.1 (1.9-2.2)

Median DoCR (95% Cl), months

37.1 (18.1-NE)

13.2 (7.3-18.4)

aln all randomized patients. PThe most common reasons for UE response included death before first tumor assessment, withdrawal of consent, treatment stopped due to toxicity, patient never treated,
and receipt of subsequent anticancer therapy before first tumor assessment. <Based on patients with an objective response per BICR (PR or CR as BOR). 9Based on patients with a CR per BICR.

BOR, best overall response; CR, complete response; DoCR, duration of complete response; DoR, duration of objective response; NE, not estimable; PD, progressive disease; PR, partial response;

Q, quartile; SD, stable disease; TTCR, time to complete response; TTR, time to objective response; UE, unevaluable.



Sisplatine uygun hastalarda Sisplatin+Gemsitabin+Nivolumab

Duration of objective response per BICR

CheckMate 901

Probability of response (%)

No. at risk
NIVO+GC

GC

100 — Median DoR (95% Cl),
90 — Treatment Events/patients months
2 NIVO+GC 105/175 9.5 (7.6-15.1)

1 GC 77/131 7.3 (5.7-8.9)
70 —
60 = 12-month rate:
50 — 46.2% 24-month rate:
40 - 35.0%
30 — : 1 I ! 1 NIVO+GC
20 — : i
10 — 129.2% : - 1 I GC

; 112.6%
0 I Il I l' I I | I |
0 6 12 18 24 30 36 42 48 54
Months
175 104 64 47 34 26 15 9 5
131 49 22 9 6 3 3 1 0



Patients (%)

Sisplatin+Gemsitabin+Nivolumab
Yalniz lenf nodu metastazi olanlarda yanit

Response per BICR: patients with LN-only mUC

» CRrates for NIVO+GC-treated patients with LN-only mUC were approximately twice that of GC-treated
patients

ORR (95% Cl) and BOR per BICR in all randomized patients

ORR (95% Cl) and BOR per BICR in LN-only patients

- CREN 81.5% CREm
l PRI W (68.6-90.7) PREN
804 64.3%
70 - 57.6% (50.4-76.6)
(951.8-63.2)
60: 43.1%
50 - (37.5-48.9)

40 -
30 A
20 -
10 -
0 4

28.3%

sD 25.3%
PD 9.5%
UE 7.6%

12.8%

15.8%

sD
PD
UE

9.3%

3.7%

25.0%

5.6%

5.4%

5.4%




Sisplatine uygun hastalarda Sisplatin+Gemsitabin+Nivolumab
Yalniz lenf nodu metastazi olanlarda Genel sagkalim

OS: patients with LN-only mUC per BICR

100 + C Median OS (95% Cl), months
50 NIVO+GC 46.3 (24.0-NE)
GC 24.9 (21.4-29.9)
80 - HR (95% Cl), 0.58 (0.34-1.00)
g 70
© g -
2 60+ et
g [ T O S
2 50 |
s ! |
¥ 40
o
30 - I__L]
20 A
|
10 A
0 1 I | I 1 1 | I 1 1 |}
0 6 12 18 24 30 36 42 48 54 60 66
Months

No. at risk



Decreased white blood cell count

Sisplatine uygun hastalarda KT+immiinoterapi

CheckMate 901

Treatment-related AEs in all treated patients

NIVO+GC (n = 304)

Treatment-related AE, % Any grade Grade 2 3b

GC (n = 288)
Any grade Grade = 3b

Any 97 62

93 52

Leading to discontinuation 21 11

17 8

Anemia 57 22
Nausea 471
Neutropenia 31) 19
Decreased neutrophil count 25 14
Fatigue
Decreased appetite 22
Decreased platelet count 22/

abl
e
b

Vomiting

Asthenia
Thrombocytopenia
Pruritus

Constipation

Rash

Diarrhea

Hypothyroidism

Increased blood creatinine
Leukopenia

0

48
48
30
21
24
16
15
14
17
16
12

14 Grade 1-2

Grade 2 3

12
11

60 40
Incidence, %

20 40 60

2Includes events that occurred in treated patients between first dose and 30 days after last dose of study therapy. Tornado plot displays individual treatment-related AEs occurring at any
grade in > 10% of treated patients in either arm. "One grade 5 event occurred in each arm (sepsis in the NIVO+GC arm and acute kidney injury in the GC arm).

AE, adverse event.
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104 Clinical Benefit From First-Line Chemotherapy
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Response to first-line chemotherapy regimen is assodiated

with efficacy of immune checkpoint blockade therapies in patients
with metastatic urothelial carcinoma

Deniz Taral® @ - Fatih Selcukbiricic” - Omer Fatih Olmez’ - Ahmet Taner Simbidl* - Mustafa Erman® -
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Abstract
Background Asczodizemah (ATZ) has demonsirated antitumar activity in previons sindies in paticsss with metastatic plat- Adcadidenanstes
imumy-resistant wroshelial czecinoms  However, the respoarse maie of ATZ was modest. Theredoee. Sading biologsc or climical

hicenarkers that coald help 0 select patients who respond 1o the smmene checkpoint blockade reaussns important 0,07
Patients and methods In thes study. we present the retsospective amabvs of 105 patients with urothelal cancer treated with T T T T T T T T T T
ATZ afier progression on firsi-lime chemosherapy: Data of patients were obtsined from pasient files 2nd hospital reconds. 00 300 600 900 1200 1500 1800 2100 2400 2700
The associstion betwess respoase o fire-Tine chematherapy and ATZ was vsing Frsher's exact test. Madian follow-ap was Months

calculated pang the reverse Kaplas Meier method. OS was estimated by nsing the Kaplae Meier method.

Resgits The median follow-up time was 235 months. Forty (74.1%) of paticmes who experisnced climical bescfit sfier
firs-Bne chemotherapy also had clinacal besefit afier swzobizemah, while cnly 14 (25.9%) of patients with imsial PD afier
ﬁfm,mm'?‘ﬂ' dmj'm sadiping mi;:;nf .020;1; m&:iz:;i;’: the first-line treatment and overall survival
{(p=10.001). Theee of the adverse prognostic factors according o the Bellmuont criteria were mdependent facsors of short

sarvival lver metastaces [Hazerd ratio [HR]=1%; p=004]. ECOG PS> | (HR=27: p=0001 |. and Hemoglobem level

Fig.2 Kaplan—Meier curves association of clinically benefited from

bedow 10 me/dl (HR=25: p<0.001). In addinon. patients with climcal beachit from first-Ene chemotherspy (HR=039: H H H ini

. . S S eT———— The median OS on ATZ of 14.8 and 3.4 months for patients with clinical beneft
Conclusions Oar sty demoasersted that chimical hensfit from first-line chemotherspy was mdependent progaosic factors 1 1 H M H i

S Dy de o . i and progressive disease in response to frst-line chemotherapy, respectively
for sratification factors for fmure Immunotherapy sady desien = paticnts with bladder cancer who huve progressed afier (p=0.001).

first-Fine chemosherapy.

Keywords Asczcfiramad - Usothelial carcinoma - Bladder cancer - Chemotherapy - Immunotherapy - Omioomes



Metastatik Mesane Kanseri Birinci Basamak Tedavi
Platin bazli kemoterapi Sonrasi idame Avelumab

JAVELIN Bladder 100 study design (NCT02603432)

All endpoints measured post randomization (after chemotherapy)

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

— Cisplatin + gemcitabine or
- Carboplatin + gemcitabine

* Unresectable locally
advanced or metastatic UC

Treatment-free interval

Avelumab

10 mg/Skg IV Q2W

4-10 weeks / R)
N=700  WED

Stratification

* Best response to 1st-line chemo (CR or PR vs SD)

* Metastatic site (visceral vs non-visceral)

+ BSC*

n=350

Until PD, unacceptable
toxicity, or withdrawal

BSC alone®

n=350

(p

Primary analysis populations

Secondary endpoints

rimary endpoint

\
0s

All randomized patients
PD-L1+ population

PFS and objective response
per RECIST 1.1

Safety and tolerability

PROs )

PD-L1+ status was defined as PD-L1 expression in 225% of tumor cells or in 225% or 100% of tumor-associated immune cells If the percentage of immune

cells was >1% or 1%, respectively, using the SP263 assay; 358 patients {51%) had a PD-L1-positive tumor

BSC, best suppartive care; CR, complete response; IV, Intravenous; PR, partial respanse; PRO, patient reported outcame; Q2W, every 2 weeks; R, randamization; RECIST 1.1, Response Evaluation Criteria In Sold

Tumars versian 1.1; SD, stalie disease

*BSC (eg. antibiotics, nutrtional support, iydration, of pain management| was administerad per local practice based on patient needs and cinica! judgment; other systemic antitumor therapy was not permitted,
but palliative focad radiotherapy for Sobated lessons was acceptabie

Powles T et al. ASCO 2020;Abstract LBAL

Courtesy of Arjun V. Balar, MD



Metastatik Mesane Kanseri Birinci Basamak Tedavi
Platin bazli kemoterapi Sonrasi idame Avelumab

OS in the overall population

100 5 Median OS (95% Cl), months
S0 Avelumab + BSC 21.4 (18.9, 26.1)
80 BSC alone 14.3(12.9,17.9)
e 70 Stratified HR 0.69 (95% Cl, 0.56, 0.86)
T 60 p < 0.001
£ s
H M
30 -
20 -
10 -
0 I 1 ] ] I | | | ] T 1 I ] T I I ] T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
No. atrisk Months
Avelumab +BSC 350 342 318 294 259 226 196 167 145 122 87 65 51 39 26 15 11 5 3 0
BSC 350 335 304 270 228 186 153 125 105 83 68 55 41 33 18 12 9 2 1 O

0% was measured post randomization [after chemnatheragy); the OS analyss crossed the prespecified efficacy boundary based an the alpha-spending function {P<0.0053)

Powles T et al, ASCO 2020;Abstract LBAL

Courtesy of Arjun V. Balar, MD



Metastatik Mesane Kanseri Birinci Basamak Tedavi
Platin bazli kemoterapi Sonrasi idame Avelumab

OS in the PD-L1+ population

100 —

Median OS (95% Cl), months

50 ~ Avelumab + BSC NE (20.3, NE)
80 BSC alone 17.1(13.5, 23.7)
70 - Stratified HR 0.56 (95% Cl, 0.40, 0.79)

60 — p <0.001

50 -
40 -

Overall survival, %

30

20 =

10

0 T T T T T T T T 7 7 T T T 7 T T T T )
0o 2 4 & 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38

Months
No. atrisk
Avelumab +BSC 189 185 177 165 146 129 114 95 81 70 49 38 32 26 18 9 8 a4 2 0
BSC 169 165 152 132 113 89 76 67 54 45 37 30 23 21 12 8 &6 2 1 0

05 was measured past randomization (after chemaotheragy); the OS analysis crossed the prespecified efficacy boundary based an the alpha-spending function {P<0.0014). NE, not estimable

Powles T et al, ASCO 2020:Abstract LBAL Courtesy of Arjun V. Balar, MD



Metastatik Mesane Kanseri Birinci Bgsamak Tedavi
Platin bazli kemoterapi Sonrasi Idame Avelumab

- Data Cut-off. 4th June 2021 ]
OS From the Start of 1L CT in All Randomized Patients’

Post hoc analysis

100 Median OS, months (95% C1)

—
00 Avelumab + BSC 29.7 {25.2-34.0)
B0 — BSC atons 20.5 {19.0-23.5)
70— \\ HR 0.77 {(95% CI, 0.64-0.92)

al —

= . XU
o5 50— B —
° p —‘\_ ‘\
=4 ‘__‘MM- ‘b_““.ﬁt__t___l
c— x & o
20 H“L
10—
& v - v -
o R a 12 16 20 24 28 a2 28 <0 < 42 52 58
Months
No. at risk
Avelumsts + BSC 350 350 334 263 247 220 191 171 145 114 &5 58 36 17 7
BSC 1as0 549 37 255 207 168 141 125 m == &8 &4 33 12 8

In the overall population, median OS measured from the start of 1L chemotherapy was 29.7 months (895% Cl, 25.2-34.0) in the

avelumab + BSC arm and 20.5 months (385% Cl1,19.0-23.5) in the BSC alone arm (HR, 0.77 [95% CI, 0.636-0.921])

1L, fretdne. BSC. beet supporive core. O, confidence mtenad, CT. chemotherapy. HR, hazard ratio; OS, overal suvwwal
1 Snodbar S5 et o Poster 508, Pregented ot ASCO GU Symposum. February 1613, 2023, Son Franmszco CA



Metastatik Mesane Kanseri Birinci Basamak Tedavi Secenegi

Sisplatin Gemsitabin Nivolumab vs. Platin bazli kemoterapi sonrasi Avelumab

Both sequential and combination chemo and CPI have efficacy

Nivo+Cis/Gem vs Cis/Gem _CheckMate 501 Study
Median OS (95% Cl), months

Cis/Gem 21.7(18.6, 264
s/Gen 18.9(14.7. 22 4)

vival (%)

all sur

HR 0.78 (0.63, 0.96)

Months

R Avelumab vs BSC LaavErie Slacaer 100 Sucy

_— N Median OS (95% CI), months
Avelumab + BSC 21.4(189, 26.1)
BSC alone 14.3 (12.9. 17.9)

HR 0.69 (0.56, 0.86)

We cannot directly compare these studies
Different patient populations

Avelumab maintenance study included only
responders to 1L chemo

Length of maintenance CPI therapy was
similar: ~6 months for both

Andrea Apolo
nvited Discussant LBA6

P

-



Metastatik Mesane Kanseri Sisplatin Uygun Olmayanlarda
Birinci Basamak Enfortumab+Pemrolizumab Sonuclari

EV-103 Cohort K: Phase 1b/2 Trial

Cohort K
= Unresectable la/mUC
= (Cisplatin ineligible

*  No prior treatment for

N=149

n=76

EV 1.25 mg/kg days 1 and 8 of a 3-week cycle

+

Pembrolizumab 200 mg on day 1 of a 3-week cycle

n=73
la/muc &i IV 1.25 mg/kg days 1 and 8 of a 3-week cycle
EV+P EV Mono
(N=76) (N=73) 100

Confirmed ORR, n (% ) 49 (64.5) 33 (45.2) = 0.

(95% ClI) (52.7, 75.1) (33.5, 57.3) !

Best overall response, n (%) 5 o
Complete Response 8 (10.5) 3(4.1) E ::
Partial Response 41 (53.9) 30 (41.1) § 1]
Stable Disease 17 (22.4) 25(34.2) 2 .
Progressive Disease 6(7.9) 7(9.6) 8 40
Not Evaluable 3(3.9) 5(6.8) 9 o0
No Assessment 1(1.3) 3(4.1) .g s

Median time to objective response (range), mos 2.07 (1.1, 6.6) 2.07 (1.9, 15.4) 4004

Median number of treatment cycles (range) 11.0 (1, 29) 8.0 (1, 33)

Dt ool 100unX022

HICR: Bindod independont Contral Rovew. cORR. Confy Otoctive Reap

Rote, N Not Reached

Primary Endpoint

ORR per BICR

Secondary Endpoints
ORR per investigator assessment
DOR
Disease control rate
PFS
0Ss
Safety

POLY Scoen

»  Mgh |CPS 210)
. Low(CPS «10)
*  Not evalustie

Host Overnt Naspors
+ Confermma CRON

97 .1% of assessable patients had tumor reduction

EV + P (n=60)

BICR: Blinted Independent Contral Review; CPS: Combined Pasitive Score; CRI Complete Respone; PO-LL Programmed Desth-Ligand 1 PR

Partial Response

Rosenberg JE, et al. ESMO 2022, Abstract 2895/LBA73.



Enfortumab vedotin ve Pembrolizumab kombinasyonu

Sisplatin uygun olmayan Urotelyal kanserlerde Sonuglari
EV103 -EV/pemrolizumab

Progression-Free Survival by BICR

41.1% of patients were progression-free at 24 months

R
T

¥ s ss3dsz 8

Progression-free survival (%)

=

£=3

rrrrrrrrrrrrrr

Time (months)

Roairsk & 40 3% 20 20 ZZ 2 W 1 W 16 % W Q132 11 WD WL 8 42

0 ASCO @ mesesmvay. O, Shilpe Gupsta, MO

S 3 oyt 1 00 oy ped 43"

vvvvvv

Dose Escalation +
Cohort A
(N = 45)

PFS events, n 25
Median PFS {95% CI*) 12.7 menths (6. 11-NE)
PFS rate® at:
6 months, % (95% CI*) 72.4 (56.47-83.26)
12 months, % (95% Cb)  55.0 (38,84-68.58)

24 months, % {95% CP)  41.1(25.69-55.83)

Overall survival (%)

TR+ el NN e e T ¢ orient e §E 5 M sermte
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Overall Survival

Median survival exceeds 2 years

----------------------

0 2 & 6 310129 1615202242525 303230 335404280 83a8508M5%
Tima (months)

Nodnd 45 G 4 & U X U I B UHNDININEDDNY D VT2 422

21 ASCO m wasiwns e X, SM5a Gugia, ND
ANSLIAY MEFTIY

b -, A -

Dose Escalation +
Cohort A
(N = 45)

0S events, n 22
Median OS (35% CPk) 26.1 months (15.51-NE)
08 rate® at;

6 months, % (85% CI) 954 (83.00-88.84)

12 months, % {95% CI?) 834 (68.25-9172)
24 months, % {95% CI¥) 56.4 (40.0369.91)

Median follow-up time 470 months
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Enfort"umab vedotin ve pembrolizumab kombinasyonu Sisplatin uygun olmayan
Urotelyal kanserlerde Birinci Basamak Uzun Donem Tedavi Sonuglari
EV103 -EV/pemrolizumab

Figure 4, PFS per RECIST by BICR Figure 5. 0S
100 -
e T %0 | h’—\—‘.\_‘_‘ N Events Median (months) as% Cl
vents Medsan (months) % Ci
%0 L S Dose EscalationCohotA 45 25 261 (155, NR)
- Dose EscalationCohortA 45 2 127 {8.1,NR) o e |
< 50 - 7 ]
E s 0~ i H =%
0 - : i [S9%NCL: 40.03-49.91)
- *, son 3 8- i \—\_L
I w4 ] (9% 1 20 804058 3 !
¢ J 8 w0 : : : -
g % 2 o f ! ;
§ b - L avint | i bt
t > I Lan
¥ | \ et 3 (9% Ot 68.28-51.72) 8 1% % :
= { { ! I RABR § % - | (S6WCE 32 16.42.15) (WSNCE 20.76-50.48) ,
g ¥4 ’ o . . nrv & ! i 41.9%
% { (AS%NCE 2005500 (96 CL 22908000  (99% Ct 22.1052.08) (9% Ci 12.90-53.00) 20 (W0%CE 20.45-55.99)
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Enfortumab vedotin ve pembrolizumab kombinasyonu sisplatin uygun olmayan hastalarda 5-
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2% Utilization of Systemic Therapy for
Advanced Urothelial Carcinoma

100 % —»@—»—»

Total patients with newly Patients receiving Patients receiving Patients receiving
diagnosed advanced/metastatic first-line therapy second-line therapy  third-line therapy
bladder cancer

Swami U, et al. Cancer Treat Res Commun. 2021.27:100325.
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Metastatik Mesane Kanseri Birinci Basamak Tedavi
EV-302 -EV/pemrolizumab

EV-302 Randomized Phase 3 Trial Schema

Screening Treatment Survival
| and Baseline | Randomization | (3-Week Cycles) | EOT Follow-Up Follow-Up

EOT= End of Treaiment, Pembro=pembrodizumab; PROs=patient reported outcomes

Eligibility

* Locally advanced or
metastatic urothelial
carcinoma

* 1% line systemic
therapy

* Platinum-eligible

« Stratification Factors for Randomization: cispiatin eligibiity (efigible/ineligible), liver metastases (present/absent), PD-L1 expression (high/low)

+ Follow-up until disease progression, death, consent withdrawal, or study closure
Primary Endpoints: PFS, OS
Secondary Endpoints: ORR, DOR,
DCR, QOL, PRO, Safety



Metastatik Mesane Kanseri Birinci Basamak Tedavi
EV-302 -EV/pemrolizumab

Progression-Free Survival per BICR

Risk of

100

progression or death was reduced by 55% in patients who received EV+P

I P PO 3 S P
- 90 - Events (% 95% Cl P value | mPFS (95% CI). months
X god EV+P 223 (50.5) 0.45 12.5 (10.4-16.6)
= <0.00001

=2 70 Chemotherapy 444  307(69.1)  (0.38-0.54) 6.3 (6.2-6.5)

o

e | 60

w

© e ; 43.9%

£ 3| :

! _ d"‘%}.qi - o ”

5 40 Yy 4 Se + =

Q._) ‘r.«.‘bz-'wkc -

ot 20 - s, e :

i 10 - 21.60/0 e ‘“\‘—u=._>.=§

0 1. 7%
T T T T T T T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 1 8 20 22 24 26 28 30 32 34
Time (months)

N at risk

EV+P 442 409 361 303 253 2704 1§7 132 1702 73 45 a3 177 6 3 1
Data cutoff: 08 Aug 2023 PFS at 12 and 18 months as estimated using Kaplan-Meier method

HR, hazard rat?o; mPFS, median progrqsslon-free survival . )

mongress aCalculated using stratified Cox proportional hazards model; a hazard ratio <1 favors the EV+P arm

2023 Powles et al. Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



Metastatik Mesane Kanseri Birinci Basamak Tedavi
EV-302 -EV/pemrolizumab

Overall Survival
Risk of death was reduced by 53% in patients who received EV+P

EmnEa
| 95% Cl P value | mOS (95% Cl), months
90 442 133 3o 1 31.5 (25.4-NR
78.2% ( b 04T 0ot i
80 ‘ Chemotherapy 444 226(50.9)  (0.38-0.58) 16.1 (13.9-18.3)
X2 704 Median survival follow-up: 17.2 months
_CEU 60
S 50-
»
'c——é 40 | : :
2 30 A
O
20 -
10 4
0+ : :
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
Time (months)
N at risk
EV+P 442 426 409 394 376 331 270 222 182 141 108 67 36 22 12 8 1 1 1
Data cutoff: 08 Aug 2023 0S at 12 and 18 months was estimated using Kaplan-Meier method
mOS, median gveran syrvlval; NR, not (eached )
MOﬂgI'ESS sCaiculated u5|‘ng stratified Cox proportional hazards model. A h.aze?rd ratio <1 favors the EV4P arm
2023 Powles et al. Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



Metastatik Mesane Kanseri Birinci Basamak Tedavi
EV-302 -EV/pemrolizumab

OS Subgroup Analysis: Cisplatin Eligibility

OS benefit was consistent with overall population regardless of cisplatin eligibility

100 - 100 - : o Rl (g
90 - 5 Cisplatin-ineligible
80 80 -
X 70+ X 70+ L 5
T w0- ERNCE \\\
-y
.§ 40 | ,7 - ﬁ 40 N""MM.*_L
S 30- t o 30+ ty
O 20- O 204
10 4 10 -+
0 0 -
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
Time (months) Time (months)
N at risk N at risk
EVsP 244 209 232 225 216 193 155 131 105 80 64 42 25 19 10 & 1 1 f EV+P 198 167 77 169 160 138 115 o1 T7 61 M4 5 # 3 2 2
0.53 31.5(25.4-NR) 0.43 NR (20.7-NR)
Chemotherapy 106 (0.39-0.72) 18.4 (16.4-27.5) Chemotherapy 120 (0.31-0.59) 12.7 (11.4-15.5)

Data cutoff: 08 Aug 2023

BV
2023 Powles et al. Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



Metastatik Mesane Kanseri Birinci Basamak Tedavi
EV-302 -EV/pemrolizumab

OS Subgroup Analysis: PD-L1 Expression

OS benefit was consistent with overall population regardless of PD-L1 expression status

100 100 — +
| PD-L1 high (CPS 210) o]
80 80
X 70- X 704
T 60- . T 60-
= h, =
g 504 o S 50-
— 40 4 “’Lﬁ o i = 40
o —t o
o 30 4 (& 30
O 2- O 20
10 10
04 04
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
Time (months) Time (months)
N at risk N at risk
EV+P 254 245 2% 223 210 189 162 136 m 67 6 37 2 37 6 1 11 EV+P 184 177 170 167 162 139 106 86 71 54 43 30 16 9 5 2
Ch Chemotherapy 185 173 160 144 123 103 84 65 34 25 ?
--_ --_
Events, n 95% ClI mOS (95% CI), months Events, n 95% ClI mOS (95% CI), months
EV+P 31.5 (25. 4-NR) NR (22.3-NR)
Chemotherapy 125 (0. 37 0.66) 16.6 (13.1-20.6 Chemotherapy 99 (0. 31 0 61) 15.5(12.9-17.7)

Data cutoff: 08 Aug 2023

EIEMD ™™
2023 Powles et al. Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



Metastatik Mesane Kanseri Birinci Basamak Tedavi
EV-302 -EV/pemrolizumab

Subgroup Analysis of OS

OS benefit in select pre-specified subgroups was consistent with results in overall population

Events/N
Subgroup EV+P Chemotherapy Hazard Ratio (95% Cl)
Overall 133/442 2261444 e 0.47 (0.38-0.58)
Age
<65 years 39144 581135 } @ { 046 (0.30-0.71)
265 years 94/298 1681309 e — 0.48 (0.38-0.63)
Sex
Female 3298 541108 I z § 0.51(0.32-0.80)
Male 1017344 1721336 —— 0.47 (0.36-0.60)
ECOG PS
0 441223 941215 p———a——f 0.36 (0.25-0.53)
1-2 89219 13171227 [ 054 (041072
Primary disease site of origin
Upper tract 38135 45104 I = i 0.53 (0.34-0.83)
Lower tract 94/305 180/339 —e— 0.46 (0.36-0.59)
Liver metastases
Present 43/100 67/99 —_— 047 (0.32-0.71)
Absent 90/342 159/345 ———o 047 (0.36-0.61)
PD-L1 expression
Low (CPS <10) 53/184 99/185 p—e—q 044 (0.31-0.61)
High (CPS >10) 791254 1251254 f——— 0.49 (0.37-0.66)
Cisplatin eligibility
Eligible 69/244 106/234 ——a—y 053(0.393-0.72)
Ineligible 64/198 1207210 e 0.43 (0.31-0.59)
I 1 1 Ll 1 L L 1 L 1 1

0.1 1 5
Favors EV+P Favors chemotherapy =)

Data cutoff: 08 Aug 2023

ERIEMD ™™
2023 Powles et al. Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



Metastatik Mesane Kanseri Birinci Basamak Tedavi

EV-302 -EV/pemrolizumab

Confirmed Overall Response per BICR
Significant improvement in objective response rate was observed with EV+P

EV+P Chemotherapy
67.7% (N=437) (N=441)

I Confirmed ORR, n (%) 296 (67.7) 196 (44.4)
(95% CI) (63.1-72.1) (39.7-49.2)
44.4% -
I 2-sided P value <0.00001
Best overall response?, n (%)

Complete response 127 (29.1) 55 (12.5)

Partial response 169 (38.7) 141 (32.0)

Stable disease 82 (18.8) 149 (33.8)

EV+P Chemotherapy Progressive disease 38 (8.7) 60 (13.6)

Not evaluable/No assessment” 21(4.8) 36 (8.2)

Median DOR (95% ClI)

NR (20.2, NR) 7.0(6.2,102)

Data cutoff: 08 Aug 2023

2023

CR, complete response; DOR, duration of response; PR, partial response
3Best overall response according to RECIST v1.1 per BICR. CR or PR was confirmed with repeat scans 228 days after initial response
“Patients had either post-baseline assessment and the best overall response was determined to be not evaluable per RECIST v1.1 or no response assessment post-baseline

Powles et al. Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



Metastatik Mesane Kanseri Birinci Basamak Tedavi
EV-302 -EV/pemrolizumab

Treatment-Related Adverse Events

Grade 23 events were 56% in EV+P and 70% in chemotherapy

EV+P (N=440) Chemotherapy (N=433) ;
Serious TRAES:
Overall [97.0 956 » 122 (27.7%) EV+P
Peripheral sensory neuropathy 50.0  85(19.6%) chemotherapy
Prurm{s TRAEs leading to death (per
Alopecia investigator):
Maculopapular rash EV+P:4(0.9%)
Fatique *  Asthenia
. g *  Diarrhea
Diarrhea +  Immune-mediated lung
Decreased appetite disease .
N *  Multiple organ dysfunction
ausga syndrome
Anemia Soiee 1B e 13.9 56.6 Chemothe_rapy:4(0.9%)
Neutropenia [ gvsp m o1 48 416 : II\:Aebnle S?Tt.“;pef;]!a
. ocardial infarction
Thrombocytopenia Chemotherapy . 34 05 34.2 . Neyutropenic sepsis
1 1 1 I 1 I 1 1 1 1 1 1 I 1 I I I I I I | % S p
100 90 80 70 60 50 40 30 20 10 O 10 20 30 40 50 60 70 80 90 100 epsis

Incidence (%)

Median number of cycles (range): 12.0 (1,46) for EV+P; 6.0 (1,6) for chemotherapy

Data cutoff: 08 Aug 2023 TRAES shown in figure are any grade by preferred term in 220% of patients for any grade in either arm

MADRID Mongr €ss TRAES, treatment-related adverse events
Powles et al. Content of this presentation is copyright and responsibility of the author. Permission is required for re-use



Metastatik Mesane Kanseri Birinci Basamak Tedavi
EV-302 -EV/pemrolizumab

EV Treatment-Related Adverse Events of Special Interest*
Majority of treatment-related AESIs were low grade

EV+P (N=440) Chemotherapy (N=433)
n (%) n (%)

Any grade Grade 23 Any grade Grade 23
Skin reactions 294 (66.8) 68 (15.5) 60 (13.9) 1(0.2)
Peripheral neuropathy 278 (63.2) 30 (6.8) 53 (12.2) 0(0.0)
Sensory events 260 (59.1) 19 (4.3) 51(11.8) 0(0.0)
Motor events 44 (10.0) 12(2.7) 5(1.2) 0(0.0)
Ocular disorders 94 (21.4) 0(0.0) 12 (2.8) 0(0.0)
Dry eye 82 (18.6) 0(0.0) 8(1.8) 0(0.0)
Hyperglycemia 57 (13.0) 27 (6.1) 3(0.7) 0(0.0)
Infusion-related reactions 9(2.0) 0(0.0) 9(2.1) 0(0.0)

*There are differences in the rates of skin reactions reported for EV treatment-related AESIs and P TEAESs of special interest because
Data cutoff: 08 Aug 2023 these adverse events were reported via different methodologies developed for EV and P monotherapies, respectively

e, OngreSS AESI, adverse event of special interest
2023 mvn Powles et al. Content of this presentation is copyright and responsibility of the author. Permission is required for re-use



Mesane Kanserinde Neoadjuvan Immiinoterapi
calismalari

Phase 2 studies exploring neoadjuvant IO in bladder cancer

B T T T

pomero | s (it | (S8 B0 {(Duome G| Bhiet | s | RES
N 143 88 24 15 15 23 28 30 15 15
cT2 49% 73% 0 0 0 78% 43% 87% 54% 46%
cN1-3 0 0 42% 47% 53% 9% 0 3% 0 0
pCR 39% 31% 46% 43% 7% 35% 38% 18% 13% 7%

Bandini et al, Ann Oncol, 2020; Powles, Nat Med, 2019; van Dijk, Nat Med, 2019; Van Dorp, Ann Oncol, 2021; Grande, ASCO, 2020; Gao, Nat Med, 2020;
Grivas, ASCO, 2021; Guercio, ASCO GU 2022



Sisplatine uygun hastalarda
Sisplatin+Gemsitabin+Durvalumab Neoadjuvan

The NEW ENGLAND
JOURNAL of MEDICINE

ORIGINAL ARTICLE

Perioperative Durvalumab with Neoadjuvant
Chemotherapy in Operable Bladder Cancer

. Powles, J.W.F. Catto, M.D. Galsky, H. Al-Ahmadie, J.J. Meeks, H. Nishiyama,
T.Q. Vu, L. Antonuzzo, P. Wiechno, V. Atduev, A.G. Kann, T.-H. Kim, C. Sudarez,
C.-H. Chang, F. Roghmann, M. Ozguaroglu, B.J. Eigl, N. Oliveira, T. Buchler,

M. Gadot, Y. Zakharia, J. Armstrong, A. Gupta, S. Hois, and M.S. van der Heijden,
for the NIAGARA Investigators™




Sisplatine uygun hastalarda
Sisplatin+Gemsitabin+Durvalumab Neoadjuvan

NIAGARA: Study Design

Study population

* Adults

« Cisplatin-eligible MIBC
(cT2-T4aN0/1M0)

» UC or UC with
divergent differentiation
or histologic subtypes

» Evaluated and confirmed
for RC

Stratification factors
Chinical tumour stage (T2NO vs >T2NO0)

Renal function (CrCl 260 mL/min vs 240-<60 mL/min)
PD-L1 status (high vs low/negative expression)

Durvalumab
arm

N=533

N=530

Comparator
arm

EEESMD

Perioperative
oA ASS A  R————

Neoadjuvant
4 cycles

R Durvalumab 1500 mg Iv Q3w
Gemcitabine + cisplatin

s Gemcitabine + cisplatin

Gemcitabine/cisplatin dosing
CrCl 260 mUmin: Cispiatin 70 mg/m? + gemcitabine 1000 mg/m? Day 1,

then gemcitabine 1000 mg/m? Day 8, Q3W for 4 cycles
CrCl 240-<60 mL/min: Split-dose cisplatin 35 mg/m? + gemcitabine

1000 mg/m? Days 1 and 8, Q3W for 4 cydles

—
=
=
o
S
w
)
o
©
R
B
0
o

Dual primary endpoints:

Durvalumab X

1500 mg IV Q4W * EFS
« pCR*™
Key secondary endpoint:
- 0S8

No treatment

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




Sisplatine uygun hastalarda Sisplatin+Gemsitabin+Durvalumab

Neoadjuvan
NIAGARA: Event-free Survival by Blinded

Independent Central ReV|ew (ITT) Durvalumab arm Comparator arm
N=533 N=530
Number of events, n (%) 187 (35.1) 246 (46.4)
; NR 46.1
1.0 Median EFS (95% ClI), months (NR-NR) (32.2-NR)
3 Mmonin Stratified log-rank P value* <0 0061
0.8 67.8%
0 -
u.sa 06— : - g
£
o
s 04— Median follow-up in censored patients:
(<] 42.3 months (range, 0.03-61.3)
[«
0.2 - Maturity: 39%
—+— Comparator am ! ;
0 rFr 1111117 1T 11T 1T 17T 1T T 1T T 1 1T T 1T T 1 1

| L T 1T 1
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
No. of paients at risk Time from randomisation (months)

533 519 475 454 424 401 386 370 356 348 344 335 330 321 315 312 282 260 255 214 202 180 141 140 115 86 61 32 20 20 1 0

530 498 437 416 381 356 33 328 313 00 206 260 Qi 02 24 18 16 2 0

~—



Sisplatine uygun hastalarda Sisplatin+Gemsitabin+Durvalumab
Neoadjuvan

NIAGARA: Overall Survival (ITT)

Durvalumabamn | Comparator arm

N=533 N=530
12 months Number of deaths, n (%) 136 (25.5) - 169 (31.9)
1.0+ ) m 24 months HR (5% CI) (0.39‘-0.93)
i 82.2% Stntiﬁedlog-rankaélue’ 0.0106
08 HHE - ‘
s b —
m s
'2 ' ‘ ' Median follow-up in censored patients:
o ' 1 46.3 months (range, 0.03-64.7)
g 04 E ; Maturity: 27%
- : 1 At the time of this analysis, at least 1
'8 : . subsequent anti-cancer therapy was
a : reported after treatment
02+ ! discontinuation for:
—— Comparator am | i « 93 patients in the comparator arm
0 | S B s T . L T . . . ! N G N ) . R e P B 1 T 1

T L | ] L 1
0 2 4 6 8 10 1214 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)
533 528 517 505 492 478 488 457 446 440 434 428 423 418 410 408 400 375 349 321 205 271 238 207 182 152 125 98 68 34 21 7 1 O
530 516 507 480 487 450 438 425 413 402 382 383 378 373 388 383 358 334 317 281 250 238 215 184 174 141 113 90 &0 38 21 10 2 ©




Sisplatine uygun hastalarda Sisplatin+Gemsitabin+Durvalumab
Neoadjuvan

A Primmary Analysis of Pathological Completes Response

- Risk ratio, 30 (359 CL 1.09-1.56)
P—0 004
3 23— | ’
& 30
S 3.8 (95== <,
= el 29.8-38 0}
g ZS_B {955 C1,
22 2--29_8)
& 104
(180053 3)
o
Durvalumab Comparson
(N -533) (N—=S530)

B Reanalysis of Pathological Complete Response

Riskratio, 1 38 (SSScsCy_ 1.13 .1 60
U |

Z7.5 (959% C1,
23.8-31.6)

1I2953 %) r12&7530)

(N ~533) (N-530)




Sisplatine uygun hastalarda Sisplatin+Gemsitabin+Durvalumab
Neoadjuvan

NIAGARA: Event-free Survival Subgroup Analyses

T T
12 16

Subgroup Category N . Hazard ratio (95% Cl)
All patients 1063 — ' 0.68 (0.56-0.82)
Age at randomisation <85 years 499 - E 071 (053-0.94)
265 years 564 - : 0.67 (0.52-0.86)
Sex Male 870 —_— 0.71 (0.58-0.88)
Female 193 ° E 0.56 (0.35-0.88)
Race White 712 —_— ! 0.71 (0.56-0.89)
Non-White 35 — e f 0.65 (0.45-0.92)
Tumourstage at baseline T2NO 428 * 0.81 (0.60-1.10)
>T2NO 635 . : 061 (048-078)
Renal function at baseline CrCl 260 mUmin 862 r @ 0.68 (0.54-0.84)
CrCl 240-<60 mLimin 201 © L 0.69 (0.46-1.01)
PD-L1expression at baseline* High i —— 0.70 (0.56-0.88)
Low/negative 286 " 0.62 (0.44-0.87)
Histology at baseline uc 808 —e— ! 0.72 (0.59-0.89)
UC with divergent differentiation 165 ' 0.52 (0.32-0.84)
or histologic subtypes E
Lymph node positive at baseline N0 1005 1 ' 0.68 (0.56-0.83)
N1 58 A 0.75 (0.33-1.64)
I
1

Hazard ratio 04 08 08

&

Favours durvalumab Favours comparator



Sisplatine uygun hastalarda Sisplatin+Gemsitabin+Durvalumab
Neoadjuvan

NIAGARA: AE Summary (Safety Population)

Overall study period (unless otherwise stated) iy G esinsedaie

AEs of any cause, n (%) 527 (99) 525 (100)
Maximum grade 3 or 4 368 (69) 355 (68)
Serious AEs 326 (62) 287 (55)
Outcome of death 27 (5) 29 (6)
Leading to discontinuation of study treatment 112 (21) 80 (15)
Leading to discontinuation of neoadjuvant durvalumab 50 (9) -
Leading to discontinuation of NAC 72 (14) 80 (15)
Leading to patient not undergoing RC 6(1) 7(1)
Leading to delay in surgery* 9(2) 6(1)
Leading to discontinuation of adjuvant durvalumab 30/3837 (8) -

AEs possibly related to any treatment, n (%) 502 (95) 487 (93)
Maximum grade 3 or 4 (treatment related) 215 (41) 215 (41)
Outcome of death (treatment related) 3(0.6) 3(0.6)

Any-grade immune-mediated AEs 111 (21) 16 (3)



Neoadjuvan TAR-200+immdinoterapi kombinasyonu

SunRISe-4: Phase 2b Study of Neoadjuvant TAR-200 +
Cetrelimab in Patients With MIBC (cT2-T4a NOMO)

P°:"':ﬂ1‘;ﬂ ' | Primary end point
ged 218 years . !
- Histologically confirmed e , \ 7 . BHologht G Sets (YpTONO)
cT2-T4a NOMO MIBC TAR-200 +
(absence of nodal or Cetrelimab 225 mg gemcitabine Q3W Follow-u Secondary end points
metastatic disease at — el (mdwe ling) 12 weeks ks 4 1%8 « Recurrence-free survival
screening) o + Cetrelimab IV - * Safety
+ Predominant UC histology | (N=79) for 12 weeks
+ ECOGPS of 0- gf i Radical * Every 4 weeks Exploratory end points
* Ineligible or refusing NAC . i) Son untit Week 12 Pathologic OR rate (sypTINO)
+ Scheduled for RC o cystectomy post RC
> g £ « Overall survival
’ Cetrelimab i E:;’l uixufc;; + Time to symptomatic
Stratification: B  Monotherapy Cetrelimab IV alone oost RC (end of progression
. :Si‘;:laeTresldua‘l c:lsease at . Cohort 2 for 12 weeks study) . g:;l?yaof life according to
: complete vs (N=41) 81
incomplete (3 cm) L JAN y « Pharmacokinetics

* Tumor stage at MIBC

diagnosis: cT2 v cT3-43 « Biomarker analysis




Neoadjuvan TAR-200+immiinoterapi kombinasyonu

Neoadjuvant TAR-200 + Cetrelimab Showed Higher pCR and
pOR Rates Than Cetrelimab Monotherapy

100 - Efficacy-Evaluable Population (cT2-cT4a)
80 4
* pPCR defined as ypTONO
* pOR defined as sypTINO
3 0 1 pOR, 60%
;‘.f (95% Cl, 48-74)
«©
& 40
pCR, 42% )
(95% Cl, 28-56) —POR, 36%
(95% Cl, 19-55)
20 A
pPCR, 23%
(95% CI, 10-41)
0 - = ot
TAR-200 + Cetrelimab
Cetrelimab Monotherapy
(N=53) (N=31)

@320



Neoadjuvan TAR-200+immuinoterapi kombinasyonu

Efficacy by Clinical Stage and Completeness of TURBT
in the TAR-200 + Cetrelimab Cohort

100 1

Subgroups in the Efficacy-Evaluable Population (cT2-cT4a)
TAR-200 + Cetrelimab

T-stage

Il PCR, 48%

(95% Cl, 32-64)

cT2
(N=40)

-

. pOR, 68%
(95% CI, 51-81)

| pOR, 39%

(95% CI, 14-68)

pCR, 23%

(95% CI, 5-54)

Completeness of TURBT

PCR, 56%

(85% Cl, 21.86)

cT3-cT4a
(N=13)

TURBT®
(N=9)

Incomplete

_ POR, 67%

™ (95% CI, 30-93)

pCR, 39%

(95% CI, 24-55)

Complete
TURBT®
(N=44)

* PCR defined as ypTONO
* POR defined as sypTINO

| pOR, 59%

(95% CI, 43-74)

w132



Neoadjuvan TAR-200+immuinoterapi kombinasyonu

Efficacy by TAR-200 Dose Exposure

Rate, %

100 -

40 -

20 1

Subgroups in the Efficacy-Evaluable Population (cT2-cT4a)

-

pCR, 27%

(85% Ci, 6-81)

1-2 Doses?®
(N=11)

pPOR, 46%

(05% CL 17-77)

|

Number of TAR-200 Doses
TAR-200 + Cetrelimab

POR, 50%

(95% CI, 19-81)

|

PCR, 30%

(85% Ci, 7-65)

3 Doses®
(N=10)

pCR, 50%

(96% Cl, 32-68)

4 Doses
(N=32)

* PCR defined as ypTONO
* pOR defined as sypTINO

— POR, 69%

(05% CI, 50-84)



Definitif Radioterapi+kemoterapi+Nivolumab

Patients with nmMIBC, not
candidates for radical

Key

cystectomy

Eligibility:

Treatment naive MIBC
cT2-T4aNOMO
Urothelial, squamous,
glandular histology
GFR2 40ml/min

PS<1

Previously undergone a
vigorous TURBT.

Study Design (NCT03993249)
Nivolumab Plus Chemoradiotherapy in Patients With nmMIBC Not Undergoing Cystectomy

Protocol treatment must begin within 8 weeks following TURB-T

ChemoRT" for 6 or 7 weeks
CDDP 20mg d1-d5, d22-d25 or
40mg/m?/week x6

Nivolumab 240mg q14 IV x5, starting 14
days prior to ChemoRT, then 480mg q28 x6

+

ChemoRT™" for 6 or 7 weeks
CDDP 20mg d1-d5, d22-d25 or
40mg/m?/week x 6

Primary endpoint

* LRFR at 2 years

Secondary endpoints
» Toxicity

+ BCFFS at 2 years
« OS

+ QLQ

* PD-L1 expression

*RT details:

3DCRT or IMRT

Whole bladder 60 Gy, boost 10 Gy (2 Gy/fraction)

| 1%t analysis of BCFFS, OS and toxicity after median fup of 31.6 months (95% CI 27-36)* |




Definitif Radioterapi+kemoterapi+Nivolumab

3 100+
£ 100
03) 754 .§ |
. 75
o e
; | : 3
3 i ¥ : —— am=1 3
] " l 3 —— am=2 4 50 :
-6 R SRR RRRRR AR R R o :
& : 5 :
S > :
£ = 2 254 :
o 2 :
o [e) .
8 a
A 04 0.00 :
: T T T T T T T T T T
0 6 12 18 24 30 35 42 48 54 0 6 12 18 24 30 36 42 48 54
time from randomization date in months T time from randomization date in months
Number at risk umber at ris!
=1 3 38 (6 4 8 (0
—gp it R FLER RRES BE-E o Pt e SRR IR Y S

am=2 38 (1) 34 (5) 29 (4) 25 (1) 22 (2) 17 (0) 11 (0) 6 (0) 4 (0) 1



Metastatik Mesane Kanseri Ikinci Basamak
Sonrasi Tedavi Se¢imi

Phase 3 THOR Study: Erdafitinib Versus Chemotherapy of Videa Placeholder

Choice in Patients With Advanced Urothelial Cancer and (el TR

° 2.5x 1. 41635 % 2.82 cm)
Select FGFR Aberrations Foced ERE R < v

Key eligibility criteria Erdafitinib ) .
Age =18 years . (n=136) Primary end point:
Metastatic or Once-daily erdafitinib 8 mg with « 0OS
unresectable UC | pharmacodynamically guided uptitration to 9 mg

Confirmed disease

progression

Prior tx with anti-PD-{L)1 Chemotherapy of Choice Key secondary end points:
1-2 lines of systemic tx (n=130) - PFS

Select FGFR3/2alt docetaxel or vinflunine once every 3 weeks

(mutation/fusion)® « ORR

ECOG PS 0-2 « Safety

Stratification factors: region (North America vs European Union vs

rest of warld), ECOG PS (0 or 1 vs 2), and disease distribution

(presence vs absence of visceral [lung, liver, or bone] metastases)
NCT0O3390504

a5 #prolled based on local historical testing, a tis
wlocations: FGERZ-BICCY, FGFRI-CASPY, FGFRI




Metastatik Mesane Kanseri ikinci Basamak
Sonrasi Tedavi Secimi

Table. Primary and Secondary Outcomes From the THOR Trial

Erdafitinib Chemotherapy
(136 patients) (130 patients )

0S, median (95% CI), mo 12.1 7.8
HR (95% Cl) 0.64 [0.47, 0.88); P=.005

PES, median (95% Cl), mo 5.6 2.7
HR (95% Cl) 0.58 [0.44, 0.78]; P = .0002

ORR, % 45.6 11.5
RR (95% Cl) 3.94 [2.37, 6.57]; P < .001

Abbreviations: ORR, overall response rate; OS, overall survival; PFS, progression-free
survival; RR, relative risk.View larger



Metastatik Mesane Kanseri ikinci Basamak ve
Sonrasi Tedavi Secimi

Videa Placeholder

Overall Survival Benefit With Erdafitinib Versus fdf-”f;;g;‘f;ggggsfef

Chemotherapy Was Consistently Observed Across Subgroups Fdi o Stid

Erdafitinib Chemotherapy
HR and 95% CI n/N» Median n/N* Median HR and 95% CIi

Overall 77/136 121 78/130 7.8 0.64 (0.47-0.88)

FGFR alteration type
Translocation ‘ 13/25 16.4 15719 8.0 0.49 (0.23-1.03)
Mutation 63/108 109 60/107 7.7 0.67 (0.47-0.95)

Baseline ECOG PS
0-1 70/125 12.2 717119 B.7 0.65 (0.46-0.90)
2 7111 6.1 711 2.8 0,47 (0.16-1.35)

Lines of prior treatment
1 line 27/45 14.0 21/33 7.8 0.61 (0.35-1.09)
2 lines 49/90 11.6 57/97 7.7 0.67 (0.45-0.98)

Visceral metastasis
Presence 597103 12.2 57/101 7.7 0.65 (0.45-0.93)
Absence 18/33 10.6 21/29 8.8 0.61 (0.32-1.14)

Primary tumor location
Upper tract 16/41 233 27/48 7.2 0.34 (0.18-0.64)
Lower tract = 61/95 10.5 51/82 9.6 0.82 (0.56-1.18)

Chemotherapy

Docetaxel —— 77/136 121 40/69 10.6 0.76 (0.52-1.11)

Vinflunine 77/136 12.1 30/43 7.7 0.60 (0.39-0.92)

0.10 > 10.00
Favors erdafitinib Favors chemotherapy
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Cohort 2
Key eligibility criteria £ i
rdafitinib
« Age 218 years (n=175) Primary end point
*+ Metastatic or unresectable : Once-daily erdafitinib 8 mg with » OS
uc pharmacodynamically guided uptitration to 9 mg

« Confirmed disease

progression on 1 prior tx _ Secondary end points
. ;la:ve z;;;;;—/;ogm tx Pembrolizumab * PFS
+ Select a3 = .

(mutation/fusion)? 200 mg o,sge zg)ry 3 weeks %
+ ECOGPS0-2 ey

NCT03390504



Patients, %

50

40 -

30 -

20 A

10 1

Metastatik Mesane Kanseri ikinci Basamak ve
Sonrasi Tedavi Se¢imi

100
o Erdafitinib Median OS:
ORR 40.0% Relative risk, 1.85 (95% Cl, 1.32-2.59; 80 il gg‘c’; o 3332
P<0.0013) ' S
60
R
v
o) Pembrolizumab
404
ORR 21.6%
PR 33.7% I 20
(n=50) CR 4.5% (n=8)
0 1 1 1] 1 1 1 T 1 | 1 1 1 1] 1 1 1 1] 1 1
0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54 57
P,R‘” 'O“ Months Since Randomization
(ﬂ330) No. at risk
Erdafitinb 175 160 131 100 78 60 S2 41 30 28 23 21 13 & 7 2 1 1 1 0O
Erdaﬁtlnlb Pembr0|izumab Pembrolizumab 176 148 119 103 84 72 60 52 43 34 29 23 19 11 8 8 1 1 0 0O

(n=175) (n=176)
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National . . . ol
comprehensive NCCN Guidelines Version 4.2024 NCCN Guidelines Index
NCCN Bt Bladder Cancer i

PRINCIPLES OF SYSTEMIC THERAPY
Second-Line Systemic Therapy for Locally Advanced or Metastatic Disease (Stage IV) (post-platinum or other chemotherapy)°®

Participation in clinical trials of new agents is recommended.

Preferred regimen Other recommended regimens
* Pembrolizumab (category 1 post-platinum)24 » Paclitaxel”" or docetaxel
« Gemcitabine18

« Pembrolizumab and enfortumab vedotin-ejfv (category 2B)'7

Alternative preferred regimens Useful in certain circumstances based on %rior medical therapy
* Immune checkpoint inhibitor « Ifosfamide, doxorubicin, and gemcitabine

» Nivolumab?5 « Gemcitabine and paclitaxel®
» Avelumab?26-27 « Gemcitabine and cisplatin?
« Erdafitinib9:28 -« DDMVAC with growth factor support?
« Enfortumab vedotin-ejfv®:2°
Second-Line Systemic Therapy for Locally Advanced or Metastatic Disease (Stage 1V) (post-checkpoint inhibitor)

Participation in clinical trials of new agents is recommended.
Preferred regimens for cisplatin ineligible, | Other recommended reqimeng

chemotherapy naive » Paclitaxel or docetaxel
- Enfortumab vedotin-ejfv2® « Gemcitabine8

= Gemcitabine and carboplatin
- Erdafitinib9-28

Preferred regimens for cisplatin eligible,_ Useful in certain circumstances based on prior medical therapy

chemotherapy naive » Ifosfamide, doxorubicin, and gemcitabine22
- Gemcitabine and cisplatin? « Gemcitabine and paclitaxel’®

« DDMVAC with growth factor support?
- Erdafitinib9-28




Adjuvan Secenekler

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Adjuvant Nivolumab versus Placebo
in Muscle-Invasive Urothelial Carcinoma

D.F. Bajorin, J.A. Witjes, ).E. Gschwend, M. Schenker, B.P. Valderrama, Y. Tomita,
A. Bamias, T. Lebret, S.F. Shariat, S.H. Park, D. Ye, M. Agerbaek, D. Enting,
R. McDermott, P. Gajate, A. Peer, M.I. Milowsky, A. Nosov, J. Neif Antonio, Jr.,
K. Tupikowski, L. Toms, B.S. Fischer, A. Qureshi, S. Collette, K. Unsal-Kacmaz,
E. Broughton, D. Zardavas, H.B. Koon, and M.D. Galsky

N Engl J Med 2021 June 3;384:2102-14.
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CheckMate 274: Disease-Free Survival in the ITT Population

Disease-free Disease-free
No. of Events/ Survival Survival
g 100 No. of Patients at 6 Mo (95% Cl) at 12 Mo (95% ClI)
<= 90+
& 80+ i
3 a Nivolumab  170/353 74.9 (69.9-79.2)  62.8 (57.3-67.8)
@ 70
B < \ e Placebo  204/356 60.3 (54.9-65.3) 46.6 (41.1-51.9)
g §€ 50+ \_\_‘ Mmlumab Hazard ratio for disease recurrence or death,
— = ; 0.70 (98.22% CI, 0.55-0.90
;’: o e : p.:o.oo{ )
: 30+ Placebo
‘S 20
E 10+
O 1 L8 | 1 T 1 » Al 1 1] ) | T T T T 1 )
0 3 6 9 12 15 18 21 24 27 30 33 36 35 42 45 48 51
Months

Bajorin DF et al. N EnglJ Med 2021;384:2102-14,

Neoadjuvan tedavi sonrasi > pT2+/- > pN+ adjuvan nivolumab 12 ay kullanimi niiks riskini
ortalama %30 dusiriyor
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A031501 AMBASSADOR: Study Design

Phase 3 randomized, open label, multicenter study of adjuvant pembrolizumab vs

observation in patients with high-risk muscle-invasive urothelial carcinoma

. Stratif

= Muscle-invasive urothelial * PD-L1 status’
‘carcinoma: bladder, urethra, renal
pelvis, ureter = Neoadjuvant
chemo yes/no
= Post-radical surgery (cystectomy
; k - Pathologic
‘or ureterectomy) 2 4 but s 16 weeks A p}}'gg"%""
*Post-neoadjuvant chemotherapy ° P or Nx
P _ o pTany N+ (any)
‘and 2 ypT2 and/or yN+ and/or o 4G
OR P e
=cisplatin-ineligible or refusing and 2
pT3 and/or pN+ and/or +margins

N=739 Enrolled N=702

200 mg q3W
1 year

I Observation

NCT03244384

*PD-L1 status was tested centrally and defined using the combined positive score: percentage of PD-L1-positive tumor celis and infiltrating immune cells
relative to the total number of tumor cells. PD-L1 positive = CPS 2 10, Dako PD-L1 immunohistochemistry 22C3 pharmDx assay. DFS: disease-free

survival (defined as new MIUC, metastatic disease, or death without recurrence); OS: overall survival

'Pembrolizumab

A
2y
=Y
o N ONCO00

Early closure due to
US FDA approval of
nivolumab high-risk
MIUC after surgery

| Dual Primary
o

»  Disease-free
survival

= Qverall survival

34% of patients in the
observation arm vs
20% in the pembro arm
received a non-protocol
checkpoint inhibitor or
withdrew consent
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PFEMRROLIZUMAB i NE (NE NE) PEMAROLIZUMAR "y 41 (4S8N PEMABROLIZUMAR " 1H2AS5169)
[ OBSERVATION L) 3531 (ILINE) o L_OBSERVATION 4633 1ssqlesles) | . |_OBSERVATION 91 OIS E )
HR (95% CT) 0.53 (0.34-0.79) \ HR (5% CT) 081 054120

HR (95% CT) 0,71 (0.52-0.98)

Onesse fooe Lurven
. ]
A
rF
4
Dwessn Froe b vtew
| .

" 3
R e .
-
. - - - Bl . Ld - .o . >
Loe Mamdem catine Vi Bbre @ Marabion s ot (Miitha) » - - - hl

Tome (Mt Tirre Birw o Mareteis afar | Mhamdioe |
"~ 1% - B .- - » - B R
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100
90—
80—
“ Median
% 70- No. of Events/ Disease-free
£ 0 ‘ Total No. Survival
a Pembrolizumab of Patients (95% Cl)
)
g’n 50_ Mo
g 40— Pembrolizumab 185/354 29.6 (20.0-40.7)
o Observation Observation 194/348 14.2 (11.0-20.2)
o 30-
o
o 20- Hazard ratio for disease progression or death,
0.73 (95% Cl, 0.59-0.90)
10+ Stratified P=0.003 by log-rank test
0 | I | 1 I | 1
0 6 12 18 24 30 36 42
Months since Randomization
No. at Risk
Pembrolizumab 354 247 202 174 159 137 114 85
Observation 348 198 150 124 107 96 81 58

Neoadjuvan tedavi sonrasi = pT2 > +/- pN+ adjuvan pemrolizumab 12
ay kulanimi ntks riskini ortalama %30 dusuruyor




Gelecek Perspektif

Can ctDNA help Guide Adjuvant Therapy ?

ctDNA":
1.00 - = 1.00 4 o HR = 1.31
—_ a4 N (95% Cl: 0.77-2.23)
;- 3 CtDNA™; oy 5, .
g Be HR = 1.14 = ——
o 0.75 1 ey (95% CI: 0.81-1.62) T 0.751 Maar—p e —
8 'l-\. . 3 3
~ e v - : ﬁ
8 D ¢ 0.;)
g 050 S 0.50 4
S ctDNA*: B
5 HR = 0.58 2
oy (95% CI: 0.43-0,79) ]
3 025 g 0251 CtDNA*:
§ & HR = 0.59
& (95% Cl: 0.41-0.86)
0 0 1
0 10 20 30 40 50 0 10 20 30 40 50
No. at risk Time (months) Time (months)
- Atazolizanab } GDNA- 184 144 85 a4 5 0 184 174 129 57 10 0
Observation 183 140 90 46 6 0 183 170 130 65 7 0
— Atezolizumab otDNA® 116 48 25 13 2 0 116 88 55 25 0
= Observation 98 17 10 5 1 0 98 54 24 11 1 0
Powles, Nature, 2021
ASCO Genitourinary - sreseateper. Max Kates, MD ASCO =swessy
CdnCGr.‘: bympos:u m Frmseriatzr m propert) Cf e matter and ASCD Pereason oquitesd 4 TeUEE COnIec PerTTrRessT g mme s org KNOWLEDGE CONQUERS CANCER

IMvigor010 calismasinin alt analizi, neoadjuvan sonrasi ctDNA pozitif olan hastalarda Atezolizumab niiks ve 6lim
oranini yaklasik %40 azaltiyor
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VOLGA safety run-in design and ctDNA analysis

Perioperative
Neoadjuvant Adjuvant
. >‘ =

Study popUIatlon ) Ds cycles 1500 mg [V Day 1 each cycie _cE_g Ds cycles 1500 mg IV Day 1 each cycle Pﬂmary endeim'
* Aged 218 years with MIBC S « Safety and tolerability
* Clinical stage (T2-4aNO-N1MO0, B 75 mg IV @ - 75mg v

including TIN1MO) 2eycles c1p1+C2ps = A C1D1 only Secondary endpoints:
+ Cisplatin-inefigible, as defined .25 mglkg Dey 1 S * pCR

by Galsky et al. 2011 EV scycles 0oy 8 each ycie i . EFS

ctDNA analysis
Baseline plasmasample Pre-RC plasma sample

(or Cycle 3, Day 1 sample)

+ Cell-free DNA from plasma samples was assessed using GRAIL's Research Use Only (RUO) technology solution which detects methylation indicative of tumour DNA

- (GRAIL, Inc.)? ;
+ Cancer score cutoff: the exact choice of threshold is governed by the specificity parameter of GRAIL's algorithm; for this analysis, a specificity threshold of 98% |

: was chosen, meaning 98% of non-cancer samples in a held-out calibration set would be correctly identified as negative for ctDNA?

.+ GtDNA detection at baseline and pre-RC were evaluated for association with pathologic assessment at RC and EFS
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ctDNA clearance and its association with EFS

10

08 _|

06 _|

04 _

Probability of EFS

02 _

Median foliow-up time for EFS: 10.8 months (IQR, 8.3-11.0)

ctDNA negative (at baseline and pre-RC)

ctDNA clearance (positive at baseline and negative pre-RC)

ctDNA positive (at baseline and pre-RC)

No. at Risk
ctDNA positive
ctDNA clearance
CIDNA negative 3

~ W

| | | | | I

1 2 3 4 5 6
Time (months)

3 3 2 2 2 2

7 7 7 5 5 5

3 3 3 3 3 3

w

S -

9 10 1 12
0 0 0 0
3 3 2 0
2 2 1 0

« EFS was assessedin 13 patients who completed RC; 10 were ctDNA-positive at baseline, and 3 were ctDNA-negative at baseline

* Longer EFS was observed in the ctDNA clearance and ctDNA negative groups compared with the ctDNA positive group
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Does CPl combine best with ADCs with MMAE payloads?

Disitamab vedotin in HER2 2/3+ Metastatic Urothelial Carcinoma

Disitamab vedotin

N=107 In the Second or Third-line setting

ORR=50.5% (54/107) 100
— 80

=
g GO
b 40
3 20
= "
= 20
&5 -40

v
g 60
- o
-100

Sheng, et al. ASCO 2022 abstract 4518

Phase 3
JISIE ~1
B8 01:1
Disitamab HER2+ redo n *
vedotin Metastatic UC

Cisplatin-Eligible
N=452 or -Ineligible

Presented by Andrea B. Apolo, MD
P4 @apolo_andrea

Disitamab vedotin + toripalimab

N=40 ORR=73.2%

- Confirmeas CRIPR
B HERZ IMC(2+/3+) PD-LI(+)
B HERZ IHC(2+/3+) PD-L1()
HERZ IHC(1+) PD=L1(+)
HERZ IHC(1+) PO-L1(-)
93% of assessable patients had tumor reductiomms HER2 IHC(0) PD-L1(+)

HERZ THCIOY POLY( >

- -
- - —ypn: |
- - -
®o —
-
- - -
- -

Sheng, X., et al. ASCO 2023

Phase3

HER2+
Metastatic UC

Cisplatin-Eligible
or -Ineligible
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Phase 1b/2 Study C014: Disitamab vedotin + Toripalimab in Urothelial
Cancer

Patients with locally advanced or metastatic malignant urothelial carcinoma, unable to tolerate or refused cisplatin, or previously treated with 1 line of systemic
therapy (including progression within 12 months of neo-adjuvant therapy)

Efficacy Total (N=41) cORR by HER2 and PD-L1 Expression Status

cORR by IRC 73.2% PD-L1 (+) PD-L1 (-)
cORR for treatment-naive 76.0% HER2 IHC 2+, 3+ 75% (n=8) 87.5% (n=16)
patients (n=25)
HER2 IHC 1+ 50% (n=4) 70% (n=10)
mPFS 9.2 months
CR 9.8%
100 = Confirmed CR/PR
PR 63.4% 80 e s
100 Individual Patients (n = 41) b 4 - :gﬁg ::g:::; sg:t::“))
M HERZ2 IHC(0) PD-L1(+)

» Responders

80 * Naonrespanders

680
40

Ongoing treatment

40 I
M W HERZ IHCO) PD-L1(-)

Tumor Size Change From Sassiine (%)
8o

¥
B 20
e

0
E -20 -40
g -40 I B0
g 60 o =

-80 e

= -100 te.

=100

o 2 4 a 8 10 12 14 16 18 20 22 24
Time (months) Sheng, el al Abs 4566, ASCO 2023
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What is the efficacy of EV+CPIl as Neoadjuvant or Adjuvant Therapy for MIBC?

=830
VOLGA r—— Durva+Treme 1 cycle
EV+DT 3 cycles Durva 9 cycles

Enfortumab
Durvalumab +

Vedotin +
Durvalumab madl Tremelimumab

N=784 Tremelimumab
EV-304/ KEYNOTE-B15 EV+D 3 cycles Durva 9 cycles
Enfortumab =
5 EV cycles Vedotin + 5‘ Durvalumab +
EV+P 4 cycles 13 Pembro cycle Durvalumab §
Enfortumab Enfortumab S
Vedotin + Vedotin + e —
Pembrolizumab Pembrolizumab SR — Cisplatin- No Therapy Observation
’ -ISplatiny Ineligible
Endpoint: pCR and EFS

Muscie-Invasive
¥ EV-303/ KEYNOTE 905 n-547

EV+P 6 cycles
Pembro 8 cycles

Enfortumab
Vv

Awoyoaisho |eajpey

@servation

EV+P 3 cycles
Enfortumab

Endpoint. EFS
Vedotin + edotin +
Pembrolizumab = Pembrolizumab
Pembro 3 cycles § Pembro 14 cycles
-

Pembrolizumab % Pembrolizumab
s
©

Presented by Andrea B. Apolo, MD Endpoint: EFS
P4 @apolo_andrea
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Future treatments for advanced Advanced or metastatic
urothelial cancer?* urothelial cancer

ctDNA positive
without radiological
disease

No prior adjuvant
immune therapy
within a year

Recent adjuvant

immune therapy or cant Not eligible for EV
have immune therapy

Atezolizumab

|

v

J
v

1st Enfortumab vedotin (EV) Platinum chemotherapy Platinum chemotherapy

line and pembrolizumab Enfortumab vedotin + Avelumab

|'2ﬂd Platinum chemotherapy#
ne

Erdafitinib in FGFR +ve

: - : : Platinum chemotherapy
Platinum chemothera Enfortumab vedotin# Sasatuzimab govitecan ;
B Sasatuzimab Govitecan 9 Enfortumalb vedotin
Erdafitinib in FGFR+ve v
3rd : Platinum chemotherapy#
line Sasatuzimab Govitecan A regimen not used A regimen not used Enfortumab vedotin#
Erdafitinib in FGFR previously previously Sasatuzimab Govitecan

Erdafitinib in FGFR +ve

*Assuming EV302 (EV/pembro), TROPICs (SG), IM011 (ctDNA+ve), THOR are +ve for OS
# unless given previousl



Sonuc

JEnfortumab vedotin +pembrolizumab sisplatin uygunlugundan bagimsiz standart tedavi
dEvre IV mesane kanserinde birinci basamak tedavide sisplatin+gemsitabin+nivolumab bir secenek

Platin bazli kemoterapi sonrasi klinik yarar(CR/PR/SD) gbéren hastalarda idame tedavi olarak
Avelumab bir secenek

W Sisplatin alamayacak hastalarda carboplatin+ gemsitabin kemoterapi kombinasyonu klinik yarar
alanlarda Avelumab idame tedavi olarak bir secenek

Platin bazli kemoterapi alamayacak hastalarda birinci basamak tedavide ( ECOG PS>2, komorbidite
vs.) PD-L1 duzeyinden bagimsiz Pemrolizumab onerilebilir



