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Mesane Kanseri insidans ve Mortalite

2019 ESTIMATED NEW CANCER CASES — US

Males Females

Prostate 174,650 20% Breast 268.600 30%

Lung & bronchus 116,440 13% Lung & bronchus 111,710 13%
Colon & rectum 78,500 9% Colon & rectum 67,100 8%
Urinary bladder 61,700 % Uterine corpus 61,880 %
Melanoma of the skin 57.220 7% Melanoma of the skin 39 260 4%
Kidney & renal pelvis 44120 5% Thyroid 37,810 4%
Non-Hodgkin lymphoma 41,080 5% Non-Hodgkin lymphoma 33,110 4%
Oral cavity & pharynx 38,140 4% Kidney & renal pelvis 29,700 3%
Leukemia 35,920 4% Pancreas 26,830 3%

Pancreas 29,940 3% Leukemia 25,860 3%

All Sites 870,970 100% All Sites 891,480 100%

CA CANCER ] CLIN 2019;6%:7-34 O



Mesane Kanseri insidans ve Mortalite

2019 ESTIMATED CANCER DEATHS — US

Males Females

Lung & bronchus 76,650 24% Lung & bronchus 66,020 23%

Prostate 31.620 10% Breast 41,760 15%

Colon & rectum 27 640 9% Colon & rectum 23,380 B%

Pancreas 23,800 7% Pancreas 21,950 8%

Liver & intrahepatic bile duct 21,600 7% Ovary 13,960 5%
Leukemia 13.150 4% Uterine corpus 12,160 4%

Esophagus 13,020 4% Liver & inlrahepalic bile duct 10,180 4%

Urinary bladder 12,870 4% Leukemia 9,690 I%
Non-Hodgkin lymphoma 11.510 4% Non-Hodgkin lymphoma 8.460 I%
Brain & other narvous system 9910 3% Brain & other nervous systam 7,850 3%
All Sites 321,670 100% All Sites 285,210 100%

CA CANCER ) CLIN 2019,6%7-34



Mesane Kanseri Insidans ve Mortalite

TEMPORAL TRENDS IN . e
THE INCIDENCE OF
BLADDER CANCER N

175~

150

= The incidence of several major cancers
has fallen over the last 40 years

= There have been increased incidence in

a few (melanoma and liver for example) 100 Lung & bronchus
* No major changes in the incidence of 75
bladder cancer in the last 40 years - SO
Urinary bladder

1 —— ———

"1 Melanoma of the skin

1254
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CA CANCER J CLIN 2019;69:7-34 Year of diagnosis Q




Mesane Kanserinde Sistemik Tedavi

T STAGE IN
BLADDER CANCER

« Non muscle invasive disease
includes:

= Ta
« Tis
« Tl

= Muscle invasive disease
includes:

- T2-T4

= When LN or metastatic
deposits are also present,
usually referred to regional or
metastatic disease

LN = lymph node

Table 1. American Joint Committee on Cancer (AJCC)
TNM Staging System for Bladder Cancer 8th ed., 2017)

%75 hasta

T Primary Tumor Tani aninda
™ Pnmary tumor cannot be assessed
TO No evidence of primary tumor
Ta Noninvasive papillary carcinoma
Tis Urothelial carcinoma in situ: “flat tumor”
T Tumor invades lamina propria (subepithelial connective tissue)
T2 Tumor invades musculars propria
pT2a Tumor invades superficial musculans propria (inner half)
pT2b Tumor invades deep muscularis propna (outer half)
T3 Tumor invades perivesical tissue %2 5 h a Sta
pT3a Microscopically
pT3b Macroscopically (extravesical mass)
T4 Extravesical tumor directly invades any of the following:
prostatic stroma, seminal vesicles, uterus, vagina, pelvic wall,
abdominal wall
Td4a Extravesical tumor invades prostatic stroma, seminal vesicles,
uterus, vagina
T4b Extravesical tumor invades pelvic wall, abdominal wall

The NCCN Clinical Practice Guidelines in Oncolegy (NCCN Guidelines®) Bladder Cancer (Version 1.2019). Q

@ 2019 National Comprehensive Cancer Network, Inc. Available at: NCCN.org.



Mesane Kanserinde Sistemik Tedavi

TUMOR STAGING, STAGE III DISEASE

= Changes were made in the AJCC

Table 2. AJCC Prognostic Groups

staging manual the 8" edition (2017) T N M - S
. . Stage Oa Ta NO MO [StagellB Ti1-T4a N2N3 MOJ
= N1 and N2 disease was previous Stage Ois Tis NO MO Ls'cage VA T4b  Any N MO
characterized in the Stage IV Stage | T NO MO Any T AnyN Mia
. Stage Il T2a NO MO StagelVB AnyT AnyN Milb
prognostic group % an | mn
- o s A  T3e NO M
= In the updated edition R o i
= N1 is in the Stage IIIA group T4a NO MO Continued
= N1 = single regional LN in the true pelvis o, SO,

= N2 and N3 are in the Stage IIIB group
= T4b moved from group IV to a new group of IVA

NCCN Guidelines® for Bladder Cancer (Version 1.2018). @ 2019 National Comprehensive Cancer Networl, Inc. Available at: NCCN.org. O



Mesane Kanseri insidans ve Mortalite

Percent of Cases & 5-Year Relative Survival by Stage at Diagnosis: Bladder Cancer

Percent of Cases by Stage

B In Situ (51%)

Only in Uriginating Layer of Cells

B Localized (34%)

Confined to Primary Site

B Regional [T%)

Distant (5%)

Cancer Has Matastasized

Unknown [3%)
Unstaged

Spread (o Reglonal Lymph Nodes

5-Year Relative Survival

100, 95.8%

69.5%

36.3%

Percent Surviving

4.6%

InSitu  Localized Regional  Distant

Stage

SEER 18 2009-2015, All Races, Both Sexes by SEER Summary Stage 2000

47.3%

Unknown



Metastatik Mesane Kanseri
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, cyclophosphamide, and doxomubicin; 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; n number of patients: OS, overall survival.



Metastatik Birinci Basamak Kemoterapi Sonuclari

Sisplatin Uygun Sisplatin uygun degil

Gemcitabine + Cisplatin[2!
ORR: 49%

Dose Dense MVAC!3!
ORR: 72%

CR: 12% CR: 25%
Median OS: 14.0 mos Median OS: 15.1 mos
GC: median 14.0 mos (12.3-15.5 mos) - HDM-VAC  M-VAC
a0 1.0 MVAC: median 15.2 mos (13.2-17.3 mos) 100 Median 15.1mos  14.9 mos
£ 7 HR: 1.09 (0.88-1.34) Syrs,%  21.8 13.5
.2 - . . . . 80 i 0
S 0.8 Log-rank P = .44, Walds P = .66 (95% CI) (14.5-21.9) (7.4-19.6)
& 0.6+ —GC 60 4 Log-rank P = .042
HR: 0.76 (95% CI: 0.58-1).99
S 0.4 —MVAC 404 (95% )
= —M-VAC
g 02 20 — HD M-VAC
e o T T T T T T T 0 T T T T T T
o 0O 12 24 36 48 60 72 84 0 2 4 6 8 10 12
Mos Yrs
Patients at Risk, n O N Patients at Risk, n
GC 203 118 =50 36 30 23 7 0 112 129 32 15 11 4 2 M-VAC

MVAC 202 125 62 40 34 29 9 1 101 134 45 29 23 8 0 HDM-VAC

M-CAVI

Gemcitabine + Carboplatin!?!
ORR: 36%

CR: 3%

Median OS: 9.3 mos

100 = M-CAVI
= GC
g 80 Log-rank test P = .64
= 601
E
S 40-
a
204
0
0

Yrs

O N Patients at Risk, n
108 119 37 13 7 3 1 1
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.




Metastatik Mesane Kanseri Birinci Basamak Tedavi Sec¢imi

National . " i s i
Comprehensive NCCN Guidelines Version 2.2021 NCCNTSﬁllgi::‘nggr]ltn:nﬁz
NCCN Bl Bladder Cancer e

PRINCIPLES OF SYSTEMIC THERAPY

First-line systemic therapy for locally advanced or metastatic disease (Stage IV

Preferred regimens
+ Gemcitabine and cisplatin? (category 1) followed by avelumab maintenance therapy (category 1)2.11
DDMVAC with growth factor support (category 1)2: followed by avelumab maintenance therapy (category 1)211

Cisplatin eligible

» Gemcitabine and carhoplatin12 followed by avelumab maintenance therapy (category 1]’"I1

« Atezolizumab1? (only for patients whose tumors express PD-L1 b or who are not eligible for any platinum-
containing chemotherapy regardless of PD-L1 expression)

« Pembrolizumab’4 (only for patients whose tumors express PD-L1¢ or who are not eligible for any platinum-
containing chemotherapy regardless of PD-L1 expression)

Other recommended regimens

« Gemcitabine
» Gemcitabine and pau::lita:uel"s

Cisplatin ineligible

Useful under certain circumstances
+ Ifosfamide, doxorubicin, and gemcitabine? (for patients with good kidney function and good PS)

« The presence of both non-nodal metastases and ECOG performance score 22 strongly predict poor outcome with chemotherapy. Patients
without these adverse prognostic factors have the greatest benefit from chemotherapy. The impact of these factors in relation to immune
checkpoint inhibition is not fully defined, but they remain poor prognostic indicators in general.

= For most patients, the risks of adding paclitaxel to gemcitabine and cisplatin outweigh the limited benefit seen in the randomized trial.18

» A substantial proportion of patients cannot receive cisplatin-based chemotherapy due to renal impairment or other comorbidities.

» Participation in clinical trials of new or more tolerable therapy is recommended.



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 q3w < 35x) (1500mg q4w until PD)

No prior chemo or CPI
1:1:1

el B RILERPALROELY] . [Cis or Carbo/Gem ($6x) cT Cisor 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) I 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 =10 PD-L1: =225% IC and/or TC positive
Liver and/or lung metastases
Primary endpoints PFS and OS: 10-CT vs CT (total) 0S: 10-10 vs CT (ITT)
0S: 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 Kanseri 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) ¢

w-
Pis with HR
wd Euent Modn O%C) gy P
= Pembro+ Chemo  69.8% 17.0mo(145495) . .
(0.72-1.02) 00407
704 Chemo T4T% 143 mo (12.3416.7)
604 ORR 55% vs 45%
S
48% subsequent |0
40 i
30 {124mo rate
| 61.8%
20 {56.0%
104 '
0

o BN S S g m m a m e e mn e mam o e ma o |
0 3 6 9 12 15 1® 2 H ¥ N N ¥ ¥ &£
Tima mnanthe

Probability of OS

\:{ Durvabama + Tremefmuma (= HE)  Chenerbesapy i)
?“‘-. Ve 08 nos 801 | 164 (f3.1-0) {24 105-41)
\\\ M0 BTy
N . o~ s
S w  ORR36%vs49%
T 31% subsequent IO
] : w L—“—H__.__
Dkt e |
— Chmbey
Tine hom randonisaon monts]



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

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

100+
90+
80 -
701
60 -
50
40+
30-
20
10+

0S (%)

ArmA

ArmC
Atezo + plt/gem Placebo + plt/gem
(n=451)
235 (52) _

0.83 (0.69, 1.00)

P =0.027 (one-sided)® ‘

[_ds events?, n (%)
Stratified HR (95% ‘
cl)

13.4 mo
(12.0; 15.2)

16.0 mo
(13.9, 18.9)

No. at Risk
Atezo + plt/gem 451
Placebo + plt/gem 400

3 6 9 12 15 18 21 24 27 30 33

Months
408 360 301 229 163 117 72 36 16 3 NE
359 308 255 182 123 79 49 25 8 NE NE

Galsky et al, Lancet 2020 May; Grande ESMO 2019



Metastatik Mesane Kanseri Birinci Basamak Tedavi Secimi

PLATINUM-ELIGIBLE PLATINUM-INELIGIBLE

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

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

PD-L1 + PD-L1 +

| CPS >10 (Dako 22c3) orIC = 5% (Ventana SP 142)

+* *

' b A
Cisplatin/Gemcitabine ||Carboplatin/Gem BSC
or MVAC4-6 cycles 4-6 cycles

Pembrolizumab Lancet Oncology 2017/JCO 2020
Atezolizumab Lancet 2017



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

JAVELIN Bladder 100 study design (NCT02603432)

* CR, PR, or 5D with standard

1st-line chemotherapy
(4-6 cycles)

— Cisplatin 4+ gemcitabine or
— Carboplatin + gemcitabine

Unresectable locally
advanced or metastatic UC

Treatment-free interval
4-10 weeaks

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

Avelumahb

10 mg kg IV O2W

+ BSC*

n=350

Lntil PO, unacceptable
toxicity, or withdrawal

BSC alone™

n=350

All endpoints measured post randomization (after chemotherapy)

Primary endpoint

Primary analysis populations

Secondary endpoints

\

05

All randomized patients
PD-L1+ population

PF5 and objective response
per RECIST 1.1

Safety and tolerability
PRO=

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% ar £1%, respectively, using the SP263 assay; 358 patients (51%) had a PD-L1-positive tumor

BSC, best suppartive care; CR, complete resaonss; IV, Intravenous; PR, partial respanse; PRO, patent reporied cutoome; O2W, every 2 weeks; R, randomization; RBCIST 1.1, Response Brabuation Critesis in Sofd

Twmars verskon 1.1; S0, statle dneame

*BSE (e, antibeotics, niteation al supguoet, frydnation, o pain mansgsmne ] was sdminsterad per local practice based d patient apeds and dBnicsd judgment: othar systamic antitumor thensny was rot garmithed,

Lt dligEive Socad rabon herapy For S odated lessons was sl ceptale

Powles Tet al, ASCO 2020:Abstract LAA L

Courtesy of Arjun V. Balar, MD



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

OS in the overall population

100 =
80 =
20 =
70—
60 —
50 -

40 —

Dverall survival, %

30

20

10

o

Median OS (95% Cl), months

Avelumab + B5C 21.4 (18.9, 26.1)
BSC alone 14.3(12.9, 17.9)

Stratified HR 0.69 (95% Cl, 0.56, 0.86)
p < 0.001

0

Mo, at risk

T
2 4 & & 10 12 14 16 18 20 212 24 26 23

ag 32 34 36 38
Maonths

Avelumab +BSC 350 342 318 294 259 226 196 167 145 122 87 E5 51 39 2 15 11 & 2 O

BSC 350 335 304 270 228 186 153 135 105 B3 68

5 41 33 18 12 8 2 1 O

% was measured past randomézatian [after chemathersmy]; the O3 analyss crossed the prespecified efficacy basndary based an the alpha-s pending function {P<0.0053)

Powles T et al, 4500 2020:4bstract 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 7 Median OS (95% Cl), months
80 -E Avelumab + BSC NE (20.3, NE)
80 — BSC alone 17.1(13.5, 23.7)
e 104 Stratified HR 0.56 (95% Cl, 0.40, 0.79)
60 p < 0.001
£ s T ey
E 40 -
30 -
20 - -
10 -
0 T T T T I T I T T T I T T T I I T T 1
D 2 4 & B 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
Mo. atrisk Manths
Avelurmab +BSC 189 185 177 165 146 129 114 95 81 70 49 38 32 26 18 9 8 4 2 0
BSC 169 165 152 132 113 B9 76 &7 54 45 37 30 23 21 12 8 6 2 1 O

% was measured past randomézation [after chematherany]; the 085 analysis crossed the prespecified efficacy basndary based an the alpha-spending Fanction (P<0.001 4). FE, mat estimabie

Powles T et al, ASCO 20204 bstract LBAL

Courtesy of Arjun V. Balar, MD



Metastatik Mesane Kanseri Birinci Basamak Tedavi Sec¢imi

PLATINUM-ELIGIBLE PLATINUM-INELIGIBLE
CISPLATIN CARBOPLATIN PS 2 and GFR <60/min; PS >2; GFR <30ml/min
PS 0-1 and GFR >60ml/min PS 2 or GFR 30-60 ml/min
l_'_l \_'_l PD-L1 + PD-L1
Cisplatin/Gemcitabine Carboplatin/Gemcitabine ‘ p’ FDA v
or MVAC 4-6 cycles 4-6 cycles
10
BSC
‘ CR/PR/SD (85%) ' mono

[ Switch maintenance 10 (Avelumab) ]




Metastatik Mesane Kanseri Birinci Basamak Tedavi Se¢imi

National i " , s
comprehensive NCCN Guidelines Version 2.2021 M o)
NCCN B Bladder Cancer Discussion

Network®

PRINCIPLES OF SYSTEMIC THERAPY

First-line systemic therapy for locally advanced or metastatic disease (Stage IV)

Preferred regimens
Cisplatin eligible « Gemcitabine and cisplatin? (category 1) followed by avelumab maintenance therapy (category 1)2:11
« DDMVAC with growth factor support (category 1)2: followed by avelumab maintenance therapy (category 1)1

Preferred regimens
Cisplatin ineligible |+ Gemcitabine and carhoplatin"z followed by avelumab maintenance therapy (category 1)a=11

= Atezolizumab '~ (only for patients whose tumors express PD-L1" or who are not eligible for any platinum-
containing chemotherapy regardless of PD-L1 expression)

« Pembrolizumab4 (only for patients whose tumors express PD-L1¢ or who are not eligible for any platinum-
containing chemotherapy regardless of PD-L1 expression)

Other recommended regimens

» Gemcitabine
« Gemcitabine and paclitaxel’®

Useful under certain circumstances
« Ifosfamide, doxorubicin, and gemcitabine!7 (for patients with good kidney function and good PS)

 The presence of both non-nodal metastases and ECOG performance score 22 strongly predict poor outcome with chemotherapy. Patients
without these adverse prognostic factors have the greatest benefit from chemotherapy. The impact of these factors in relation to immune
checkpoint inhibition is not fully defined, but they remain poor prognostic indicators in general.

« For most patients, the risks of adding paclitaxel to gemcitabine and cisplatin outweigh the limited benefit seen in the randomized trial.18

A substantial proportion of patients cannot receive cisplatin-based chemotherapy due to renal impairment or other comorbidities.
» Participation in clinical trials of new or more tolerable therapy is recommended.



Immiin kontrol noktasi inhibitorleri

CANCER
CELLS

Fig. 1 Mechanism of action of PD-1 and PD-L1 inhibitors. The programmed cell death 1 (PD-1) receptor is expressed on activated T cells, B cells,
macrophages, regulatory T cells (Tregs), and natural killer (NK) cells. Binding of PD-1 to its B7 family of ligands, programmed death ligand 1 (PD-
L) or B7-H1) or PD-12 (B7-DC) results in suppression of proliferation and immune response of T cells. Activation of PD-1/PD-L1 signaling serves as
a principal mechanism by which tumors evade antigen-specific T-cell immunologic responses. Antibody blockade of PD-1 or PD-L1 reverses this
process and enhances antitumor immune activity. TCR, T-cell receptor, MHC, major histocompatibility complex; APC, antigen-presenting cell




Mesane Kanserinde Tumor Mutasyon Yuku
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O Yiiksek komleks mutasyon durumu tiitiin ve diger kanserojenlere maruz kalma ile benzer

U Bir ¢ok neoantijen konakgl immiin sistemi tarafindan potansiyel olarak yabanci gibi goriinir



Metastatik Mesane Kanseri Birinci Basamak Tedavi Yanitlari

100%

Partial response

Complete response

80%
70%
60%
50%
40%
30%
20%
10%

0%
DD MVAC Gem Cis Gem Carbo Pembrolizumab Atezolizumab
Sternberg von der Masse De Santis Vuky Balar
EJC 2006 JCO 2000 JCO 2012 ASCO 2018 ASCO 2018

_ CISPLATIN INELIGIBLE



Sisplatin Tedavisine Uygun Olmayan Grupta Birinci Basamak Tedavi
Immiuin kontrol noktasi inhibitorleri

KEYNOTE-052: Objective Response Rate with First-Line
Pembrolizumab by Subgroup in Cisplatin-Ineligible Advanced UC

Overall - —a—

PD-L1 CPS <10- —— Treatment-related adverse
j events (AEs) occurred in 67.6%

PD-L1 CPS 210- of patients.

Age <65 - , : Most common were:
— Fatigue (18.1%)
Age 265 - — Pruritus (17.8%)

ECOG performance . Grade 23 AES DCCU”—Ed iﬂ 20.3?"’{!

status 5/1 ] of patients.

EC rf 5 "
i D;Ta:::ﬂz : Immune-mediated AEs occurred

in 24.6% of patients.

Lymph node only -

Visceral disease - —8—

40
ORR, %
Vuky J. et al. Proc ASCO 2018;Abstract 4524.

x T
0 20




Sisplatin Tedavisine Uygun Olmayan Grupta Birinci Basamak Tedavi
Immiin kontrol noktasi inhibitorleri

IMvigor210: Efficacy of Atezolizumab in First-Line Cisplatin-
Ineligible or Platinum-Treated Locally Advanced or Metastatic UC

Cohort 1 Cohort 2
(cisplatin ineligible) (platinum treated)

Median follow-up, months 29.3 32.9
Response
ORR 24% 16%
CR 8% 7%
Median DOR (range), months NR (30.4-NE) 24.8 (13.8-30.4)
Survival
Median OS, months 16.3 7.9
1-year OS 58% 37%
2-year OS 41% 23%

Balar AV et al. Proc ASCO 2018;Abstract 4523.




~ Metastatik Mesane Kanseri
Ikinci Basamak Tedavi Secenekleri

Bladder cancer is composed of multiple tumors:
Subtypes within subtypes

= TN -

14
Lumlnnl Luminal Neuroendocrineg-
“ s e

Differentiation | | !
Oncogenic FGFAS ++ | PPARNy ++ | PPAR-y ++ ' ; EGFA « . TP53 -, RAB1-,
mechanisms CDKN2A - E2F3 +, ERBB2+ ' Cellcycle +
| Genomicinstability | i
Mutations FGFR3 (40%), ELF3 (35%) | TP53(T8%), TP53 (61%), - TP53 (94%)
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APOBEC, apolipoprotein B mRNA-editing enzyme, catalytic polypeptide-like; COKN2A, cyclin-dependent kinase Inhibitor 24;

E2F3, E2F transeription factor 3: NK, natural killer; TMB, tumeur mutation burden, Kamoun A, et 2l. 2013, Epubahead of print date.

Courtesy of Arlene O. Siefker-Radtke, MD
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Comprehensive Molecular Characterization of
Muscle-Invasive Bladder Cancer
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National . . ' —
Comprehensive NCCN Guidelines Version 2.2021 M S
NCCN R Bladder Cancer Discussion

Network®

PRINCIPLES OF SYSTEMIC THERAPY

Second-line systemic therapy for locally advanced or metastatic disease (Stage IV t-platinum)9-e
Participation in clinical trials of new agents is recommended.

Preferred regimen Other recommended regimens

« Pembrolizumab (category 1)1? = Paclitaxel“* or docetaxel

« Gemcitabine1®

Alternative preferred regimens Useful in certain circumstances based on grior medical therapy
« Ifosfamide, doxorubicin, and gemcitabine

* Immune checkpoint inhibitor
» Nivolumab?° « Gemcitabine and paclitaxel'®
» Avelumab?1:22 « Gemcitabine and cisplatin®

« Erdafitinib"23 « DDMVAC with growth factor support?

Participation in clinical trials of new agents is recommended.

Preferred regimen for cisplatin ineligible, | Other recommended regimens

chemotherapy naive » Erdafitinib’23
» Gemcitabine/carboplatin « Paclitaxel or docetaxel?s

» Gemcitabine®

Preferred regimens for cisplatin eligible, | Useful in certain circumstances based on prior medical therapy
chemotherapy naive * [fosfamide, doxorubicin, and gemcitabine"

» Gemcitabine and cisplatin? - Gemcitabine and paclitaxel1®

» DDMVAC with growth factor support?
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Clinical Trials

Checkmate 032
(Phase l) 2 line
nivolumab

Keynote 052

MEDI4736-1108
(Phase I/11) 2" line
durvalumab

{Phase Il) 1¢ line
pembrolizumab

Keynote 012 (Phase IB)
2™ line pembrolizumab

JAVELIN (Phase I) 2™ line
avelumab

GO027831
(Phase I)
atezolizumab

IMvigor 210 Cohort
2 (Phase 1l) 279 line
atezolizumab

Checkmate 275
{Phase 11) 2™ line
nivelumab

IMvigor 210 Cohort 1:
(Phase I1) 15t line
atezolizumab

Keynote 045 (Phase Il1)
study of 2™ line
pembrolizumab

2015

2016

2017

FDA APPROVALS

therapy of mucC

5/18/16: atezolizumab
approved for 2" line

2/2/17: nivolumab
approved for 2"
line therapy of

mucC

4/18/17: atezolizumab
accelerated approval for
1%t line (Cis-ineligible
patients)

5/8/17: avelumab
accelerated approval for 2™ line
therapy of mUcC.

5/8/17: pembrolizumab

5/1/17: durvalumab
accelerated approval for
279 line therapy of mUC

approval for 2™ line therapy
of mUC
5/18/17: pembrolizumab

accelerated approval for 1% line
(Cis-ineligible patients)

Fig. 1 Timeline of dlinical studies of programmed cell death protein/programed death-ligand 1 inhibitors in urothelial carcinoma

Journal for ImmunoTherapy of Cancer (2017)




Metastatik Mesane Kanseri Ikinci Basamak Tedavi Se¢imi

" |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, Z((e)r(;]mell\qun:/\t/)
m
ureter, bladder, or urethra; PD after / (n E 270)
1-2 lines of platinum-based CT
perios;r;i(i:\lljer rSIr;?c?nanfbr::esdag?rECOG NN paciitaxel 175 me/m? 1V Q3W or
’ Docetaxel 75 mg/m? IV Q3W or
PS 0-2 S )
(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 yrs oruntil 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
& 60 -
S I
40 T i
: Median OS, Mos (95% Cl)
20 1 ! 10.3 (8.0-12.3)
I I 7.4 (6.3-8.3)
| |
O ] ] : ] 1 ] ] ] ]
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.




KEYNOTE-045: OS

Kaplan-Meier Estimates of OS

100 = Events:n Med;ggo}nng;)nths 100 Events. n Med;;gu}:%??ths
90— Overall 305 11.3 (9.7-13.1) 90 = CPS 210 75 18.5 (12.2-28.5)
80 = 80 = CPS <10 221 9.7 (7.6-11.5)
2 70 2 70—
3 60~ 2 60
c -
3 50+ @ 50—
;E 40 31.5% §40- ]
O 30— o = l
| 220%  19.0% = | |
204 | | : 20— | | ’l
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| I | 1 l I | | 1 | | | 1 | | | | | !
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_ Months Months
No. at risk No. at risk
370 247 173 138 1156 g2 80 1 G4 34 ] 110 a3 66 55 51 41 38 36 39 19 1

Data cutoff; September 26, 2020, 251 158 103 79 &0 47 38 32 30 14 4




KEYNOTE-045: ORR

1 All Patients 3c - PD-L1 Positive (CPS = 10)
20.3% CR |:| |:|
30 30 - PR I B
21._:].%
25 - 25 -
) )
o 7.8% o i
S 20+ 0 X 20
o 11.0% .
o 1l U7 o
S 54 S 15-
o 13.3% [ 95‘
o 0
10 - 2.9% 10
8.1%
5 N 5 -
0 - T 0 .
Pembrolizumab Chemotherapy Pembrolizumab Chemotherapy
(n=270) (n=272) (n=74) (n =90)

de Wit R, et al. ESMO 2017. Abstract LBA37_PR.
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IMvigor211

Key Eligibility Criteria® Atezolizumab Loss of
« mUC with progression during or 1200 mg q3w clinical benefit
following platinum-based chemotherapy
— < 2 prior lines of therapy , :
» Measurable disease per RECIST v1.1 R No crossover permitted Sl
. ECOG PS 0-1 1:1 per protocol follow-up
» Evaluable sample for PD-L1 testing \
« TCC histology as primary component _ Chgmoth’erapy RECIST Y1 1
(N = 931) (mves_tlgator_s choice) progression
* Vinflunine q3w
Stratification Factors * Docetaxel g3w
 No. of risk factors? (0 vs. 1/2/3) * Paclitaxel q3w

Liver metastases (yes vs. no)
PD-L1 status (0/1 vs. 2/3)
Chemotherapy (vinflunine vs. taxanes)

* Primary endpoint = Additional endpoints
— OS, tested hierarchically — Efficacy: RECIST v1.1 ORR, PFS and DOR¢
in pre-specified populations _ Safety

— PROs: EORTC QLQ-C30

DOR, duration of response; ECOG, Eastern Cooperative Oncology Group; EORTC, European Organisation for Research

and Treatment of Cancer; PRO, patient-reported outcome; g3w, every three weeks; RECIST, Response Evaluation

Criteria In Solid Tumors; TCC, transitional cell carcinoma. 2 ClinicalTrials.gov, NCT02302807. ® Defined by time from prior

chemotherapy < 3 mo, ECOG performance status > 0 and hemoglobin < 10 g/dL. ¢ Confirmed response was not required Powles T, et al. EAS 2017, IMvigor211.
for secondary efficacy endpoints. This analysis reports exploratory confirmed responses.
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IMvigor211 Sonuclari

Overall survival _
Events/ Median overall 12 month overall

number survival survival rate
of patients (months; 95% Cl) (95% Cl)

— Atezolizumab 324/467 8.6 (7-8-9-6) 39-2 % (34-8-43-7)
— Chemotherapy 350/464  8.0(7-2-8:6) 32-4 % (28-0-36-8)

Stratified HR 0-85, 95% Cl 0-73-0-99

| L L L L O L L L L L . . L L T L L L .
0 1 2 3 45 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25

Atezolizumab 467 443 405 348 327 309 280 259 245 218 201 192 177 166138 113 90 76 59 47 34 20 13 5 1
Chemotherapy 464 428 397 364 330 299 268 244 219 191 175 156 140 126 99 78 60 49 42 30 17 11 7 2 1



IMvigor211 Sonuclari

EACR

AACR OS Analysis: IC2/3 Population
SIC

Events/ Median OS 12-mo OS Rate

Patients (95% CI) (95% CI)

S Aterolizumab T2IM186 11.1 mo (8.6 15.5) 46% (37_66)
Chemotherapy B8/118 10.6 mo (8.4, 12.2) 41% (32, 50)
B:D.
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o
204
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ol =041
I I | | 1 1 1 1 1 I 1 T 1 I 1 T 1 I | I 1 1 I | PR
0 2 A 6 a8 10 12 14 16 18 20 22 24
bt Sk Months
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Evre IV Mesane Kanserinde
Atezolizumab Tedavisi:

Gercek Yasam Verileri

Deniz Tural!, Omer Fatih Olmez2, Ahmet Taner Siimbiil3, Mehmet Artac*, Nail Ozhan5,
Emre Akar!, Burcu Cakar®, Osman Kostek’, Nail Paksoy8, Mustafa Erman®, Hasan Senol
Coskun!, Fatih Selcukbiricik!!, Ozge Keskin!2, Fatma Paksoy Tiirk6z!3, Kerem Orug!4,
Selami Bayram?>, Ugur Yilmaz!6, Irem Bilgetekin!?, Birol Yildiz!8, Mehmet Ali Nahit
Sendur!®, Ahmet Dirican??, Dilek Erdem?!, Meltem Selam?2, Ozgiir Tanriverdi?3, Semra
Paydas?4, Zuhat Urakci25, Elif Atag?s, Sabri Giincan?’, Yiiksel Uriin28, Ali Alkan29, Ali
Osman Kaya3°, Deniz Tataroglu Ozyiikseler3!, Halil Taskaynatan32, Mustafa Yildirim33,
Miige Sonmez34, Tugba Basoglu3>, Seyda Glindiiz*¢, Saadettin Kilickap®’,

Turk Onkoloji Grubu

Turk Tibbi Onkoloji Dernegi 2020 Sanal Kongresi
13-15 Kasim 2020
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Bladder Cancer

Atezolizumab in Patients with Metastatic Urothelial Carcinoma
Who Have Progressed After First-line Chemotherapy: Results of
Real-life Experiences

Deniz Tural “*, Omer Fatih Olmez”, Ahmet Taner Stimbiil , Mehmet Artac“, Nail Ozhan®,
Emre Akar®, Burcu Cakar’, Osman Kostek®, Meltem Ekenel", Mustafa Erman’,
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Ali Osman Kaya “?, Deniz Tataroglu Ozyiikseler “°, Halil Taskaynatan”, Mustafa Ygldgrgm*2,
Miige Sonmez"", Tugba Basoglu ", Seyda Giindiiz”, Saadettin Kglgckap

* Bakirkisy Dr. Sadi Konuk Training and Research Hospital, Istanbul, Turkey: " Medipol University Hospital, Istanbul, Turkey; © Medical Faculty, Baskent University,
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Sonuclar S

Ortalama PFS: 3.8 ay (95% Cl, 2.25-5.49)
Ortalama 0OS: 9.8 ay (95% Cl,6.7-12.9)

12 ay PFS orani: %22.3
24 ay PFS orani: %16.9

12 ay OS orani: %42.2
24 ay OS orani: %23.5

Evre IV Mesane Kanserinde Atezolizumab Tedavisi: Gercek Yasam Verileri Tiirk Tibbi Onkoloji Dernegi 2020 Sanal Kongresi  13-15 Kasim 2020
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Patient With CR or PR as Best Response
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The FGFR Mutation Landscape in Cancer: Analysis by Next-
Generation Sequencing

Urothelial carcinoma T - = - . ThE FGF,’FGFR Eigna”ing

Breast carcinoma

Endometrial adenocarcinoma E: s : axis GDmpl‘iSBS 18 IigandS,
e — : which bind to 4 highly

CHEIONE IRV IO conserved trans-membrane
Glioma

Cholangiocarcinoma = .. tyrosine kinase receptors
Gastric adenocarcinoma {FGFR"L 2’ 3 and 4}

Nonsmall cell lung carcinoma
Pancreatic exocrine carcinoma
Colorectal carcinoma - Urothelial carcinomas (126 cases)

Renal cell carcinoma
Neuroendocrine carcinoma
Head and neck (squamous)

Melanoma [ N Activating FGFR3
' ' mutations

gor 2%

6% Mo aberration

Leiomyosarcoma - \
Sarcoma (all) ~<_ FGFR1 amp

6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 ' Rearrangements
Percentage of tumors with aberration Mutations of uncarain
BFGFR1 BFGFR2 BFGFR3 BFGFR4 significance

o Amplification = Mutation m Rearrangement FGFR3 amp

Helsten T et al. Clin Cancer Res 2016;22(1):259-67.
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Phase 2 BLC2001 Study Design

Primary end point
for FGFR i ORR
ey 8 mg QD with PD

mutations on Uptitration to 9 mg QD Secondary end points
tissue by

central lab n=99 PFS, DoR, 0S, safety, predictive
biomarker evaluation, and PK

Screening Regimen 3%:

primary hypothess:

- Progression on = 1 line prior systemic chemo or within 12 months of (neo)adjuvant chemo 2 SISUMTRESNT Sith = £5A
OR * DOne-sided a = 0.025

« Chemo-naive: cisplatin ineligible per protocol criteria® * 85% power

* Prior immunotherapy was allowed

‘Dose uptitration if & 5.5 mg/dl target serum phosphate not reached by Day 14 and if no TRAES
Hnaligibility for cisplatin: impaired renal function or peripheral neuropathy.

Abbreviations: DoR, duration of fesponse; PD, pharmacodynamics; PFS, progression-free w

208 ASCO

mvival; P, pharmacokinetics: QD, daily; TRAE:, treatment related adverse events

PEY ATE AR TR TF PR par

o ety f e T ' Courtesy of Arlene O. Siefker-Radtke, MD
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BLC2001: Response and Survival

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

1 Dn - - E':r:.\
B EGER mutation

0 -
B FGFRfusion

Bl -

Overall survival (%)

@
=
o
0n
b
=
5
e
=
=]
-
3]
-
=
@
—
™
=
=
o
=

4 i
Mo, at risk 99 87 it 42 22

Siafker-Radtke AQ et al, Froc ASCO 2018 Absiract 4503
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Phase lll Trial Schema of Erdafitinib

Cohort 1

Target accrual: 631
9 Erdafitinib

Eligibility

« Unresectable or metastatic urothelial
cancer; transitional cell Vinflunine or Docetaxel
Cohort 1: Prior treatment with an anti- SOy
PD-(L) 1 agent as monotherapy or as N Eﬁ Cohort 2
combination therapy: no more than 2 L.
prior lines of systemic treatment. Erdafitinib
Cohort 2: No prior treatment with an anti-
PD-(L) 1 agent; only 1 line of prior _
systemic treatment Pembrolizumab

Primary endpoint: Overall survival

www.clinicaltrials.gov. Accessed May 2, 2019 (NCT03390504 ).
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National i i A s
comprehensive NCCN Guidelines Version 2.2021 A
NCCN ESaiaeis Bladder Cancer Discussion

PRINCIPLES OF SYSTEMIC THERAPY

Subse nt-line systemic therapy for locally advanced or metastatic disease (Stage IV)9:"
Participation in clinical trials of new agents is recommended.

Preferred regimens Other recommended regimens
» Enfortumab vedotin (category 1)26:27 * Gemcitabine
- Erdafitinibf - Paclitaxel?4 or docetaxel?®

« [fosfamide, doxorubicin, and gemcitabine"

» Gemcitabine and paciitaxe]"ﬁ
« Gemcitabine and cisplatin4
- DDMVAC with growth factor support?
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Enfortumab Vedotin Is an Antibody-Drug Conjugate
Targeting Nectin-4

— i - Mt | ity
Nectin-4, a transmembrane yj .\i' "°'“;H "I'. -
cell adhesion molecule,’? was »

found to be highly expressed in

97% of mUC patient samples?

Enfortumab vedotin (EV) is a
fully humanized monoclonal
antibody against Nectin-4
conjugated with the
microtubule-disrupting agent
monomethyl auristatin E by a
protease-cleavable linker

' Samanta D, Almo SC. Cell Mol Life Sci 2015;72:645-58; 2 Challita-Eid PM et al. Cancer Res 2016;76:3003-13;
? Petrylak DP et al. J Clin Oncol 2017;35:106. Rosenberg ASCO 2018
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EV-301 Open-Label Phase 3 Trial Design

Enfortumab vedotin

Key eligibility criteria: (N=301)

+ Histologically/cytologically 1.25 mg/kg . . -
confirmed UC, including with on Days 1, 8, and 15 Primary endpoint: Overall survival
squamous differentiation or of each 28-day cycle
mixed cell types 1:1 randomization

with stratification® : : Secondary endpoints:

Radiographic progression or

rressecte g B3
treatment for advanced UC Ch,em_o_th.elﬁ'apy Overall response rate | RECIST vi.1
« Prior platinum-containing regimen (N=307)c Safety

for advanced UCP

Docetaxel 75 mg/m? or
Paclitaxel 175 mg/m? or
Vinfiunine® 320 mg/m?
on Day 1 of each
21-day cycle

ECOGPSOor1

2Stratification variables were ECOG performance status (0 or 1), regions of the world (United States, western Europe, or rest of world), liver metastasis (yes or no).

blf used in the adjuvant/neoadjuvant setting, progression must be within 12 months of completion.

tInvestigator selected prior to randomization.

9in countries where approved; overall proportion of patients receiving vinflunine capped at 35%.

Abbreviations: ECOG PS, Eastern Cooperative Oncology Group performance status; PD-1/L1, programmed cell death pretein-1/programmed death-ligand 1; RECIST, Response Evaluation Criteria in
Solid Tumors; UC, advanced urothelial carcinoma.
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Overall Survival

Overall Survival (%)

Sonrasi Tedavi Secimi

Median OS

100 -4 therapy ]
90 HR: 0.70 (95% CI: 0.56, 0.89)
80 P=0.00142
70 —
Event/N

60 -

— Enfortumab vedotin 1347301
50+ : T_:' Chemaotherapy 167/307
40 - i

: + Censored
a0 4
20~
10 -
ﬂ I | T I | | I | :I T I | I| | T I | I I | | I I |

o 1 2 3 4 5 6 7 8 9 WM M 12 13 14 15 16 17 18 19 20 21 22 23 24

Patients at risk (n)

Duration of Overall Survival (Months)

Evalyated in e intent-io-treat popuiation

Abbreviations: Cl, confidence inferval HR. hatard ratia. 05 ceecall survivel

rREsexTEDEY | hOMmas Powles

Data cut-off. July 15, 2020
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Overall Survival: Subgroup Analyses

Enfortumab vedotin Chemotherapy

HR (95% CI) (Event/N) (Event/N)
All subjects T 0.70 (0.56, 0.89) 134/301 167/307
——— <65 years ——i 0.68 (0.47, 0.99) 49/108 66/111
' >65 years —— 0.75 (0.56, 1.00) 85193 1011196
- Male o ] 0.61 (0.47,0.79) 101/238 1321232
Female — : 147 (0.72, 1.89) 33/63 35/75
W Europe e — 0.76 (0.53, 1.07) 57126 721129
Region us o 0.8 (0.51, 1.54) 25/43 25/44
Rest of World ——— | 0.64 (0.45, 0.92) 52/132 701134
0 ey 0.81 (053, 1.24) 40120 46/124
ECOGRS 1 A 0.67 (0.51,0.87) 94/181 1211183
S Yes ———i 0.66 (0.46, 0.96) 53/93 63/95
No — 0.73 (0.55, 0.98) 81/208 1041212
Paciitaxel ey 0.71 (0.49, 1.01) 63/141 50/112
Pre-selected control therapy Docetaxel ——— 0.71 (0.48, 1.04) 41/87 671117
Vinflunine e 0.77 (0.48, 1.24) 30/73 4178
: : Upper tract ———— 0.85 (0.57, 1.27) 44/98 52/107
Eyacy e ot (mor Bladder/other e 067 (0.51, 0.88) 90/203 115/200
T — 12 ——i | 0.69 (0.54, 0.88) 115/262 147/270
>3 -— ; 0.88 (0.47, 1.64) 19/39 20137
P — Responder e——— 0.63 (0.34, 1.17) 18/61 23/50
Non-responder ——t 0.76 (0.58, 0.99) 100/207 120215

1
0.25 1 2
Favors enfortumab vedotin

Data cut-off: July 15, 20.

Abbreviations: Cl, confidence interval; CPI, checkpoint inhibitor; ECOG PS, Eastern Cooperative Oncology Group performance status; HR, hazard ratio; US, United States; W, western,
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Metastatik Mesane Kanseri ikinci Basamak
Sonrasi Tedavi Sec¢imi

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 Stein eri, Shang-Ying Liang,
Eric Kim, Janet Trowbridge, Mary Campbell, Daniel P. Petrylak, and Evan Y. Yu



Metastatik Mesane Kanseri ikinci Basamak
Sonrasi Tedavi Sec¢imi

EV-201 Cohort 2: Progression-Free Survival and Overall Survival
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Median follow-up: 13.4 months
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Metastatik Mesane Kanseri lkinci Basamak ve
Sonrasi Tedavi Sec¢imi

TROPHY-U-01 Is a Registrational, Open-Label,
Multicohort Phase 2 Trial in Patients With mUC
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Metastatik Mesane Kanseri ikinci Basamak ve
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Overall Response and Best % Change From Baseline
in Tumor Size

L] - L] -

Median follow-up: 5.8 months (data cutoff date: 2021-09-24)
Median time to response: 2 months (1.3-2.8; n=14)

Median DOR not yet reached: N/A (2.80-N/A)

Median PFS (95% CI), 5.5 months (1.7-NR); median OS, not reached
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63% of patients with tumor shrinkage®®

Cohort 32

(N=41)
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Objective response rate (CR + PR), 14 (34)
n (%) [95%Cl) [20.1-50.6)
Objective response rate (CR + PR), 14 (38)
evaluable patients, n (%)
Best overall response, n (%)
CR 1(2)
PR 13 (32)
sSD 11 (27)
SD 2 6 months 4 (10)
PD 12 (29)
Not assessed 4.(10)
Clinical Benefit Rate (CR + PR + SD), 25 (61)
n (%) [95%CI] [44.5-75.8]
ASCO Genitourinary

Cancers Symposium



Metastatik Mesane Kanseri Enfortumab Vedotin
Sonrasi Tedavi Se¢imi

Sacituzumab govitecan for mUC: Efficacy

Samtu_zumab QDV“FCE‘" (SG): Humaqisgd ADC Best percent change in tumour size from baseline
comprised of an anti-Trop-2 glycoprotein linked in patients with mucC
with SN-38, an active metabolite of irinotecan 80 ckR WPrR Wso MPO
. : 60
NCT01631552: Phase I/l study of SG in patients :
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8 2 -
N ||
3 e[| T
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Tagawa ST et al. ASCO GU 2019;Abstract 354. Courtesy of Thomas Powles, MBBS, MRCP, MD
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Type of Number Time to Overall

D_ruE Study of Patients RR (%) F‘rngressinn {(mo) Survival (mo)
Paclitaxel Phase 2 31 10 2.2 7.2
MNanoparticle albumin- Phase 2 47 27.7 6 10.8

bound paclitaxel*’
Pemetrexed”" Phase 2 13 8 — —
Pemetrexed-® Phase 2 47 27.7 2.9 9.6
Docetaxel”’ Phase 2 30 13.3 — 9
Gemcitabine®® Phase 2 28 11 4.9 8.7
Gemcitabine®® Phase 2 35 22.5 — 5
Vinflunine=° Phase 2 51 18 3 6.6
Vinflunine' Phase 2 151 15 2.8 8.2
Vinflunine® Phase 3 370 8.6 3 —
Oxaliplatin® Phase 2 18 6 1.5 7
Irinotecan- Phase 2 40 5 2.1 5.4
Ixabepilone™ Phase 2 42 11.9 2.7 8
Bortezomib™® Phase 2 25 0 1.4 5.7
Ifosfamide™® Phase 2 56 20 2.4 5.5
Lapatinib’ Phase 2 34 3 2 4.5
Topotecan® Phase 2 44 9.1 1.5 6.3




Overall survival (probability)

Metastatik Mesane Kanseri Enfortumab Vedotin
Sonrasi Tedavi Sec¢imi

Vinflunine + I
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moOS, mos 6.9 4.3
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HR: 0.78; 95% CI, 0.61—0.99; £AP=0.0403
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Adapted from Bellmunt et al, 2009



Metastatik Mesane Kanseri
Tedavi Secenekleri

Standard Therapy in Advanced Urothelial Cancer
The Current Paradigm

Setting Regimen Response Rate Median Survival
ddMVAC
First Line Cisplatin-eligible Gem/Cis 40%~50% 12-15 months
PGC
Cisplatin-ineligible Gem/Carbo 36%—56% 7-9 months
Platinum-ineligible  Atezolizumab/Pembrolizumab ~24% ~15.9 months

or PD-L1 positive (atezolizumab)

Atezolizumab, Nivolumab,

Second Line Durvalumab, Avelumab, 15%-19% 7.9-10.3 months
Pembrolizumab
Single-agent chemo ~10% 5-8 months
Second/Third Line Erdafitinib 40% 13.8 months
Median DOR
.Thlrd Line Enfortumab Vedotin 44% 7.6 months

Loehrer P) 5r, et al. J Clin Oncol. 1992; von der Maase H, et al. J Clin Oncod, 2000;
Bellmunt J, et al. J Chin Oncol, 2012; De Santis M, et al. J Clin Oncol. 2012; Linardou H, et al. Urology. 2004;
Nogué-Aliguer M, et al. Concer. 2003; Rosenberg JE, et al. Loncet. 2016; Loriot ¥, &t al. N Engl J Med, 2019; Rosenberg J, et al. J Cin Oncol. 2019,



Sonuc

O Evre IV mesane kanserinde birinci basamak tedavide platin bazl kemoterapi ilk secenek
QO Platin bazli kemoterapi sonrasi klinik yarar(CR/PR/SD) goren hastalarda idame tedavi olarak Avelumab

O Sisplatin alamayacak hastalarda carboplatin+ gemsitabin kemoterapi kombinasyonu klinik yarar alanlarda Avelumab

idame tedavi olarak onerilir
O Sisplatin alamayacak hastalarda PD-L1 pozitif olanlar( CPS210 ya da PD-L1> 5) Pemrolizumab/Atezolizumab onerilebilir

O Platin bazli kemoterapi alamayacak hastalarda birinci basamak tedavide ( ECOG PS22, komorbidite vs.) PD-L1 diizeyinden bagimsiz
Pemrolizumab/Atezolizumab 6nerilebilir

U Mesane kanseri ikinci basamak tedavi segenekleri; immiin kontrol noktasi inhibitérleri birinci basamakta almamissa verilebilir. FGFR
mutasyonu olan hastalar igin erdafitinib bir se¢enektir

U Mesane kanseri ikinci basamak tedavi segenekleri; platin bazli kemoterapi alamayan immiin kontrol noktasi inhibitérleri alan hastalar icin
Enfortumab Vedotin bir se¢enektir

U Mesane kanseri Enfortumab Vedotin sonrasi tedavi segenekleri; sacituzumab govitecan, vinflunine ve taksan vb. kemoterapi secenekleri



