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Metastatik Mesane Kanser|
Birinci Basamak Kemoterapi

Selected randomized clinical trial comparisons of chemotherapy for metastatic bladder cancer

Study (vear of
publication)

i Interventions

Response rate (%)

Median OS (months)

Toxicity

Logothetis e al3®
(1990)

110 MVAC versus CISCA

65 versus 46; P=0.05

15.5 versus 10.1; P=0.0003

MVAC=CISCA

Loehrer ef al’’
(1992)

269  MVWVAC versus cisplatin

39 versus 12 P<0.0001

125 versus 8.2; P=0.0002

MVAC=cisplatin

Mead er al*® (1998)

214 CMV versus MV

46 versus 19 ( Pvalue not
reported)

T0versus 4.5; P=0.0065

CMV=MV

von der Maase et af
1071 2000.2005)

405 GC versus MVAC

49 versus 46; P=0.51

14.0 versus 15.2; P=0.66

MVAC=GC

Sternberg et al -0
(2001, 2006)

263  ddMVAC wversus MVAC

72 versus 38; P=0.016

15.1 versus 14 .9 { Pvalue not
reported; 5-year OS was 21 8%
versus 13.5%, P=0.04)

MVAC=ddMVAC

Bamias et al **

(2013)

130 ddGC versus ddMVAC

32 versus 27; P=0.67

18 versus 19;: P=098

ddMVAC=ddGC

CISCA. cisplatin, cyclophosphamide. 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; OS5, overall survival.



Metastatik Birinci Basamak Kemoterapi Sonuclari

Sisplatin Uygun Sisplatin uygun degil

Gemcitabine + Cisplatin(%-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
E HR: 1.09 (0.88-1.34) dyrs, % 21.8 13.5 < 801 Log-rank test P = .64
S 0.87 Log-rank P = .44, Walds P = .66 809 % (95%Cl) (145-21.9) (7.4-19.6) S - & '
& 0.64 —GC 60 = Log-rank P = .042 S
£ 041 —muac 404 HR: 0.76 (95% Cl: 0.58-.99) § 40 -
£ 1 = M-VAC A i
5 02 20 — HD M-VAC 20
e o0 T T T T T T T 0 T T T T T T 0
o 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 Patients at Risk, n
GC 203 118 50 36 30 23 7 O 112129 32 15 11 4 2 M-VAC M-CAVI 108119 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.




Metastat

Ik Mesane Kanseri Birinci Basamak Tedavi Secimi

PRINCIPLES OF SYSTEMIC THERAPY

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

Cisplatin eligible

Preferred regimens
* Pembrolizumab and enfortumab Vﬂdﬂtin-ﬂ‘jf\\'ﬁ (category 1)

Other recommended regimens
« Gemcitabine and cisplatin® (category 1) followed by avelumab maintenance therapy (category 1]*' 13
« Nivolumab, gemcitabine, and cisplatin (category 1) followed by nivolumab maintenance therapy4 (category 1)

Useful under certain circumstances
« DDMVAC with growth factor support (category 1)2:® followed by avelumab maintenance therapy (category 1)213

Cisplatin ineligible

Preferred regimens
» Pembrolizumab and enfortumab vedotin-ejfv1317 (category 1)

Other recommended regimens
« Gemcitabine and carboplatin'® followed by avelumab maintenance therapy (category 1)®13

Useful under certain circumstances

* Gemcitabine

+ Gemcitabine and paclitaxel!?

« lfosfamide, 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 allglhla for any platinum-containing chemotherapy)

« Atezolizumab2? (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

LJECOGPS 22
dKreatinin klirensi < 60ml/dk
Qisitme kaybi olmasi grade2>

UPeriferik néropati grade2>

QKKY olmasi (NYHA class 111)

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



Metastatik Urotelyal Kanserlerde Birinci Basamak
Platin bazli kemoterapi+ Immun kontrol noktasi inhibitorleri

DESIGN

<
mUC or locally advanced / (200mg q3w < 35x)

No prior chemo or CPI

GFR 2 30ml/min
> 6 mo since MIBC ttr

1:1:1

ECOG 0-1 (incl. 2in KN361) e |CiS OF Carbo/Gem (<6x)

\ Cis or Carbo/Gem

KN361

Pembrolizumab

Maintenance: none

+Pembrolizumab (< 6x)
Maintenance: Pembro

DANUBE

Durvalumab
(1500mg g4w until PD)

cT |[Cisor Carbo/Gem (<6x)
Maintenance: none

|O-CT | Durvalumab +
10-10 4x Tremelimumab (75mg)
'~ | Maintenance: Durva

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

Stratification

Primary endpoints

Minimum follow up

Cis/Carbo investigator choice
PD-L1: CPS =10

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

22 months (median 31.7)

Cisplatin eligibilty
PD-L1: >25% IC and/or TC positive
Liver and/or lung metastases

OS: 10-10 vs CT (ITT)
OS: 10 vs CT (PD-L1 +)

34 months (median 41.2)



Metastatik Urotelyal Kanserlerde Birinci Basamak
Platin bazli kemoterapi+ Immun kontrol noktasi inhibitorleri

Overall survival

KEYNOTE 361 —10-CT vs CT (1°ep)

DANUBE - 10-10 vs CT (1°ep)

Combination vs Chemo

TOTAL population (ITT) ¢

100+
Pts with HR

904 Euent _MedanBS4C) o) P

80 Pembro + Chemo 69.8% 17.0 mo (14.5-19.5) 086 K

704 Chemo 7% 143mo(123467) 072192

- ORR 55% vs 45%

48% subsequent 10

30+ 12-mo rate
161.8%
20+ 156.0%

0 3 6 9 12 15 18 29 24 27 30 33 36 39 42
Tima manthe

Probability of OS

" \ Durvahumab ¢ Tremefmumab (s=32) ~ Chemotbesapy (a=34)
}\ |08 o 801 | 181 (13-180) 121(10%-40)
N\ ‘
\ BRI 0 085(072-1.02)
R | Loy P’ o
X ‘
AN w  ORR36% vs 49%
T 31% subsequent |10
| iy
— D T | i
e Chemohengy i
3 ] :] ] % 7 ¥
T o radeniszton o

Platin bazli kemoterapi+ Pembrolizumab, Durvalumab+Tremelimumab kombinasyonlari platin
bazli(karboplatin/sisplatin +gemsitabin) tedavisine gore ustiinlitk gostermedi



Metastatik Urotelyal Kanserlerde Birinci Basamak
Platin bazli kemoterapi+ Immiin kontrol noktasi inhibitorleri

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

100+
90+
80+
70+
60
50+
40+

0S (%)

30+
20+
10+

No. at Risk
Atezo + plt/gem
Placebo + plt/gem

\ ArmA Arm C
’ Atezo + plt/gem Placebo + plt/gem
(pify N (n =451) (n =400)
| OS events®, n (%) 235 (52) _ 228 (57)
Stratified HR (95% 1 0.83 (0.69, 1.00)
[ o)y i, ) [ P=0.027 (one-sided)®
13.4 mo 16.0 mo
(12.0, 15.2) (13.9, 18.9)
0 3 6 9 12 15 18 21 24 27 30 33
Months
451 408 360 301 229 163 117 72 36 16 3 NE
400 359 308 255 182 123 79 49 25 8 NE NE

Galsky et al, Lancet 2020 May; Grande ESMO 2019

Platin bazli kemoterapi+ Atezolizumab, kombinasyonu platin bazli(karboplatin/sisplatin
+gemsitabin) tedavisine gore ustiinliik gostermedi



Sisplatin Urotelyal Kanserlerde immiinomodiilatér

- 2 CellPress Cell Reports Medicine

OPEM ACCESS

Cell Reports

MediCine ~ s Impect o OS of adding stezolizumab to

Phase 3 IMvigori30 study (N = 1213) | arma ] armc |
= e e n "Wt o Tma oS HE (95% cn
Immunomodulatory effects and improved outcomes et e ey o EEEEET  —— ommw o
with cisplatin- versus carboplatin-based - R (a2 | e A
chemotherapy plus atezolizumab in urothelial e ne i+ ST SR R
cancer S raumbsedcemonesoysuspace
£ .l e clesmhmmezmmm £ Ty Ciemiuz;sstig
Graphical abstract Authors g”" . g a7s \\
Matthew D. Galsky, Xiangnan Guan, E 80| e S E |
' ] Deepali Rishipathak, ..., Peter C. Black, 2 "%%| vR as1 @s% o1, 03, 0.86) 5 %% wn 1 swct o, g ———,
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I ! cancer control with cisplatin versus E 0251 | o 4s qom 6L, abs, oues E 025 i ooe pamvir dme, 11y s
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A\ +f_":&°;:‘;$ﬂ"§h Vi with pretreatment tumors demonstrating Wow at riskc = e - Moo atrisk = = “
\\ / features of restrained adaptive immunity. oo 42 = == iy H Ay = ] = a
—— In vitro, they demonstrate that cisplatin E oSt OF tmantrsh
versus carboplatin exerts direct Flatinumrbased chemotherapy plus placebo in cisplatin eligible patients
I mmmm; " n immunomodulatory effects on cancer z 1-00| "'—"»_l_‘_LL‘ :ﬁncm:?é;% .é%“ﬁ%%ggé‘%?
% — ““2.."‘:‘“1 cells, promoting dendritic cell activation %”5' L L -
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EE— % 0251 =
THAE = Tumor APC = Antige ng Coll; DAMPS = Dam: & aool I-ug—r-a.nk P--am:-no.n- ]
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GemCis tedavisi, GemCarbo * atezolizumaba kiyasla, dolasimdaki immiin hiicrelerde antijen
sunumu ve T hiicresi aktivasyonuna iliskin gen ekspresyonunu artirir. In vitro veriler, IMvigor130 ¢alismasi, atezolizumab'un gemcitabin ve sisplatin (GemCis) ile
sisplatinin karboplatine gore tiimoér hiicreleri lizerinde daha gii¢lii immiinomodiilatér etkiler kombinasyonunun, gemcitabin ve karboplatin (GemCarbo)
gostererek dendritik hiicre aktivasyonu ve antijen-spesifik T hiicresi sitotoksisitesini rejimine kiyasla daha olumlu sonuglar verdigini géstermistir.

destekledigini gostermektedir.

Galsky M, Cell Reports Medicine 2024.



Urotelyal Kanserlerde Renal Yetmezlik ile
Immiuinoterapi Etkinligi Azaliyor

ASCQO ABSTRACT #434954

AMERICAN SOCIETY OF CLINICAL ONCOLOGY
ASSOCIATION MICAL O L

KNOWLEDGE CONQUERS CANCER

Immune checkpoints blockade therapies' efficacy and toxicity in patients with impaired
renal function in metastatic bladder cancer.

Deniz Tural, Cagatay Arslan, Fatih Selcukbiricik, Omer Fatih Olmez, Mustafa Erman, Yuksel
Uriin, Dilek Erdem, Saadettin Kilickap; Department of Medical Oncology, University of Health
Sciences, Bakirkdy 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

**Note: The appearance of your abstract here is an approximation of how the abstract would
appear in print, if accepted.

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:

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—
30mL/min (low), and less than 30 mL/min (very low) based on GFR. The primary endpoints
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.

Results:

08

06

Overall Survival

04

02

00

Glomerular Filtration Rate

S ]

=&V (=60 ml/min
= (6030 ml/min
=¥ |< 30 ml/min
0 6 12 18 24 30 36 42 48 54 60 66
Months

The Median OS rate for GFR normal, low and very low groups
were 11.9 (7.2-16.5) months, 4.7 (1.8-7.7), and 6.8 (1.1-13.6)
months, p=0.015, respectively.



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

Chemo + IO combinations

IMvigor130 KEYNOTE-361 DANUBE CHECKMATE901

Atezolizumab + Pembrolizumab + Du ' b + Nivolumab +
Platinum/Gemcitabine Platinum/Gemcitabine T Cisplatin/Gemcitabine
(n =451) (n =351) ) (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
igiﬁﬁ\%sg presenTeD BY:  POOja Ghatalia y " : : n 021 PMID : ASCO AMERICAN SOCIETY OF

Presentation is property of the author and ASCO. Permission re quired for reuse: . contact permissions@asco.or g y ¢ KNOWLEDGE CONQUERS CANCER

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



Sisplatine uygun hastalarda immiin kontrol noktasi inhibitorleri ile kombinasyon

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 inclusion criteria (yes vs no) NIVO 360 mg on D1 NIVO 480 mg Q4w
N = 304 B el T &1 [ R VL R i PD ol 3 weeks — (yntil progression, unacceptable
* Age > 18 years + Cisplatin 70 mg/m? 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

« ECOG PS of 0-1

+ Cisplatin 70 mg/m? on D1
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%,94 HRQoL
Key exploratory endpoints: ORR per BICR, safety

2Further 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. 9PD-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

PFS per BICR (primary endpoint)

100+
& 90- Median PFS (95% Cl),
) 80— Treatment Events/patients months
E -0 NIVO+GC 211/304 7.9 (7.6-9.5)
5 GC 191/304 7.6 (6.1-7.8)
3 60 HR (95% Cl), 0.72 (0.59-0.88)
@ 50 12-month rate: L
Y—
S 40 34.2% 24-month rate:
7 304 ! 23.5%
2 20- : r NIVO+GC
g - :
& 17 | 9.6% ' GC
0 | | | 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 11 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 Sisplatin+Gemsitabin+Nivolumab

CheckMate 901

OS (primary endpoint)

100 —
90 — Median 0S (95% Cl),
80 12-month rate: Treatment Events/patients months
X N 70.2% NIVO+GC 172/304 21.7 (18.6-26.4)
- 70 H , GC 193/304 18.9 (14.7-22.4)
E 60 — : 24-month rate: HR (95% CI), 0.78 (0.63-0.96)
. P =0.0171
3 30~ 162.7% 46.9%
= 40 — | I
o ! :
[«F] 30 - 1 :
> ! H H NIVO+GC
& 20- : !
10 i ! GC
0 I : I : | I I I | | 1
0 6 12 18 24 30 36 42 48 54 60 66
Months
No, at risk
NIVO+GC 304 264 196 142 97 69 48 25 15 7 2
GC 304 242 166 122 82 49 33 17 13 4 1

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 PP 0.78 (0.63-0.95)
Age, years ;
<65 298 85/150 100/148 —e— ! 0.69 (0.51-0.92)
265 and <75 236 65/120 66/116 —— 0.89 (0.63-1.26)
=75 74 22/34 27/40 [ *— 1 0.86 (0.49-1.52)
Sex :
Male 470 133/236 147/234 —e—1 0.76 (0.60-0.97)
Female 138 39/68 46/70 i 1 I 0.82 (0.54-1.26)
Race :
White 436 123/21 145/225 | 0.80 (0.63-1.02)
Asian 138 38/75 36/63 ' * —I 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 . ] 1.92 (0.95-3.88)
Asia 133 36/72 34/61 I & : 1 0.73 (0.46-1.17)
Europe 276 72/134 90/142 I . e | 0.73 (0.53-0.99)
Rest of the world 159 46/79 54/80 —e—— i 0.73 (0.49-1.08)
ECOG PS '
1
1

0 324 74/162 87/162 —— 0.70 (0.51-0.95)
o o FT. 2 0 g (£ 4

PD-L1 expression H
= 1% 64/111 67/110 0.75 (0.53-1.06)
< 1% or indeterminate 108/193 126/194 0.80 (0.62-1.04)
Liver metastases

0.77 (0.51-1.16)
0.77 (0.61-0.98)

Yes 156 44/88 41/68 I L 1 0.90 (0.59-1.38)
No 452 128/216 152/236 —e—1 0.76 (0.60-0.96)

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

Objective response outcomes (exploratory endpoints)

CheckMate 901

70 4

60

50

40

30

Patients (%)

20

10

SD
PD

UEP

ORR (95% Cl) and BOR per BICR®

57.6% f,ﬁ N =
(51.8-63.2)
43.1%
21.7% (37.5-48.9)

11.8%

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
Any objective responsec (n=175)
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)

2ln all randomized patients. "The 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 subseguent 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
%0 NIVO+GC 105/175 9.5 (7.6-15.1)

N 77/131 7.3 (5.7-8.9)
70 —
60 — 12-month rate:
50 — 46.2% 24-month rate:
40 — 35.0%
30 — : ! 5 NIVO+GC
] 1 ([T ]
20 — : |
10 — 129.2% - S— . ' ec
: 112.6%
0 I II 1 I' I I | 1 |
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

90 -
80 -
70 -
60 -
50 A
40 -
30 A
20 A
10 A

57.6%
(51.8-63.2)

21.7%

0
SD

PD

UE

25.3%

9.5%

7.6%

CRENR
PREN

43.1%
(37.5-48.9)

11.8%

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

CREN
PREN

81.5%
(68.6-90.7)

64.3%
(50.4-76.6)

18.5%
28.3% SD 9.3% 25.0%
12.8% PD 3.7% 5.4%
15.8% UE 5.6% 5.4%




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

OS: patients with LN-only mUC per BICR

100

Median OS (95% Cl), months
NIVO+GC 46.3 (24.0-NE)
GC 24.9 (21.4-29.9)
HR (95% Cl), 0.58 (0.34-1.00)

90

80 -

70

60 -

50

Overall survival (%)

40 ~

30 A

20

10 A

0

I I I I I T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66
. Months
No. at risk



Sisplatine uygun hastalarda KT+immiinoterapi

CheckMate 901

Treatment-related AEs in all treated patients

NIVO+GC (n = 304) GC (n = 288)

Treatment-related AE, %* Any grade Grade = 3b Any grade Grade 2 3b
Any 97 62 93 52
Leading to discontinuation 21 11 17 8

Anemia 57 22
Nausea 47
Neutropenia 31 19
Decreased neutrophil count 25
Fatigue 24
Decreased appetite 22
Decreased platelet count 22
Decreased white blood cell count 21
Vomiting 18
Asthenia
Thrombocytopenia
Pruritus
Constipation
Rash
Diarrhea
Hypothyroidism
Increased blood creatinine
Leukopenia

48
48

Grade 1-2
]

- Grade = 3

60 40 20 0 20 40 60
Incidence, %

#lncludes 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.



Urotelyal Kanserlerde Platin Direnci immiinoterapi Direnci ile iligkili

International Journal of Clinical Oncology (2022) 27:585-591
https://doi.org/10.1007/510147-021-02072-x
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Abstract

Fernnrneg
Background Atezolizumab (ATZ) has demonstrated antitumor activity in previous studies in patients with metastatic plat-
inum-resistant urothelial carcinoma. However, the response rate of ATZ was modest. Therefore, finding biologic or clinical
biomarkers that could help to select patients who respond to the immune checkpoint blockade remains important.
Patients and methods In this study, we present the retrospective analysis of 105 patients with urothelial cancer treated with

I I I i 1 I I 1 1 I
ATZ after progression on first-line chemotherapy. Data of patients were obtained from patient files and hospital records. 00 300 600 900 1200 1500 1800 2100 2400 2700
The association between response to first-line chemotherapy and ATZ was using Fisher’s exact test. Median follow-up was

Menths
calculated using the reverse Kaplan—Meier method. OS was estimated by using the Kaplan-Meier method
Results The median follow-up time was 23.5 months. Forty (74.1%) of patients who experienced clinical benefit after
firs-line chemotherapy also had clinical benefit after atezolizumab, while only 14 (25.9%) of patients with initial PD after Flg 2 Kapl an—Meier curves association of Clinically benefited from
first-line chemotherapy subsequently experienced clinical benefit with ATZ (p=10.001). The median OS on ATZ of 14.8

and 3.4 months for patients with clinical benefit and progressive disease in response to first-line chemotherapy, respectively the first-line treatment and overall survival
(p=0.001). Three of the adverse prognostic factors according to the Bellmunt criteria were independent factors of short

survival: liver metastases {Hazard ratio [HR]=1.9; p=0.04}, ECOG PS> 1 (HR=2.7; p=0.001), and Hemoglobin level
below 10 mg/dl (HR =2.8; p<0.001). In addition, patients with clinical benefit from first-line chemotherapy (HR =0.39;

p<0.001) maintained a significant association with OS in multivariate analysis. The medlan OS on ATZ Of 14'8 and 3'4 months for patlents Wlth CIInlcaI beneft

Conclusions Our study demonstrated that clinical benefit from first-line chemotherapy was independent prognostic factors on

clusions Our : . : . and progressive disease in response to frst-line chemotherapy, respectively
OS in patients’ use of ATZ as second-line treatment in metastatic bladder cancer. Furthermore, these findings are important

for stratification factors for future immunotherapy study design in patients with bladder cancer who have progressed after

first-line chemotherapy. (p=0.001).

Keywords Atezolizumab - Urothelial carcinoma - Bladder cancer - Chemotherapy - Immunotherapy - Outcomes




Metastatik Urotelyal Kanserlerde Birinci Basamak Tedavi
Platin bazli kemoterapi Sonrasi idame Avelumab

JAVELIN Bladder 100 study design (NCT02603432)

All endpoints measured post randomization (after chemotherapy)

g ™
: Avelumab Primary endpoint
* CR, PR, or 5D with standard 10 mefk IV C2W * 05
1st-line chemotherapy + BSC* Primary analysis populations
(4-6 cycles) Treatrment-free Interval n=350 « All randomized patients
— Cisplatin + gemcitabine or 4-10 weeks Until PB, unacceptable * PD-L1+ population
— Carboplatin + gemcitabine N=700 toxicity, or withdrawal Secondary endpoints
* PF5 and objective response
E
» Unresectable locally BSC alone per RECIST 1.1
advanced or metastatic UC n=350 + Safety and tolerability
* PROs
Stratification |\‘_ J

» Best response to 1st-line chemo (CR or PR vs 50)
* Metastatic site (visceral vs non-visceral)

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, besst suppartive care; CR, complete response; IV, intrasenous; PR, partial respanse; PRO, patient reported cutcame; O W, every 2 weeles; R, randamization; RECIET 1.1, Response Evaluation Criteris in Solid
Twmars verssam 1.1; 50, stable dispase

*BSC (e antibiatics, nubnitional suppost, hydeaticn, or pain mansgemant] was administered per local practice based on patient needs and dinical judgment: ather systemic antismors theragy was nol permitied,
bt palliative kcal radsotheragy for Bolated lesions was acceptab

Powles T et al. ASCO 2020;Abstract LRA1 Courtesy of Arjun V. Balar, MD



Metastatik Urotelyal Kanserlerde Birinci Basamak Tedavi
Platin bazli kemoterapi Sonrasi Idame Avelumab

OS in the overall population

21.4(18.9, 26.1)
14.3(12.9,17.9)

100 = Median OS (95% ClI), months
S0 Avelumab + BSC
80 - BSC alone
e 70 Stratified HR 0.69 (95% Cl, 0.56, 0.86)
E 60+ p < 0.001
E 50
[ R N coun
=
30 -
20 -
10 -
0 I I 1 1 I I | I 1 1 | I 1 1 | I 1 1 1
0 2 4 & 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
Mo. at risk Months

Avelumab +B5C 350 342 318 294 259 226 196 167 145 122 &7
B5C 350 335 304 270 228 186 153 125 105 83 68

B> 51 3 2% 15 11 5 3 0
35 41 33 18 12 19 2 1 0

0% was measured past randomization [after chematheragy); the 05 analysis crossed the prespecified efficacy boundary based an the alpha-spending function {P<0.0053)

Powles T et al, ASCO 2020;Abstract LB&]

Courtesy of Arjun V. Balar, MD



Metastatik Urotelyal Kanserlerde Birinci Basamak Tedavi
Platin bazli kemoterapi Sonrasi idame Avelumab

OS in the PD-L1+ population

1o 'ﬁ_\ﬁ\. Median OS (95% Cl), months
S0 Avelumab + BSC NE (20.3, NE)
20 (3 BSC alone 17.1(13.5, 23.7)
=y 0%
o 70— Stratified HR 0.56 (95% Cl, 0.40, 0.79)
g o0 _— p < 0.001
# 50-
3 48%
g 40-
=
30 -
20 -
10 —
U ] ] 1 1 ] ] | ] 1 1 | ] 1 1 | ] 1 1 1
D 2 4 & B 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
Mo. at risk Months
Avelumab +BSC 189 185 177 165 146 129 114 95 81 70 49 38 32 26 18 & & 4 2 0

B5C 169 165 152 132 113 89 76 67 54 45 37

0 023 21 12 &8 & 2 1 a

0% was measured past randomizatian [after chematheragy]; the 9% analysis crossed the pres pecified efficacy bowundary based an the alpha-spending function {P<0.0014). NE, nat estimakble

Powles T et al, ASC0D 2020;Abstract LB&1

Courtesy of Arjun V. Balar, MD



Metastatik Urotelyal Kanserlerde Birinci Basamak Tedavi
Platin bazli kemoterapi Sonrasi idame Avelumab

Data Cut-oif: dth June 20E1 I
0OS From the Start of 1L CT in All Randomized Patients’

Post hoc analysis

I} —
Bl —
Bl —
T —
G —
Gl —
i —
30 — T —
20— T ey
10—
0

Median OS5, moenths ($5% Ci)
Avelumab « B3C 8.7 {25.2-34.0)
BEC alorne 20.5 {19.0-23 5}
HRL 0T (95% CI, Q64092

08, %

o H g 1z 15 20 24 20 22 a5 20 44 4z 52 &8
Months
béa. at risk
Avelumssl +BSC 350 350 3314 785 24T 290 101 171 145 114 ] 58 aE 17 T
BES 35D 49 317 755 207 168 141 125 11 & 58 5 33 12 5

in the overall population, median OS5 measured from the start of 1L chemotherapy was 29.7 months (85% CIl, 25.2-34.0) in the

avelumab + BSC arm and 20.5 months (95% C119.0-23.5) in the BSC alone arm (HR, 0.77 [95% CI, 0.836-0.921])

L firetdne. B3, baet sugpardee care. O, confideance mienal; CT, chamalberapy. HR. hazand ratig; O35, overal sueeal
1. Srdboar 55 = ol Poster §E1. Presenied ot ASOO GL Sympoeum: Febroary 16-13, 2023; San Fronmeso, CA



Birinci basamak platin bazli kemoterapiye yanit vermeyen hastalar idame immiin
kontrol noktasi inhibitorlerine cevap verebilir mi

Patient characteristics n b4
Median age (years) 65 (min.:37; max.: §6)
Gender (male) 90 85.7
Site of primary tumor

Bladder 92 87.6

Upper tract 13 124
ECOG-PS

0 e 257

1 74 0.5

2 + is
Baseline creatinine clearance <60 mlfmin £ 36.2
Baseline hemoglobin concentration < 10 gfdl n 286
Smoking status

Current smoker 7 257

Ex-smoker 53 50.5

Never smoker 25 FLE
Metastatic site at baseline

Visceral 84 80

Liver 16 15.2

Lymph node only 15 143
MNumber of bellmunt risk factors

0 19 18

1 55 524

2 26 48

3 5 4.8
Metastatic at the time of diagnosis 45 429
Meoadjuvant chemotherapy 21 20
Pelvic radiotherapy 13 j14
Cystectomy 43 41
Previous chemotherapy

Cisplatin-hased 59 56

Carboplatin-based 46 H
Median Number of cycles of platinum-based first- 4 2-6

line chemotherapy
Best response to first-line reatment

Complete response (CR) 5 48

Partial response (PR) 8 36.2

; o o 1o ITE)

Progressive disease (PD) 46 438
Time relapsed since the last chemotherapy

3 months = 18 17

3 months® &7 83

10

71

Best response to first-line treatment

CR+PR+5D 14.8
FD» 34

4cycle<TE O
4 cyele= 117

Age (years)
=65 87
=65 1
Gemder

Male 2.8 6.9-12.70.5
Female 11.9 4.2-19.6
Smoking stats

Yes 102

No T.72
Location of the tumor

Upper iract 5.1

Bladder 103
ECOG-F5

L1} 184

(= a1

Baseline creatinine clearance
< 6 mlmin 44
= 6 ml'min 14.5
Baseline hemoglobin concentration

= 10 gidl 3is

= 10 gidl 134
Metastatic at the time of diagnosis

Yes 24

No 1008
Lymph node only metastagis

Yes 14.5

Mo 8.5
Visceral metastasis

Yes 87

Mo 118
Liver metastasis

Yes 14

Mo 114
Number of bellmunt risk factors

o 0.2

1 14.2

2 3

3 12
Cysisciomy

Yes 106

Mo a7

4.2-13.1
5.9-142

6.9-135
L9136

27-74
6.9-136

14.5-22.3
4.2-12

2463
£.3-20.8

L5461
£5-182

5.8-119
5.27-15.2

3-26
5.6-114

5.1-123
6.8-169

027
T.8-14.9

16-24.3
11.4-16.9
1685
0619

4617
7.9-121

07

09

o4

Q002

0008

0.001

02

o7

0001

0001

ik seri platin bazli tedavilere klinik yanit orani
%56

Yanit veren hastalarin immun kontrol noktasi
inhibitorlerinde elde edilen klinik yanit %74.1

ilk basamak platin bazli kemoterapi altinda
progresyon gosteren hastalarin immiin
kontrol noktasi inhibitorlerine klinik yanit
orani %25.9

Javelin 100 bladder ¢alisma poptilasyonuna
dahi edilmeyen hastalarin beli bir orani
immin kontrol noktasi inhibitorlerinden fayda
gorebilir

Tural D, International journal of clinical oncology 2022



Metastatik Urotelyal Kanserlerde 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 901 Study

‘2‘; = \ Median OS (95% CIl), months
g o] Ny, Ememhre Nivo + Cis/Gem 21.7 (18.6, 26.4 We cannot directly compare these studies
= 704 R Cis/Gem 18.9(14.7, 22.4 2 2 .
£ e gy 24-m S + Different patient populations
« ity 46.9%
2 s ”“m.u‘;(ﬂ_.“ e + Avelumab maintenance study included only
§ i | T T responders to 1L chemo
o 20 - ' s )

5 e " HR0.78 (0.63, (?9?) Length of maintenance CPI therapy was

, .

similar: ~6 months for both

T t T 1
0 6 12 18 24 30 36 42 48 54 60 66

Months
No. at risk

“‘\\\\ Avelumab vs BSC _JAVELIN Bladder 100 study
. Median OS (95% CI), months

— Avelumab + BSC 21.4 (18.9, 26.1)
; e BSC alone 14.3 (12.9.17.9
50 —— o =
a0 : k“‘“*»—-— P, e
- @ b
20 -
HR 0.69 (0.56, 0. 86)
2 0 7; 4 - (\7 ;47;(; 12 )‘4 16 l ) 22 4 26 )‘4 i ¥ i‘]iidi i‘( 74*\
No. atrisk Months
L 350 342 318 294 25 226 19 16 145 122 87 65 51 39 26 15 11 5
BSC 350 335 304 270 228 186 153 125 105 83 68 55 41 33 18 12 9 2 1 0

MADRID MCOHEFESS

Presented by Andrea B. Apolo, MD

Andrea Apolo
Invited Discussant LBA6 and LBA7



Metastatik Urotelyal Kanseri Sisplatin Uygun Olmayanlarda
Birinci Basamak Enfortumab Vedotin + Pembrolizumab Sonuclari

Cohort K

=  Unresectable la/mUC
= (Cisplatin ineligible
= No prior treatment for

la/mucC

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

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
EV 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) Pa—
(95% Cl) (52.7, 75.1) (33.5,57.3) E
S 60
Best overall response, n (%) §
40
Complete Response 8(10.5) 3(4.1) _g
© 20
Partial Response 41 (53.9) 30 (41.1) g o
Stable Disease 17 (22.4) 25 (34.2) & N o I |
a‘.i - —
Progressive Disease 6(7.9) 7 (9.6) °
N 404 e 5
Not Evaluable 3(3.9) 5 (6.8) ‘g 5 $r eeonn
5 60+
No Assessment 1(1.3) 3(4.1) 2 8o
Median time to objective response (range), mos 2.07 (1.1, 6.6) 2.07 (1.9, 15.4) 100
Median number of treatment cycles (range) 11.0 (1, 29) 8.0 (1, 33)

Data cutoff: 10Jun2022

BICR: Blinded Independent Central Review; cORR: Confirmed Objective Response Rate; NR: Not Reached

Primary Endpoint

ORR per BICR

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

PD-L1 Score

= High (CPS 210)

m Low (CPS <10)
Not evaluable

Best Overall Respons

+ Confirmed CR/PR

97.1% of assessable patients had tumor reduction

’||

A E XY r

”"o¢+g¢,

+

Y ¥is-

+

+

BICR: Blinded Independent Central Review; CPS: Combined Positive S
Partial Response

WAL AL
EV + P (n=69)

core; CR: Complete Response; PD-L1: Programmed Death-Ligand 1 PR:

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 Overall Survival

41.1% of patients were progression-free at 24 months Median survival exceeds 2 years
Dose Escalation +
100+ 100+ Cohort A
Dose Escalation + - (N =45)

e 904 .
? a0 (i:l;o:ts? . 804 0OS events, n 22
© =
2 7l < 704
; 0 PFS events, n 25 T Median OS (95% Cl2) 26.1 months (15.51-NE)
2 604 = &
g 50 Median PFS (95% Cl2) 12.7 months (6.11-NE) % 0 OS rate® at:
L= = 404
g 4 — H—H—— T
2 ol PFS rate® at: g %04 6 months, % (95% CI) 95.4 (83.00-98.84)
W
© 24 0 24
2 . 6 months, % (95% CF) 724 (56.47-83.26) 10 12 months, % (95% Cls)  83.4 (68.25-91.72)
o 04

D-a é i é é 110 112 1!4 1r6 15 ZID 212 2!4 216 2YS 370 312 3!4 3'5 3YS 4Y0 ‘{2 4& 4'6 41B 5|D 12 months, %(95% Cl") 950 (3884_6858) 0 2 4 6 8 101214 16 18 20 22 24 26 28 30 32 34 3 38 40 42 44 46 48 50 52 54 56 24 months, % (95% Cl2) 56.4 (40.03-69.91)

Time (months) 24 monihs, % (95% CF)  41.1 (25.69-55.88) Time (monthe) Median follow-up time 470 months
No.atrisk 45 43 41 41 38 36 34 29 25 25 24 24 23 21 20 20 20 20 20 19 19 19 17 12 8 4 2 2

No.atrisk 45 40 35 30 23 22 22 18 18 17 16 15 14 13 13 13 11 10 10 10 10 &8 8 4 2 BICR = blinded indegendent central review, C1 = confidence interval; NE = not estimable;

CI = confidence interval; NE = not estimable; OS = overal suvival
FFS = progression-free sunvival N i ; : Cl was calculated using the complementary log-og transformasion method (Collett, 1994)
«l using the Y methed (Collets, 1994) ®As estimated using Kaplan-Meier method

tAs estimated using Kaplan-Meser method

: N 203 ASCO  [PIRTTIDY  reescrmsr: Dr. Shilpa Gupta, MD ASCO e
2023 ASCO #ASC023 eresenrensy: Dr. Shilpa Gupta, MD ASCO CUNCAL ONCOIOGY ANNUAL MEETING Presentation s property ofthe author and ASO:T) 2 2 KNOWLEDGE CONQUERS CANCER
ANNUAL MEETING Presenation s property o author and ASOT: D 5 KNOWLEDGE CONQUERS CANCER



Enfortumab 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 —
100 90 N Events Median (months) 95% CI
N = t Medi th 95% ClI

90 Wents | Medion {Mowhs] » Dose Escalation/CohortA 45 25 26.1 (15.5,NR)
= Dose Escalation/CohortA 45 25 127 (6.1,NR) 80 —
£ 80 g
s S 704 56.4%
R £ (95%Cl: 40.03-69.91)
= 55.0% 2 60
2 60 (95% CI: 38.84-68.58) B
: § s
g % 5 ! I
g = Al 83.4% - Ltti—+—+
2 40+ - . . T 5 (95% CI: 68.25-91.72) 49.1% 44.1%
= i T BTy LA s 30 : (95%Cl: 33.16-63.15) (95%Cl: 28.76-58.48)
£ 304 41.1% 38.2% 38.2% 38.2% & | : 41.5%
2 (95%Cl: 25.69-55.88) (95% Cl: 23.10-53.08) (95% Cl: 23.10-53.08) (95% Cl: 23.10-53.08) 20 i (95%Cl: 26.45-55.99)
f x- : : - : i
a 10 — i

10 — i

8 0 T 1 T 1T 17 T T T T & T T 1Tt T T Tt T T 171
| L 1T T 11T 17T 17T 1T T7T"T T 1T T T T T"1 0 05 1.0 15 2.0 25 3.0 35 4.0 45 5.0 55 6.0
0 05 1.0 15 20 25 3.0 35 4.0 45 5.0
" Time (yr)
Time (yr) No. at risk (y

No. at risk

Dose Escalation/CohortA 45 36 3 2 22 18 17 15

14 13 13 1" 10 0 10 10 9 8 8 6 4 0

DoseEscalaton/CohortA 45 42 41 38 34 29 25 24 23 20 20 20 20 19 19 18 17 17 17 16 12 5 1 1 0

Enfortumab vedotin ve pembrolizumab kombinasyonu sisplatin uygun olmayan hastalarda 5-yilik sagkalim %40



Neden en etkili tedavi ilk sirada verilmeli

Utilization of Systemic Therapy for
Advanced Urothelial Carcinoma

100% _*e_._.

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
+ Pembro (Day 1)

I ' I |
iz |+ CiplatinCarboplain (Day 1 | l

EOT= End of Treatment, Pembro=pembrolizumab; PROs=patient reported outcomes

Eligibility

* Locally advanced or
metastatic urothelial
carcinoma

» 1%line systemic
therapy

* Platinum-eligible

ArmC
Enfortumab vedotin (Days 1 and 8)

« Stratification Factors for Randomization: cisplatin eligibility (eligible/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

Powles T, ESMO 2023



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

Progression-Free Survival per BICR
Risk of progression or death was reduced by 55% in patients who received EV+P

i R
. 90 Events (% P value | mPFS (95% Cl). months
2 - . EV+P 223 (50.5 12.5(10.4-16.6
s w o (%09 043 <0.00001 ( }
= 70 . Chemotherapy 444 307 (69.1)  (0.38-0.54) 6.3 (6.2-6.5)
=
S 60+ .
2 50 4 ; 43.9%
_5 40 1 o
S 30 N,
L Ve
= 20 s W
o 2 T
o 104 21.6%; e
01 - 11.7%
T T T T T T l T T l T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
Time (months)
N at risk

EV+P 442 408 361 303 253 204 167 132 102 73 45 33 17 G 3 1

Powles T, ESMO 2023



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

I I e P
% 95% Cl P value | mOS (95% Cl). months
90 4 EV+P 442 133 (30.1 31.5 (25.4-NR
78.2% GO 047 4 o000t ( ]
80 - _ Chemotherapy 444 226(50.9)  (0.38-0.58) 16.1 (13.9-18.3)
= 70 Median survival follow-up: 17.2 months
g 60
S 50- :
m -
© 40 44.?%;
o 30 é
)
20
10 -
04 ; :
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 447 426 409 394 376 33

270 222 182 11 108 67 36 22 12 8 1 1 1

Powles T, ESMO 2023



Metastatik Mesane Kanseri Birinci Basamak Tedavi
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OS Subgroup Analysis: Cisplatin Eligibility

OS benefit was consistent with overall population regardless of cisplatin eligibility

100 - 100 - . s g sy
) o Cisplatin-ineligible
80 - 80 A
< 704 £ 70-
T 60+ T 601 N
% 50 4 % 50 \H*h
= 40 4 S = 40 - "**n.mm
£ - A £ X4 oy
O 2- O  20-
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
EV+P 244 239 232 225 216 193 155 131 105 80 64 42 25 19 10 6 1 1 1 EV+P 198 187 177 169 160 138 115 91 77 61 4 26 11 3 2 2
-m mOS (95% Cl). months -m mOS (95% Cl). months
0.53 31.5 (25.4-NR) 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 Aua 2023

Powles T, ESMO 2023
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OS Subgroup Analysis: PD-L1 Expression

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

100 ] 100 -
w0 ] PD-L1 high (CPS 210) o ] PD-L1 low (CPS <10)
80 80 4
X 710 = 70+
‘T 60 T 60
- —
% 50 - % 50 - M“\
= 40 ) = 40 H&"m
© A= © oty
o 30 - o 30 - .
O 204 O 204
10 + 10
0+ 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
EVsP 184 177 170 167 162 139 106 86 71 54 43 30 f 15 g 5 2

E"-" P 254 245 235 223 21[!! 189 162 135 111 EF 55 3? 2D 13 T E 1 1 1

Chemotherapy 185 173 160 144 123 103 84 65 47 34 256 16 6 3 2 1

HR HR
EV+P 0.49 31.5 (25.4-NR) EV+P 0.44 NR (22.3-NR)

Chemotherapy 125 (0.37-0.66)

Chemotherapy 99 (0.31-0.61) 15.5 (12.9-17.7)

Powles T, ESMO 2023
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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% CI)
Overall 133/442 226/444 —a—o 0.47 (0.38-0.58)
Age

<65 years 39144 58135 } 2 | 0.46 (0.30-0.71)

265 years 94/298 168/309 —— 0.48 (0.38-0.63)
Sex

Female 32/98 541108 } - i 0.51 (0.32-0.80)

Male 1017344 1721336 —_— 0.47 (0.36-0.60)
ECOG PS

0 441223 91215 P 0.36 (0.25-0.53)

1-2 891219 131227 b 0.54 (041-0.72)
Primary disease site of origin

Upper tract 381135 45104 f = ! 0.53 (0.34-0.83)

Lower tract 941305 180/339 f—a—o 0.46 (0.36-0.59)
Liver metastases

Present 431100 67/99 —e 0.47 (0.320.71)

Absent 90r342 159/345 e 0.47 (0.36-0.61)
PD-L1 expression

Low (CPS <10) 531184 99/185 — 0.44 (0.31-0.61)

High (CPS =10) 191254 1257254 e 0.49 (0.37-0.66)
Cisplatin eligibility

Eligible 691244 1061234 e 053 (0.39-0.72)

Ineligible 64/198 120/210 —a— 0.43 (0.31-0.59)

u,l.l I I | I 1 LI 1 L I 1

1 5
Favors EV+P Favors chemotherapy ===

Powles T, ESMO 2023
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Confirmed Overall Response per BICR
Significant improvement in objective response rate was observed with EV+P

EV+P Chemotherapy
801 67.7% (N=437) (N=441)

70 ! Confirmed ORR, n (%) 206(67.7) 196 (44.4)
60 1 (95% Cl) (63.1-72.1) (39.7-49.2)
—_ 44.4%
SRS I 2-sided P value <0.00001
?':,E 404 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% Cl) NR (20.2, NR) 7.0(6.2,10.2)

Powles T, ESMO 2023
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Treatment-Related Adverse Events

Grade =3 events were 56% in EV+P and 70% in chemotherapy

Overall

Peripheral sensory neuropathy
Pruritus

Alopecia
Maculopapular rash
Fatigue

Diarrhea
Decreased appetite
Nausea

Anemia
Neutropenia
Thrombocytopenia

EV+P (N=440)

Chemotherapy (N=433)

97.0

Grades 1/2 Grade =3 139 =
EV+P Bl 91 48
Chemotherapy I

95.6

56.6

I 1 1 I I I | I 1 1 I |

| I | | |

100 90 80 70 60 50 40 30 20 10 O 10 20 30 40 5 60 70 80 90 100

Incidence (%)

Serious TRAEs:
* 122 (27.7%) EV+P
» 85(19.6%) chemotherapy

TRAEs leading to death (per
investigator):
EV+P: 4 (0.9%)

Asthenia

Diarrhea
Immune-mediated lung
disease

Multiple organ dysfunction
syndrome

Chemotherapy: 4 (0.9%)

Febrile neutropenia
Myocardial infarction
Neutropenic sepsis
Sepsis

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

Powles T, ESMO 2023
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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 =3 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)

Powles T, ESMO 2023



Yeni Nectin-4(SHR-A2102) Tedavi Secenekleri

occurring in 210% of patients

Key eligibility criteria

* Pathologically confirmed ¥4 4 mg/kg on D1 and D8 Q3W 4 mg/kg on D1 and D8 QIW
advanced solid tumors; J

* Had failed or were intolerant to

standard therapies or had no 6 mg/kg on D1 QIW 6 mglkg on D1 Q3W 6 mg/kg on D1 Q3W
standard treatment available;

* Prior use of ADCs with a toxin
and target distinct from SHR-
A2102 was allowed;

: O Primary endpoints: safety, DLT, MTD, and RP2D.

* ECOG performance status of 0 1 mg/kg on D1 QIW A o Y
or1; os dary efficacy endpoint for urothelial carcinoma: ORR, DCR, DoR,

* Life expectancy of at least 3 PFS, and 08
months;

* At least one measurable lesion * During dose escalation, 1 patient in the 8 mg/kg dose group reported a DLT (grade 3 febrile neutropenia). MTD was not
per RECIST v1.1. reached.

* 6 and 8 mg/kg SHR-A2102 IV Q3W were selected for efficacy expansions.

Neutrophil count decreased
WEC count decreased
Decreased appetite
Vomiting

Alopecia

Weight decreased
Lymphocyte count decreased
Platelet count decreased
Constipation

Hyponatremia

AST increased

ALT increased

Proteinuria

8 mg/kg on D1 Q3W 8 mg/kg on D1 QAW 8 mg/kg on D1 QIW
il

2 mg/kg on D1 Q3W

GGT increased JIRNSIBED
Biood creatinine increased }m

Fatigue I = Grade 1-2 wuGrade 3-5
Hypcalbuminemia JEIRISE0

Here, we present the preliminary findings, focusing on urothelial carcinoma.

40.0 60.0
Incidence (%)
160
z i o 1 G Events.n (%) Median (5% C)
g ol ® PR m 2 mg/kg vent ) g
2 W 4 mg/kg
g 100 -1 : 23 6 mg/kg
s 80 W 8 mg/kg ==
2 W 4 mg/kg (D1 & D8) P
8 g0 =
£ [
g« :
2 2 AR % -
i ..',?'-:o::o: o
E 0 .. 53411 1l ]
g eeglli} | &
5 20 * ool 144 | l €
* oo . 4 o
g 40 * ee : o : ®eq g
% -60 £
3 o
@ 80 0
a
-100 * Patients who had received prior ADC
Patients
i B ]\ T No. at risk Time (months)
= (N=31) | (* i 1 ; “ 6mgkg 31 ) 5
ORR, % (95% CI) 41.9% (24.5-60.9) 50.0% (31.9-68.1) 18.2% (2.3-51.8) 38.3% (27.7-49.7)
DCR, % (95% Cl) 90.3% (74.3-98.0) 84.4% (67.2-94.7) 54.5% (23.4-83.3) 76.5% (65.8-85.3)

Bixia Tang, MD, ASCO GU 2025



Metastatik Urotelyal Kanseri ikinci Basamak
Sonrasi Tedavi Secimi

MNational . - . -
comprehensive NCCN Guidelines Version 4.2024 R T
NCCN ﬁ:?\ﬁg:k‘"“ Bladder Cancer Discussion

PRINCIPLES OF SYSTEMIC THERAPY

Second-Line Systemic Therapy for Locally Advanced or Metastatic Disease (Staqge 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}z“ = Paclitaxel®” or docetaxel
« Gemcitabine'8

*» Pembrolizumab and enfortumab vedotin-ejfv (category 2B)17

Alternative preferred regimens Useful in certain circumstances based on prior medical therapy
* Immune checkpoint inhibitor * lfosfamide, doxorubicin, and gu:’-mnr.:italztinnta22

» Nivolumab?3 « Gemcitabine and paclitaxel'®

» Avelumab?28:27 « Gemcitabine and cisplatin®
- Erdafitinib9-28 « DDMVAC with growth factor support?

- Enfortumab vedotin-ejfv®-22

Second-Line Systemic Therapy for Locally Advanced or Metastatic Disease (Stage IV) (post-checkpoint inhibitor)
Participation in clinical trials of new agents is recommended.
Preferred regimens for cisplatin ineligible, | Other recommended regimens
chemotherapy naive = Paclitaxel or docetaxel
« Enfortumab vedotin-ejfv2® « Gemcitabine’
= Gemcitabine and carboplatin
« Erdafitinib9-28
Preferred regimens for cisplatin eligible, Useful in certain circumstances based on g:rior medical therapy
chemotherapy naive + Ifosfamide, doxorubicin, and gemcitabine
« Gemcitabine and cisplatin® « Gemcitabine and paclitaxell

« DDMVAC with growth factor support?
« Erdafitinib9-28
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PRINCIPLES OF SYSTEMIC THERAPY

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

Previous immunotherapy and enfortumab vedotin-ejfv (no previous chemotherapy)

Preferred regimens

* DDMVAC with growth factor support®

+ Gemcitabine and cisplatin?

= Gemcitabine and carboplatin (category 2B)

= Biomarker-directed therapy (see biomarker-
directed therapy table, EL-G 4 of T)

Other recommended regimens
» Paclitaxel®*? or docetaxel®®

= Gemcitabine®*

Useful in certain circumstances
= Gemcitabine, cisplatin, and nivelumab
(category 2B)

Previous chemotherapy (no previous immunotherapy or enfortumab vedotin-ejfv)®

Preferred regimens

« Pembrolizumab (category 1 post-platinum)®%

= Enfortumab vedotin-ejfv and pembrolizumab'®

- Enfortumab vedotin-ejfy26

= Mivolumab?” (category 2B)

« Avelumab?®2? (category 2B)

« Biomarker-directed therapy (see biomarker-
directed therapy table, EL-G 4 of 7)

Other recommended regimens
- Paclitaxel?? or docetaxel??
« Gemcitabine?®*

Useful in certain circumstances-

« DDMVAC with growth factor support®
(category 2B)

- Ifosfamide, doxorubicin, and gemcitabine®”
(category 2B)

- Gemcitabine and paclitaxel®! (category 2B)

= Gemcitabine and cisplatin® {category 2B)

Previous immunotherapy (no previous chemotherapy or enfortumab vedotin-ejfv)

- Enfortumab vedotin-ejfv2°

= Enfortumab vedotin-ejfv and pembrolizumab

= Gemcitabine and carboplatin

= Gemcitabine and r:lsplatin"

« DDMVAC with growth factor support”

= Biomarker-directed therapy (see biomarker-
directed therapy table, EL-G 4 of T)

- Paclitaxel*? or docetaxel®®

« Gemcitabine®®

Useful in certain circumstances

- Gemcitabine, cisplatin, and nivolumakb
(category 2B)

= Ifosfamide, doxorubicin, and
gemcitabinem[category ZB!“

= Gemgcitabine and paclitaxel™” (category 2B)

Previous chem

otherapy and immunotherapy (no previous enfortumab vedotin-gjfv)d®

Preferred regimens

« Enfortumab vedotin-ejfv??33(category 1)

= Biomarker-directed therapy (see biomarker-
directed therapy table, BL-G 4 of T)

Other recommended regimens

= Enfortumab vedotin-ejfv and pembrolizumab

= Paclitaxel?? or docetaxel??

« Gemcitabine?*

= Gemcitabine and cisplatin®

« DDMVAC with growth factor support?

= Ifosfamide, doxorubicin, and gemcitabine®® (category 2B)
= Gemcitabine and paclitaxel®! (category 2B)

Useful in certain circumstances

« Sacituzumab govitecan-hziy**

Metastatik Urotelyal Kanseri ikinci Basamak ve
Sonrasi Tedavi Se¢imi llk Seride aldigi Tedavi Se¢genegine gore Degisir
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100%

Partial response

Complete response

80%
70%
60%
50%
40%
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0%
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" |nternational, randomized, open-label phase Il study
Stratified by ECOG PS (0/1 vs 2), Hg (< 10 vs 2 10 g/dL), liver
mets (yes vs no), and time since last CT (< vs =2 3 mos)

Adult patients with predominantly l :
transitional cell UC of the renal pelvis, ;gg‘bm:'\j‘gg?/\t;
m
ureter, bladder, or urethra; PD after /v (n E 270)
1-2 lines of platinum-based CT
perios;r;etci\l;errsg’:cienzrifb?fesdagf'rECOG I eaciitaxet 175 ma/m? IV Q3w or
’ Docetaxel 75 mg/m? IV Q3W or
PS 0'2 . . 2
(N = 542) Vinflunine 320 mg/m? IV Q3W

(n =272)

" Primary endpoints: OS, PFS
= Secondary endpoints: ORR, DoR, safety

Bellmunt J, et al. N Engl J Med. 2017;376:1015-1026.

KEYNOTE-045

Treatment continued for
—— 2 yrsoruntil PD,
unacceptable toxicity, or
withdrawal of consent




KEYNOTE-045: OS

100
HR: 0.70 (0.57-0.86; P = .0003)
Data cutoff: May 19, 2017
80 T
® 60"
7 .
o I
40 T :
: Median OS, Mos (95% Cl)
20 - ! 10.3 (8.0-12.3)
| |
I I 7.4 (6.3-8.3)
i i
O L] L] : L] 1 L] L] L] L]
0 4 8 12 16 20 24 28 32
Patients at Risk, n Mos
Pembrolizumab 270 194 147 116 98 67 23
Chemotherapy 272 171 109 73 58 35 13

de Wit R, et al. ESMO 2017. Abstract LBA37_PR.
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Phase 2 BLC2001 Study Design

) Primary end point
. _ Regimen 32:
egimen 1: 10 mg/d for 7 days . ORR
on/7 days off 8 mg QD with PD

Uptitration to 9 mg QD Secondary end points

Regimen 2: 6 mg QD n=99 PFS, DoR, OS, safety, predictive
biomarker evaluation, and PK

I

. . . . s . « ORRin Regimen 3 is > 25%
Progression on = 1 line prior systemic chemo or within 12 months of (neo)adjuvant chemo . One-sided a = 0.025

OR
» Chemo-naive: cisplatin ineligible per protocol criteria®

Patients with Screening
metastatic or for FGFR
surgically fusions/
unresectable mutations on
locally tissue by
advanced UC central lab

R
A
N
D
0
M
I
yA
A
T
I
0
N

- 85% power
* Prior immunotherapy was allowed

ZDose uptitration if = 5.5 mg/dL target serum phosphate not reached by Day 14 and if no TRAEs.
blneligibility for cisplatin: impaired renal function or peripheral neuropathy.

Abbreviations: DoR, duration of response; PD, pharmacodynamics; PFS, progression-free survival; PK, pharmacokinetics; QD, daily; TRAEs, treatment-related adverse events.

presenteo a: 2018 ASCO EESCLNIS rresentep 8v:  Arlene O. Siefker-Radtke Courtesy of Arlene O. Siefker-Radtke. MD

Slides are the property of the authar,

AN N U A |_ M E ET | N G permission required for reuse.
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BLC2001: Response and Survival

Median OS = 13.8 months
ORR = 40% Survival events = 40

100 -

B FGFR mutation
B FGFRfusion

co
o
1

o
o
1

llllﬂlllz...

BeN
o

Overall survival (%)

N
o

@
=
@
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2
E
<)
-
-
c
o
8
(S}
>
.-
@
—
©
£
s
=

| ! |
0 K 6

No. at risk 99 87 70 42

Siefker-Radtke AQ et al. Proc ASCO 2018;Abstract 4503




Yeni Potent FGFR3 Inhibitorleri

FORAGER-1 Study Design, Eligibility, Objectives ' '

Phase 1a Dose Escalation Phase 1b Dose Expansion Treatment-Emergent AEs 220%
S All Patients | 200 mg, 300 mg, 400 mg BID
Cohort A1: All Solid Tumors — — I e ) - J . 2 emewram  ° Median follow-up time: 5.0 (0.4-19.9+) months
Dose Escalation (N=107) Any Grade Grade 23 Any Grade Grade 23¢ P EEE z 2
- \/ b <3 4 S ® 10 dose levels evaluated (6 mg QD — 400 mg BID)
] Diarrhea 63 3 76 4 = . 5
L ’ Fatigue 26 <1 29 1 No DLTs observed during dose escalation

o 5 = X ALT increased 22 7 29 9
‘ AST increased 22 7 29 9
3 1

Decreased appetite 21 24 ® At the higher dose levels (200, 300, 400 mg BID)
= ¥ AEs of interest, %

= 25 (36%) remain on treatment at data cutoff

Skin disorders® 42 3 48 4
) ¥ Ha"‘:]"m‘ (PPE) - 2% 2 9 :1* - Most TEAEs were grade 1-2
Key Eligibility Criteria * Cohort A1 evaluated 10 dose @ > — Jé’i’.‘iﬁfﬁﬁma 2 <_1 g? !
+ ECOG PS 01 levels (6 mg QD to 400 mg BID) L J oy Oivecthios Phase 8l i\ e ; : 2 : - High-grade FGER-1, 2, and 4 related AEs typical
ZMGme o o e e LAl * Cohort A2 is evaluating 200 mg, e Stomatitis 18 <1 23 1 for erdafitinib’ were very rare
« Efigible FGFR3 altoration on | psting 300 mg and 400 mg BID { + Pharmacokinetics Nail disorders® 16 - 19 - _ : . y 4
{_: Prior FGFR inhibitor treatmant permitied * Data cutoff of 02 December 2024 L + ProSminary Efficacy per RECIST v1.1 Dry mouth 14 = 17 = Dose reductions/discontinuations were
Dose modifications, % uncommon?
— Phase 1a Design - Dose reductions due to TEAEs 10 14
+ Single-patient accelorated design fcliowad Discontinuations due to TEAEs 5 6
by mTPI-2 methed
+ 21-day cycle (DLT evaluation poriod) e e Dime gm0
Onmgmcfibol cousp s s s ol oo i acanccs ki o o FGTR o pamsted i cotaion i S, .l e P32 ofd ol ety v, po otk MOTOSSA730 ASCO Genitourinary ASCO =
= " Cancers Symposium 50, Pomsision e it e SOnER PGS DRS00 KNOWLEDGE CONQUERS CANCER
ASCO Genitourinary eresenreosy. GOPa lyer ASCO socervos

Cancers Symposium

Ly o o ot 33 ASES0, P e 3 I CONENE OIS0 KNOWLEDGE CONQUERS CANCER

, - = : Conclusions
Radiographic Response and FGFR3 Variant Allele Frequency in
FGFR3-Altered Efficacy Evaluable mUC Patients Receiving 2200 mg BID (n
60 FGFR3 Variant Allele Frequency® ® LY3866288 (LOX0O-435) demonstrates
[+ Cenfirmed ORR, % (n/N) 41 (16/39)
= 40 ..22’232,“;;‘,1’:‘,21'1“" DO i) z - Promising preliminary efficacy in patients with FGFR3-altered metastatic urothelial carcinoma treated with 2200 mg BID
3 18 (41 L 100 2
é? % 19 JL; <>t » 41% (16/39) of patients with an activating FGFR3 mutation or fusion had a confirmed response with a 90% DCR
B 38 — .
£ e o &2 Q 50 7 50% (6/12) of patients who previously received an FGFR inhibitor had a confirmed response
S DCR, % (AN} w8 P! Y
(C]

": “=' % S = Favorable safety profile
o e X
= -20+ g% # Diarrhea was the most common TEAE and was predominantly low grade and manageable
= £ & -50 :
tg 404 2 a # High-grade FGFR-1, 2, and 4 mediated AEs (e.g. nail/skin disorders and ocular toxicity) typical of pan-FGFR
Z :; e inhibitors were very rare

-604 r
E n2'$2 $=D7 :=Dz ® Randomized dose finding is currently enrolling patients to 200 mg, 300 mg, and 400 mg BID to select an optimal dose for
% .go M 2mso0 S — BOR further development
g - oot :; " Pr:m FGFRi therspy

-100 * * Decreases in FGFR3 Variant Allele Frequency ® Select expansion cohorts, including enfortumab vedotin + pembrolizumab + LY3866288 (LOX0O-435) in 1L FGFR3-altered

/AF) at C2D1 correlate with BOR i i i
Forr anersvon | e 1| e e (G paticts will ppen i 2020
* Responses wers also observad in non mUC patients: intrahepatic cholangiocarcinoma and ovarian (Brenner) cancer (n=1 each). baseline
e e ASCO=mez EorcasSmoonim. e R Asco=—
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EV-201 Cohort 2: Enfortumab vedotin in
cisplatin-ineligible patients with locally
advanced or metastatic urothelial cancer who
received prior PD-1/PD-L1 inhibitors (NcT03219333)

Arjun V. Balar, Bradley McGregor, Jonathan Rosenberg, Michiel S. van der
Heijden, Se Hoon Park, Jae Lyun Lee, Michael R. Harrison, Elisabeth |. Heath,
Mark N. Stein, Yohann Loriot, Andrea Necchi, Joyce Steinberi, Shang-Ying Liang,
Eric Kim, Janet Trowbridge, Mary Campbell, Daniel P. Petrylak, and Evan Y. Yu
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EV-201 Cohort 2 Supports FDA Approval for Cisplatin-Ineligible Patients

Comifimnes) 2Est (ér(;:a" Response per Change in Target Lesions From Baseline

Cohort 2 (n=89) 100+

80
Objective response rate 46 (52%) 60+
95% Cli 41-62

40+
204
0_
=204
-40—

Best overall response

Complete response 18 (20%)

Percentage change from baseline (%)

—60-]
—80-
Partial response 28 (31%) -100
Individual patients in cohort 2
Stable disease 27 (30%)
. . o

Progressive disease 8 (9%) Median duration of treatment: 6 months
Not evaluable? 8 (9%)

2Includes 5 patients who did not have a response assessment postbaseline, 2 patients whose postbaseline assessment did not meet the
minimum interval requirement for stable disease, and 1 patient whose response cannot be assessed due to incomplete anatomy.

b Data are not available for 12 patients due to no response assessment of response postbaseline (n=5), incomplete assessment of target
lesions postbaseline {(n=1), or no measurable disease at baseline per BICR (n=6).

Yu EY, et al. Lancet Oncol. 2021;22(6):872-882.
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EV-201 Cohort 2: Progression-Free Survival and Overall Survival

PFS  Median 100 OS  Median
— N Events (Months) 95% CI 90 - N Events (Months) 95% CI
<9
< 89 56 58 (5.03,8.28) i 89 44 14.7 (10.51,18.20)\
@© ‘ —
g X 704
3 5.8 month g = e 7
L 9.0 monins 'S
3 5. 9. Z 5. _mj4.7 months
- 40 : @ 40 nlﬁ.,_‘
S B = Lt
% 30 4 , 3 g 30 4
B 204 20
o
a 10 - —_— 10 -
0 0-
T T L Ll 1 1 1 L Ll 1 1 I ] Ll 1 I ] L 1 I ] 1 1 1 1 Ll l 1 1 1 1 1 1 1 Ll Ll I 1 1 Ll 1
012345678 9101112131415161718192021222324 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 3
Time (Months) Time (Months)

No. at Risk89 84 73 69 52 47 35 34 26 22 16 1413 7 6 6 3 2 2 2 2 1 1 No.atRisk89 82 75 73 58 45 37 21 13 9 7 6 3 1 1

Median follow-up: 13.4 months

. . Slides are the property
onesentenar. | @€NITOUrinary

: of the author, permission > : presenTEDBY: Arjun V. Balar
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Sonrasi Tedavi Secimi

Sacituzumab govitecan for mUC: Efficacy

Sacituzumab govitecan (SG): Humanised ADC Best percent change in tumour size from baseline
comprised of an anti-Trop-2 glycoprotein linked in patients with muC
with SN-38, an active metabolite of irinotecan 80 CcR MPR Ms0 PO
. . 60
NCT01631552: Phase /Il study of SG in patients 0
with epithelial cancers (PS 0-1) 0
@ 2 20 BBW
0 -
ORR in patients with previously treated mUC (N=45) £ 2 Ill .
5o 0 L (] ]| I T
ORR by subgrou ORR, 95% CI b $ IIIIIII
y g P % (n/N) 0 %: -20 -
cC % = =
Overall 31 (14/45) 18-47 & 240 1 !
I { 1 0 =
Lines of prior therapy % -60 -
<2 prior lines 39 (11/28) 22-59 m %
23 prior lines 18 (3/17) 4-43 -80 1
Prior checkpoint inhibitors 24 (4/17) 7-50 -100 - §
| P . | t_ d | | | *0% change with hu'?tm.(-‘rmlur‘;pon*.v of PD; 'Shninkage of target lesions of >30%, but unconfirmed
rior piatinum an 27 (4/15) 8-55 £100% reducion of et lesions, but statie porsistence of  nom target lesion. henco clssibed as PR

checkpoint inhibitors

Tagawa ST et al. ASCO GU 2019;Abstract 354. Courtesy of Thomas Powles, MBBS, MRCP, MD



Metastatik Mesane Kanseri Enfortumab Vedotin
Sonrasi Tedavi Secimi

Sacituzumab Govitecan

A
100
gg: I -, e >
- ég * N=113, post-platinum and post-10
g 21 “h __________________________________________________________________________ - SG 10 mg/kg d1, d8 q 3-wk
g [T 0 « GCSF as clinically indicated
54 B 111 111 y
S 30 - = ORR 27%
5 8] - Med PFS: 5.4 mo
-80 4
100 1 » Med OS: 10.9 mo
« Toxicity
= 1o * Neutropenia =G3: 34%
.0 - -+ Censored
* Diarrhea =G3: 10%
0.8
,‘é Median (95% CI): 10.9 (9.0 to 13.8) - UGT-‘I A homozygousfheterozygous
% %] « Potential increased risk neutropenia,
—% 0.4 pre-screening not required
(]
0.2
o ‘II é ZI3 tll. é é % é é 1IO 1I‘| 1'2 1'3 1I4 1I5 1.6 1I7 1.8 ‘lIQ 2.0 2l1
Months

Censore d 0 1 1 3 3 3 a4 S5 7 9 11 21 30 33 36 40 43 45 47 48 50 Tagawa et a'_ JCO 2021



Datopotamad-Deruxtecan(DXd) coklu tedavi almis hastalarda kismi yanit

ASCO Genitourinary 5
Cancers Symposium StUdy DeS|gn

* Datopotamab deruxtecan (Dato-DXd) is a TROP2-directed ADC composed of an anti-TROP2 mAb covalently linked to a

DatOpOtamab deruxtecan (DatO'DXd) in IOca"y highly potent topoisomerase | inhibitor payload via a plasma-stable, tumor-selective, tetrapeptide-based cleavable linker!
advanced/metastatic urothel ial cancer: TROPION-PanTumor01 is an ongoing, phase 1, multi-cohort, multicenter, open-label, dose-escalation and dose-

expansion study evaluating Dato-DXd in patients with several types of previously treated advanced solid tumors,

updated results from the phase 1 TROPION including urothelial cancer
PanTumor01 study e

) ) ) . o « Unresectable locally advanced/metastatic Primary endpoints
Funda Meric-Bemnstam,! Omar Alhalabi,?2 Aaron Lisberg,?® Alexandra Drakaki,®> Benjamin Garmezy,* (stage 11l or IV) urot);,ehm carcinoma (included renal + Safety and tolerability

Takahiro Kogawa,® Alexander Spira,® Mohamad Salkeni,® Xin Gao,” Anthony Tolcher,® Manali Bhave,® pelvis, ureter, urinary bladder, and urethra) Dato-DXd

Deborah Doroshow,!® Jeannie Hoffman-Censits,'" Gunnar Klauss,'? Yoshiaki Kaga,'® Yasuyuki Kakurai,' Previous treatment with 21 line of therapy including
i i o 6 mg/kg Q3W . ORR
Takahiro Kojima'® an immune checkpoint inhibitor e
ECOG PS 0-1 (N=40) - DOR

1Department of nvestigational Cancer Therapeutics, MD Anderson Cancer Center, University of Texas, Houston, TX, USA; *Department of Genitourinary Medical Oncology. The University of i .
Texas MD Anderson Cancer Center, Houston, TX, USA; *Department of Medicine, Division of Hematology and Oncology, David Geffen School of Medicine, University of Cakifornia Los Angeles Unselected for TROP2 expression
(UCLA), Los Angeles, CA, USA; *Sarah Cannon Research Institute, Nashville, TN, USA; *Department of Advenced Medical Development, Cancer Institute Hospital of Jepanese Foundation for No prior treatment with DXd-ADCs or
Cancer Research, Tokyo, Japan; *Virginia Cancer Speciafists (VCS) Research Institute, Feirfax, VA, USA; "Department of Medicine, Division of Hematology and Oncology, Massachusetts TROP2-directed therapies
General Hospital, Harvard Medic Harverd University, Boston, MA, USA; *NEXT Oncology, San Antonio, TX, USA; *Department of Hematology/Oncology, Emory University, Alanta, GA p
USA; ®Division of Hematology & k Oncology, The Tisch Cancer institute, lcahn School of Medicine at Mount Sinsi, NY, USA; "Departments of Medical Oncology & Urology, The Sidney
Kimmel Comprehensive Cancer Center at Johns Hopkins, Johns Hopkins Medical Institutions, Baftimore, MD, USA; ?Global Oncology, RD, Dairchi Sankya, Inc., Basking Ridge, NJ, USA:
Ciinicel Science, Dairchi Sankyo, Inc., Basking Ridge, NJ, USA: *Data Intelligence, Daischi Senkyo, Co., Ltd., Tokyo, Japan; *Depariment of Urology. Aichi Cancer Center, Negoya. Japan b wiioe, DCR, & £COG PS, cakivo Oncok

o 8. Mol Canc

Secondary endpoints (by BICR?)

mesewreoer Funda Meric-Bernstam, MD

Response and Change in Tumor Burden Progression-Free Survival

Confirneq BOR - BICR s . Median PFS (95% Cl)
Response by BICR® DETGE) RIS 0 ilpe for EV, Prio s 1.0 6.9 months (2.9-NE)
ORRP, n (%) [95% CI] 10 (25.0) [12.7-41.2]
DCR, n (%) [95% CI] 31(77.5) [61.5-89.2]
BOR, n (%)
CR 1(2.5)
PR 9 (22.5)
SD 20 (50.0)
Non-CR/non-PD 1(2.5)
PD 5(12.5)
NE 4 (10.0) + Censor
0.0 T T —T
0 3 6 9

Time (month)
No. atrisk: 40 14 3

0.8 -

0.6

0.4~

PFS probability

0.2-

DOR, median (95% Cl), months NE (2.6-NE)
6-month DOR rate, % (95% CI) 76.2 (33.2-93.5)

ORR by investigator was 30.0% (n=12); all were PR




Gelecek Perspektif

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
piming 80
3
@ 680
2 a0
=
g 20
' o
-4
B 20
o
5 -40
w3
e 60
= -80
-100

Sheng, et al. ASCO 2022 abstract 4518

Phase 3
Disitamab HER2+
vedotin Metas'tatlcv UC
Cisplatin-Eligible
N=452 or -Ineligible

Presented by Andrea B. Apolo, MD
A @apolo_andrea

Disitamab vedotin + toripalimab

= 0,
N=4O ORR—73'2 /0 - Canfirmed CR/IPR
B HER2 IHC(2+/3+) PD-L(+)
B HERZ IHC(2+/3+) PD-L1(-)
HER2 IHC{(1+) PC=L1(*)
HERZ2 IHC(1+) PD-L1(-)
93% of assessable patients had tumor reductioam HER2 IHC(O) PD-L1(+)

HERZTHT{O) PO-LT{-) >

Sheng, X., et al. ASCO 2023

Phase3

HER2+
Metastatic UC
Cisplatin-Eligible

or -Ineligible



Gelecek Perspektif

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)

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
2-year OS — HER2 IHC 0 0 (n=1) 50% (n=2)
CR 9.8%
100 — = Confirmed CR/PR
PR 63.4% _ eo- R HER2 MO~ /a0) POAAC)
% 60 | B HERZ IHC(1+) PD-L1(+)
100 - Individual Patients (n = 41) = HERZ IHC(1+) PD-L1(-)
= = Responders 2 40 M HER2 IHC(0) PD-L1(+)
@ 80 = MNonresponders A HERZ IHC(O) PD-L1(=)
% 60 + Ongoing treatment E 20
& 40 — = ||
5 22 — % 0
E o S -20
§ =20 WNSEAA S L .. 2 -40
E -40 5 -60
L -60 | =
§ 80 | -80
"~ 100 100

T
o 2 4 53 8 10 12 14 18 18 20 22 24
Time {months) Sheng, et al. Abs 4566, ASCO 2023



HER2 Mesane kanserinde Yeni Hedef Molekdl

Is HER2 a good target for ADCs in UC?

Loca Her 2 IHC*
ocation >1+ n 3+
Primary - i :
0= 114) 84 (74%) 36 (32%) 5 (4%)
Lymph node 5 > 2
(n=38) 35 (92%) 17 (45%) 4 (11%)
*Dako HercepTest system

Press, ASCO, 2013

Relationship Between HER2 Alteration by NGS
and HER2 Expression by IHC

HER2 IHC

0=18.8%

1+ =29.7%
2+=33.7%
3+ =17.8%

[ ensmzwr
[ £rasz2 Amplified
ERBB2 Mutated

HER2 expression status

ERBB2 alterations (mutations and/or amplifications) were
identified by MSK IMPACT in =20% of urothelial cancers

Aggen et al, ASCO GU 2023



HER2 Mesane kanserinde Yeni Hedef Molekdl

Phase Il DESTINY-PanTumor02

Trastuzumab Deruxtecan

Anti-HER2 Antibody-Drug Conjugates

Urothelial Cohort All Patients
Antibody Payload Linker w
Trastuzumab 90- :
emtansine Trastuzumab DM1 Lysine-SMCC 80- A'{'hf:;g’;;ts IHC 3+ (n=T5) {':fé;)
T-DM1 z_ 10-
T ( " ) b §5 © =
rastuzum 05
d?er lj(tgcfl Trastuzumab DXd Cleavable E-a' 2 ORR,%  37.1(31.3, 61.3 (49.4, 27.2 (19.6,
uxteca E% - o 350 (95% Cl) 43.2) 72.4) 35.9)
Disitamab vedotin 55 »
(RC48) Disitamab MMAE Cleavable 20- . Median
0. o« DOR, _ _
"] z - months 113 (9.6,17.8) 22.1(9.6,NR) 9.8 (4.3,12.6)
, . 95% ClI)°
MRG002 Humanized anti-HER2 MMAE Cleavable oo e eC)
Seco-
SYD985 Trastuzumab duocarmycin Cleavable | .
Meric-Bernstam et al, ESMQ,2023; Meric-Bemstam et al, JCO 2024.




HER2 Mesane kanserinde Yeni Hedef Molekl

RC48 (Disitamab Vedotin) in HER2 2-3+ mUC

Target Lesion Change from Baseline

ORR=50.5% (54/107) = ex:

‘||||||||..._

Number of prior systemic therapies (n, %)

Only one line
ztwo lines

Subgroups cORR (%, 95% ClI)

HER? status

IHC2+FISH+ or IHC3+ (n=45)
IHC2+FISH- (n=53)
Metastasis site

Visceral Metastasis (n=97)
Metastasis to Liver (n=48)

62.2% (46.5%, 76.2%)
39.6% (26.5%, 54.0%)

51.5% (41.2%, 61.8%)
52.1% (37.2%, 66.7%)
Prior therapies

Post PD1/PDL1 Treatments (n=27) 55.6% (35.3%, 74.5%)
Post 1 line of Chemotherapy (n=38) 50.0% (33.4%, 66.6%)

Post 22 Lines of Chemotherapy (n=69)  50.7% (38.4%, 63.0%)

Sheng et al, ASCO, 2022. Sheng et al, JCO, 2023.
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RC48 (Disitamab Vedotin) in HER2 1+ mUC

63% had 2 prior lines of tx

Confirmed ORR
n (%) 5 (26.3%)
95%Cl 9.1%, 51.2%
Subgroups cORR (%, 95% CI)
IHC 0 (n=6) 0

IHC 1+ (n=13)  38.5(13.9, 68.4)

Xu et al, ASCO, 2022



HER2 Mesane kanserinde Yeni Hedef Molekdl

Trastuzumab Deruxtecan + Nivolumab

cORR (CR + PR), n (%) [95%
cl

Best overall response, n (%)
c

DoR, median (95% CI), months
TTR, median (range), months
PFS, median (95% Cl), months
0S8, median (95% Cl), months
Treatment duration, median
(range), months

T-DXd

Nivolumab

Cohort 3:
HER2-high
n=30
11 (36.7)
[19.9-56.1]

4(13.3)
7(233)
12 (40.0)
5(16.7)

2(6.7)

13.1 (4.1-NE)

1.9 (1.26.9)
6.9 (2.7-14.4)
11.0 (7.2-NE)

3.9 (1-21)
41 (1-20)

36.7% cORR

HER2 IHC 3+: 62.5% (5/8) patients had a
confirmed objective response, including 2 CR
(25%)

HER2 IHC 2+: 27.3% (6/22) patients had a
confirmed objective response, including 2 CR
(9.1%

6.9 months, mPFS

11 months, mOS

Galsky et al, ASCO GU, 2022. Hamilton et al, Clin Cancer Res, 2024.

Best tumor change from baseline (%)

RC48 + Toripalimab

Confirmed ORR: 75.0% (30/40)
*  Confirmed CRPR

HERE HC 0

HER2 IHC 1+
B HERZ IHC 23+

Ny

8$8é8a3388

Prior systemic treatment (n,%)
0 Line
21 Lines

0 H] HCO HC1+ WHC2+ MC3I+ CPS<10 CPS210

Prior systemic Baseline HER2 expression Basaling PD-L1
treatment lines expression”

Zhou et al, ESMO, 2024



HER2 Mesane kanserinde Yeni Hedef Molekdl

Study design Subgroup analysis

Key Ehgihile Crileria: * The pCR rate for the T2NO patients appeared higher than those for the other subgroups.

Histologically confirmed urothelial i 3 . § i
» The pCR rates were generally consistent between patients with pure UC and patients with

carcinoma; DV 2mg/kg*
MIBC at stage of cT2-T4a, NO-1, and " UC with other differentiation or variants.

MO;

Eligible for radical cystectomy (RC) Toripalimab 3mg/kg
+ pelvic lymph node dissection Q2W x 6 cycles
(PLND);

HER2 expression: IHC 1+, 2+, or 3+. Neoadjuvant

Toripalimab 3mg/kg
Q2W x 20 cycles

Radical
Cystectomy
Survival

Follow-up

Baseline cTN stage Baseline pathological type

Adjuvant

Primary endpoint: Pathologic complete response (pCR, defined as ypTONO) rate.
Secondary endpoints: Pathological response rate (defined as sypT1NOMO)¥; event-free survival (EFS); overall survival
(OS)*; adverse events.

The preliminary results of this trial showed promising efficacy and acceptable safety.! Herein, we present updated results including the

pathological response, event-free survival, safety, and other outcomes with a longer follow-up (data cutoff: Dec 3, 2024). TanyN1 Pure UC  UC with other
it n=5 n=24 differentiation
T et 8 e S e e a1 O o 4 Ol ol 2, (. OO or variants
n=9

[ wes
“Erubeiont to G284 o015 ¥y wsi OV based encisn of hina. «
Aliesion HC-krmuschisischaetetry, GIW.wsary St ok, RECEST -Sloeporem Evuptcn Caeet s Sokd Tuncs.

Subgroup analysis Conclusion

» RC48-017 is the first prospective study showing that ADC in combination with a PD-1 inhibitor as
perioperative treatment provided prominent outcomes in operable MIBC.
» pCR rate: 63.6% (95% Cl: 45.1-79.6)
¢ 12-month EFS rate: 92.5% (95% CI: 72.8- 98.1)

» The pCR rate for the HER2 IHC 3+ subgroup was numerically higher than those for IHC 1+
and IHC 2+ subgroups regardless of PD-L1 status.

22 171
100.0% 100.0% LG i > Neoadjuvant DV plus toripalimab did not delay RC procedures or impact patients’ ability to

e i undergo RC. Safety profile was manageable with no new safety signals.
W HER2 |IHC 1+

» The results indicated that neoadjuvant DV plus perioperative toripalimab had promising efficacy
and acceptable safety in patients with HER2-expressing MIBC, warranting further investigation.

Baseline PD-L1 positive Baseline PD-L1 negative




Kombinasyon Tedavileri

Selected Ongoing Trials of ADCs + Immunotherapy in mUC

Primary
Treatments Population Endpoint NCT Number

Disitamab Vedotin + Pembrolizumab DV-001 1stline HER2+ PFS, OS NCT05911295
Disitamab Vedotin + Toripalimab 1] 1stline HER2+ PFS, OS NCT05302284
Zelenectide Pevedotin + Pembro DURAVELO-2 1l 1stline PFS NCT06225596
EV + SG + Pembrolizumab DAD-IO 1l 1stline ORR NCT04724018
DEIE L0 . TROPION-PanTumor03 Il 1%or2™line ORR, AEs NCT05489211
Volrustomig or Rilvegostomig

SG + Avelumab JAVELIN BL. Medley Il 1stline PFS, AEs NCT05327530
20 ST O ETETE O 1A © KEYMAKER-U04 111 15tline ORR, PFS NCT05845814

investigational agents
EV or SG + Atezolizumab MORPHEUS-UC b/l Post-platinum ORR NCT03869190

SG + Zimberelimab (aPD-1) +
Domvanalimab (aTIGIT)

BGB-C354 (B7-H3 ADC) + Tislelizumab | Later line AEs, ORR NCT06422520

TROPHY-UO1 Cohort7 1711 1stline ORR NCT03547973

EV: Enfortumab Vedotin. SG: Sacituzumab Govitecan



Sonuc

1 Enfortumab vedotin ve pembrolizumab sisplatin uygunlugundan ve PD-L1 diizeyinden bagimsiz standart tedavi

U Evre IV mesane kanserinde birinci basamak tedavide Enfortumab vedotin +pembrolizumab alamayacak
hastalarda sisplatine uygun hastalarda sisplatin+gemsitabin+nivolumab bir se¢enek

[ Sisplatin alamayacak hastalarda platin bazli kemoterapi sonrasi klinik yarar(CR/PR/SD) olanlarda Avelumab idame
tedavi olarak bir se¢enek

[ Platin bazli kemoterapi alamayacak hastalarda birinci basamak tedavide ( ECOG PS22, komorbidite vs.) PD-L1
diizeyinden bagimsiz Pembrolizumab onerilebilir



Sonug

Qikinci basamak ve sonrasi tedavi secenegini birinci basamakta aldigi tedavi belirler

J CPS PD-L1 2 10, yalniz lenf nod metastazi olan hastalarda immiine checkpoint inhibitoérleri
U FGFR2 ve FGFR3 alterasyonlari olanlarda Erdafitinib

O immiine checkpoint inhibitorii sonrasi Enfortumab vedotin

U Enfortumab vedotin sonrasi sacituzumab govitecan

L HER-2 +3 pozitif olanlarda Trastuzumab deruxtecan

U Sacituzumab govitecan sonrasi(Vinflunine ve taksan vb.) kemoterapi secenekleri



