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Introduction

Urinary bladder cancer (BC) is the 9th most common
cancer in the world

In 2022 in USA: 83,730 new cases and 17,200 deaths
are estimated

Notable facts

— Men: Women ratio 3:1

— Median age: 73 years at diagnosis

— Tobacco use is the most common culprit

Tumour invades Tumour invades
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Bladder Cancer Is Projected to Be a Growing Health Problem in the US

Bladder cancer is estimated to be the In the United States, the incidence of bladder cancer
6th most common cancer in the United States! is projected to increase?
c,?gg%?w Dsgh”fz'oegi Estimated incidence and increase compared with 2020°°
1 Breast cancer (female) 281,550 43,600 +51%
130,000 +40% 121,593
2 Prostat 248,530 34,130 '
rostate cancer ! L 120,000 +26% 112,581
3 Lung and bronchus cancer 235,760 131,880 110.000 +13% 101 799
4 Colorectal cancer 149,500 52,980 100,000 91,029

5 Melanoma of the skin 106,110 7,180 0,000 80,617
© siadder cancer 83,730 17,200 -
7 Non-Hodgkin lymphoma 81,560 20,720 60,000
8 Kidney and renal pelvis cancer 76,080 13,780 50,000
9 Uterine cancer 66,570 12,940 0
10 Leukemia 61,090 23,660 2020 2025 2030 2035 2040

*As with @l estimanes, cancer predictions for future years should be nterpreted with due caution. Tha key sdsam plions are tht nationsl rates, is estissaned in 2020, do not change in the pred ctios period 2000-2040 and that e national
PO MEON projectionm dne correct for these pears

1. National Cancer Inwsnane. Cancer stat facts: Bladder cancer. hitgs //fseer cancer gofsatfactyhem [furinb him . Accsssed 06-08-2021 2. International Agency for Resedrch on Cancer, Cancer tomomow: Bladder. g/ /peoiarc frsomorrow.
Acoassed 02-06-2021
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5-Year Relative Survival Rates of Urinary Bladder Cancer in the US

e $ 99393288 8

2

v

Q

-

o))

S 0

S Localized 69.2%

o]

Y

)]

O
& 0

Distant j 3.5%
0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
5-Year Relative Survival
National Cancer Institute. SEER cancer statistics review (CSR), 1975-2017. Cancer of the urinary bladder jinvasive and In situ). https: f/seer cancergav/csr/1975_2017/. Accessed 02-01-2021.
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NMIBC

« Standard treatment for high-risk non-muscle-
invasive bladder cancer is TURBT followed
by intravesical BCG immunotherapy.

 However, despite high initial responses rates,

up to 50% of patients have recurrence or
become BCG-unresponsive.

« BCG refractory is when there is failure to
achieve a disease-free state within 6 months
after initial BCG, with either maintenance or
re-treatment at 3 months because of either
persistent or rapidly recurrent disease.
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Pembrolizumab monotherapy for the treatment of high-risk non=muscle-
invasive bladder cancer unresponsive to BCG (KEYNOTE-057):@an open-

label, single-arm, multicentre, phase 2 study

Prof Arjun V Balar, MD 2 e Prof Ashish M Kamat, MD « Girish S Kulkarni, MD « Prof Edward M Uchio, MD «

Joost L Boormans, MD « Mathieu Roumiguié, MD « et al. Show all authors

Cohort A efficacy A
mﬁon (n=96)° 100y Median dueation of complete response 16.2 months (95%C1 6.7-36.2)
Complete response 39 (41%. 30-7-51-1) 91 L\_\
Non-complete response 56 (58%. 47-8-68-3) "
Persistent diseaset$ 40 (42%. 31-7-52-2) o "‘—\
60

Recurrent disease

6 (6%, 2-3-13-1)

Non-musdle-invasive bladder cancer stage 9(9%.4-4-17-1)

progression$

Non-bladder malignancy9l

Progression to muscle-invasive disease (T2)
Non-evaluable]|

1 (1%. 0-0-5-7)
0 (NA-NA)
1 (1. 0-0-5-7)

Data are n (%, 95% CI). NA=not applicable. “Patients with high-risk non-musdie-
invasive bladder cancer who received at least one dose of the study drug. had
baseline evaluations. and had at least one post-baseline disease assessment.
Defined as patients with carcinoma in situ at baseline who also had carcinoma in
situ with or without papillary tumour at month 3. $Defined as pathologically
confirmed appearance of papillary tumour (high-grade Ta or T1) without
carcinoma in situ at month 3. SDefined as an increase in stage from carcinoma in
situ or high-grade Ta at baseline to T1 disease. 9[For this patient. new liver lesions
were found on imaging: later. a second primary malignancy of pancreatic cancer
was found. Subsequent review of the baseline scan showed subtie findings that,
in retrospect, could be attributed to pancreatic cancer, and later scans showed
metastases that were most likely from the pancreatic cancer. Clinical course and
laboratory values further supported the diagnosis of metastatic pancreatic cancer.
||Patients whose protocol-specified efficacy assessments were missing or who
discontinued from the trial for reasons other than progressive disease were not
evaluable for efficacy and considered non-responders.

Table 2: Best overall response at month 3 by central review in patients
with BCG-unresponsive carcinoma in situ

Balar A et al Lancet 2021
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MOFFITT

CANCER CENTER



Muscle Invasive Bladder Cancer

PRINCIPLES OF SYSTEMIC THERAPY

Neoadjuvant Chemotherapy (preferred for bladder)

Preferred regimen
* DDMVAC (dose-dense methotrexate, vinblastine, doxorubicin, and cisplatin) with growth factor support for 3-6 cyclos'-2

+ Gemcitabine and cisplatin for 4 cycles34

Adjuvant Therapy
No previous platinum-based neoadjuvant | Preferred regimen
therapy (pT3, pT4a, pN+) * DDMVAC with growth fgctor support for 3-6 cycles'?

* Gemcitabine and cisplatin for 4 cyclos3-‘
« Nivolumab®

Previous platinum-based neoadjuvant ch.tL[l.c_Qngnaanumn
therapy (ypT2-ypT4a or ypN+) * Nivolumab

NCCN Guidelines 2022 M O F F l T T
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Neoadjuvant immunotherapy for
MIBC

Week 0
atezolizumab

ABACUS: Trial Design

Week 3
atezolizumab

PURE-01 (NCT02736266): Neoadjuvant pembrolizumab before radical

cystectomy for MIBC
Additional DDMVAC x4 cycles in non:
responding pts (investigator choice)

e f
I3 weekly cyclesof . ccevomy
pembrolizumab 200 mg V.

Y f b7
Fitand planned for cystectomy TURBT  Maximum of 8 week delay to surgery ~ surgery Standard of care
* Predominant (1.e. 50% at least) UC

i + Post-cystectomy
histology i

management according to
EAU guidelines

CT/MRI

+ ¢T<3bN0 stage
' Re51dua| disease after TURB « Sunvival data collected
(surgical opinion, cystoscopy or untl 2-y post cystectomy

radiological presence)
+ GFR 220 miimin (Cockeroft - Gault Pre-post treatment imaging. multiparametric bladder

Endpoints
* Co-primary endpoints: pCR (>20%)
and increase in CD8 count.

Eligibility
* T2-T4aNOMO bladder cancer
* Transitional histology

A MRI (mpMRI); "FDG-PETICT scan, TIACT scan
formula)

+ ECOG-PS 0-1

+ Secondary endpoints: safety and
radiological response

* IDMC met in Jan "18, resulting in
interim presentation of results

n ITT population s the primary endpoint

* Residual disease post TURBT
* Not fit for / reject cisplatin
chemotherapy

g to MinMax design

Adapted Necchi A, 2018 ASCO Annual Meeting
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Neoadjuvant Single-agent |10 and enfortumab vedotin is also
effective in MIBC

24 (14)

Immunotherapy Pembrolizumab Atezolizumab IpUNivo Avelumab Durval/Tremi Durva/Tremi

Cisplatin

eligible v v X X x X

pCR (pTO) 37% 31% 46% 369% "(includes 37.5% 34.8%

Ts)

PFS 91% (1yr) 79% (1yr) 92% (1yr) Not 82.8% (1yr) Not reported
reported

.".h ; SCO Anvus G
300 J of o Noture u.n 8 Grav ¢ ol J Cin Oncod Suppd 5012 7. Petnylak D ot ol ASCO
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Enfortumab Vedotin Proposed Mechanism of Action

Enfortumab vedotin | SraaiSsimsasugete

e e
Cethi ey
pres=—_

EV-103 Cohort H Study Design

Eligibility
Cisplatin-ineligible

Clinical stage

T2-T4aNOMO Neoadjuvant EV
No upper tract or monotherapy Follow-Up Imaging
ureth ——  _CCcvcle: s—
Fal tumors 1.25 mg/kg of EV on Q12W for the first 2
SNowed D1 and D8 years, then Q24W
Imagi Pre-RC Im

carcinoma histology

ECOG 0-2

Medically fit for
RC+PLND

<90 days from C1D1

TURBT ' Primary endpoint: pCR rate by central pathology review ’

Secondary endpoints: pDS rate (central review), EFS. DFS.OS, safety. PROs, biomarkers

Central Pathology Results (N=22)
FAMOMIC) ReSpONes n (%) [95% Confidence Interval]

Pathological Complete Response Rate 8 (36.4%)
(defined as absence of any viable tumor tissue: ypTO and NO) [17.2-59.3]
Pathological Downstaging Rate 11 (50.0%)

(defined as presence of ypTO0, ypTis, ypTa, ypT1, and NO) [28.2-71.8]

Petrylak D et al
GU ASCO 2022
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Neoadjuvant Chemo-lO is effective in cis-eligible MIBC

BLASST-1' HCRN GU14-188? LCCC1520° SAKK 06/17°
(N = 41) (N = 43) (N = 39) (N = 53)

Immunotherapy Nivolumab Pembrolizumab Pembrolizumab Atezolizumab Durvalumab

Split dose

Gem-Cis Gem-Cis Gem-Cis

Chemotherapy Gem-Cis Gem-Cis

pCR (pT0), % 49% "0nchudes Tis) 44 39 38 34

85.4% (1yr) Not reported Not reported Not reported 83.5% (2yr)

1.Gupta Seota ASCOGU 020 Abstract 439 2 Homes Ot A

3 Cathomas Rt o ASCO 2022 Abstract 4515

- Slide Courtesy With Permission from Gupta S GU MOFFITT ()
ASCO 2023 CANCER CENTER



Ongoing Phase 3 trials

Ongoing Phase 3 Neoadjuvant 10-based Trials in MIBC

Clinical Trial Treatment Arms

KEYNOTE-866 Pembro + GC vs GC

KEYNOTE-B15/EV-304 Pembro +EV vs GC
CISPLATIN
ELIGIBLE NIAGARA Durva+ GC vs GC

ENERGIZE Nivo + GC vs GC
GCAN s s

Slide Courtesy With Permission from Gupta S GU ASCO 2023 M O F F ' T T
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Post cystectomy = pT2 or N+

IMvigor010
N = 800
Primary Endpoint =
DFS
+ NAC: ypT2-4a or
ypN+ (ypT2-4 or
ypN+ for UTUC)
and MO
- NAC: pT3-4a or
pN+ (pT3-4 or pN+
for participants
with upper urinary
tract UC) and MO

(&)

Atezolizumab Observation

Checkmate 274
N = 640
Primary endpoint

recurrence
originating in the
bladder, ureter,
or renal pelvis
Within 120 days

(&)

Nivolumab Placebo

Adapted Aragon-Ching JB 2018 ASCO Annual meeting

AMBASSADOR
(A031501)

N =739
Co-primary
endpoint: DFS
and OS
+ NAC = >/=pT2
and/or N+ or
Cis-ineligible or
cis-refusal
- NAC = >/= pT3
or pi+

(&)

Pembrolizumab Observation
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ORIGINAL ARTICLE

Adjuvant Nivolumab versus Placebo in Muscle-Invasive Urothelial Carcinoma

Dean F. Bajorin, M.D., ). Alfred Witjes, M.D., Jurgen E. Gschwend, M.D., Michael Schenker, M.D., Begofia P. Valderrama, M.D., Yoshihiko Tomita, M.D., Ph.D.,
Aristotelis Bamias, M.D., Thierry Lebret, M.D., Shahrokh F. Shariat, M.D., Se Hoon Park, M.D., Dingwei Ye, M.D., Mads Agerbaek, M.D., Deborah Enting, M.D.,
Ray McDermott, M.D., Pablo Gajate, M.D., Avivit Peer, M.D., Matthew I. Milowsky, M.D., Alexander Nosov, M.D., Jogo Neif Antonio, Jr., M.D., Krzysztof
Tupikowski, M.D., Laurence Toms, B.M., B.Ch., Bruce S. Fischer, M.D., Anila Qureshi, M.D., Sandra Collette, M.Sc., Keziban Unsal-Kacmaz, Ph.D., Edward
Broughton, Ph.D., Dimitrios Zardavas, M.D., Henry B. Koon, M.D., and Matthew D. Galsky, M.D.

Key inclusion criteria A Intention-to-Treat Population
Disease-free Disease-free
= Patients with ypT2-ypT4a or ypN+ MIUC who had neoadjuvant No. of Events; sunvival sunvival
cisplatin chemotherapy 100+, No. of Patients  at 6 Mo (95% CI) at 12 Mo (95% CI)
= - m_
= Patients with pT3-pT4a or pN+ MIUC without prior neoadjuvant % w0 %
cisplatin chemotherapy and not eligible/refuse adjuvant g Y Nivolumab 170353 749(69.9-792) 628 (573-67.8)
cisplatin chemotherapy 0 60+ [y ' Placebo  204/356 603(549-653)  d46.6(41.1-51.9)
. . g z 504 ‘&\,‘:\ E iolumab Hazard ratio for disease racurrence or death,
+ Radical surgery within the past 120 days $° ul ,'_::;_:-—_-‘ L 0.70 (98.22% C1, 0.5-0.80)
S o : 2 stsmrswvm—s  P<0.001
= Disease-free status within 4 weeks of dosing < 304 daceo
. . R . 204
Creatinine clearance at baseline i g 1
<60 m{min 309 83/151 91/158 — 047 (0.64-118 3 1
260 mfmin 388 8/199 111189 —— 058 (0.44-0.78 0 T T T
I.Nolntpomd” 12 13 29 : NA 0 03 6 9 12151820 2427 0 33 6 N & & 4 51
nitial tumor H
Um:rybl:ddgr 560 129)279 166/281 — 062 [o.ato.n Months
Renal pefvis % 24)44 )52 ———— 123 (0.67-2.23 )
Ureter 53 1730 un —_—— 156 (0.70-348) No. at Risk
Minor histalogic variants ' Nivolumab 353 296 244 212 178 154 126 106 85 68 57 51 36 25 20 3 1 0
Yes 286 70/145 76141 ——t 0.73 (0.53-1.02) Placebo 356 248 198 157 134 121 105 94 80 65 54 50 37 2 19 10 2 0
No 1] 100/208 128215 —— 069 (0.53-0.80)
Nodal status ! ) .
NoorNXuithclonadesremoned. 193 W s — e | ° MessSemu bmnimic
or NX with <10 nodes remove: i —— .57-1. " .
4 ¥ Disease-free Disease-free
NO with 210 nodes remored 17 29/91 3738 —_— 067 (041-1.1
Nm‘:‘! s e 2 of[ 151 ' [m . No. of Events/ Survival Survival
Pathological tumar stage ' 10, No. of Patients  at 6 Mo (95% CI) at 12 Mo (95% CI)
pTO-? 166 35/80 4086 —_ 048 (0.54-1.43 j 50
pT3 410 97206 120/204 —— 063 [ots.osz] ol 1~ %
&T;z 1}; 3?/;7 «]Jm =5 077 [oﬂ.un 0] ~— ) Nivolumab  55/140 45 (662-8L1)  67.2(584-745)
ot o ; 1;1 lﬁ ; i 8 o i, Nivolumab Placsbo  8/M2  SS7(468-636) 459 (71-542)
pi“}‘;‘;ﬂ“' tumor stage and nodal status v s 1079 ' T Ei 504 e Hazard ratio for disease recurrance or death,
5 — .16-1, e -
LN 317 Wi 7 —— 075 [054-105 g w0 e, p G 05-085)
pTO-4N1 143 3971 #$m —— 0.74 [047-1.15 3 ] :
pTO-4N23 192 56/% ”&* —_— 057 (0.40-0.83) Placebo
pisN- 1 o1 ! NA 204
Not reported 2 2 0 : NA 104
p’mm"!udiwwkuwh“"ﬂmw H 0 L A AL R A A A |
s r lgﬁg }3% == o TR 0 3 6 9 12151820 2427 0 33 3 39 4 &5 & 51
Any previous necadjuvant systemic therapy E Months
Yes 319 75/160 104159 —_ 053 (0.39-0.72
No o 390 95/193 1007197 — 01 (0.69-1.21 No. at Risk
DI&f]f'owwvarrytonndom'mm . on n i - Nivolumab 140 113 98 91 76 68 56 50 38 31 27 24 21 12 10 1 0 0
i % am W : TR Placebo 142 90 73 9053 40 42 ¥ B 2 1712 7S 310
260-90 42 78)165 a7 —— 0.76 [0.55-1.03
»%0-120 19 47103 62/9 —— 067 (0.44-1.00)
120 15 204 i : NA
Smoking status N

MOFFITT
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THE LANCET
Oncology

Volume 22, Issue 4, April 2021, Pages 525-537

Articles

Adjuvant atezolizumab versus observation
in muscle-invasive urothelial carcinoma
(IMvigorO10): a multicentre, open-label,
randomised, phase 3 trial

Joaquim Bellmunt MD * o , Prof Maha Hussain MD P, Prof Jiirgen E Gschwend MD <,

Prof Peter Albers MD <, Prof Stephane Oudard MD =, Daniel Castellano MD ¥,

Siamak Daneshmand MD 2, Prof Hiroyuki Nishiyama MD ", Martin Majchrowicz MPH ',
Viraj Degaonkar PharmD ', ¥i Shi PhD ', Sanjeev Mariathasan PhD °, Petros Grivas MDJ k',
Alexandra Drakaki MD ™, Peter H O'Donnell MD 7, Prof Jonathan E Rosenberg MD ° P,
Daniel M Geynisman MD =, Prof Daniel P Petrvlak MD ", lean Hoffman-Censits MD =,

CtDNA™:
1.00 HR = 1.31

- 150 (95% ClI: 0.77-2.23)
s CtDNA~:
2 HR =114 T
3 075 (95% CI: 0.81-1.62) % 075
8 3
% 3
g 8
2 050 o 050
5 GtDNA®: S
k4 HR =0.58 2
2 (95% CI: 0.43-0.79) 3
3 025 3 025 CDNA':
2 & HR =059
& (95% Cl: 0.41-0.86)

0 0

0 10 20 3 40 50 0 10 20 30 40 50
No. at risk Time (months) Time (months)
~ Atezolizumab CtONA- 184 144 85 44 184 174 129 57 10
= Observation 183 140 90 46 183 170 130 65 7

116 88 55 25 4
98 54 24 " 1

- N o o
oo oo
o ©o o o

= Atezolizumab 116 48 25 13
% CtDNA*
— Observation 98 17 10 5

Bellmunt et al 2021 Lancet
Powles T et al 2021 Nature
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Screening

Key eligibility
* High-risk MIBC
- ypT2-T4a or ypN+ and MO
at cystectomy for patients
with prior NAC
- pT3-T4a or pN+ and MO
at cystectomy for patients
without prior NAC
* No post-surgical radiation or AC
« If no prior NAC given, patient
had to refuse or be ineligible for
cisplatin-based AC
» No evidence of residual disease
* Tumour sample available for
WES® and PD-L 1" status

(.

IMvigor 011

Surveillance run-in

Treatment'

B6-14 weeks Atezolizumab
post cystectomy ctDNA+ within 1680 mg qdw
with lymph node Serial blood 21 months of (12 cycles or 1 year)
dissection _collection®and  cystectomy*
imaging® forupto === == =
21 months post
cystectomy Placebo
qdw
| (12 cycles or 1 year)
ctDNA~- :
1
1
1 Stratification factors
Enrol t start
. s - Nodal status
1 + Post-resection tumour stage
1 « PD-L1 status
: « Time from cystectomy to first
| ctDNA+ sample
1
1
|
1
1 ctDNA- through 21 months Receive SOC
Ko e e outside the study

CIONA - croulaing umar DNA negative. cDNA~ droulating tumer DNA poative. géw. every & weeks, SOC, stantard of care. WES, whole-exome seguencing
* Evalmbie WES data for development of & pemsonalsnd muliples PCR (MPCR) cDNA assay from post-suegical Blood samples (Sigralers assay) e required

* Per e VENTANA SP142 MC assay.

* Ewnry 6 weeks up 19 35 weeks and q12w (every 12 waeks) up 10 21 montha

* q12w up %o Weok B4 or until 21 months from date of Cystoctomy, whichower oocurs first

* CIDINA pOsHIVITy i Cefned as »2 mutasions per ctDNA MPCR assay Pagsents wil be rancomised 10 treatent at the first ctDNA+ samgle; ful recovery from
Gysnciomy and no evdence of deeass reaiTencs wihn 28 days of Featment NANBON is reqund

Timaging and ood draws GBw (every 9 weeks) Stating al Week 9 up 10 Week 54

* Assassed qBw up 10 Year 3; less ofles up 1 Year 6

Disease
recurrence’/
survival
follow-up

MOFFITT
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EA8185: Phase 2 study of bladder-sparing chemoradiation (chemoRT) with durvalumab in clinical
stage lll, node-positive urothelial carcinoma (INSPIRE), an ECOG-ACRIN/NRG collaboration.

Schema [Amendment # 4]:

ChemoRT*
Eligibility +

Durva Q3wk x3 doses

Durvalumab Q4wk x 6
doses

CR/PR/SD
*T any N1-3 M0
*Node+ radiologically or STEP 1*: 1:1 Randomization

pathologically
=IC is optional [ if yes, no
PD]

Surveillance
[Adj chemo allowed per
CR/PR/SD physician discretion for
those who did not get IC]

ChemoRT*

Radlosensitizer options: PD- managed per Secondary End Points
Cisplatin SCCiphysician 0s

*Stratification for Step 2: 5-FU+MMC discreton PFS

11C yes or No Gemcitabine BIEFS

2. Cisplatin vs non-cisplatin regimen during RT Primary End Point Toxicity

ILymph node N1vs N2-3 Clinical Complete Response (CR) Salvage Cystectomy

4. Extent of TURBT [No residual ds vs. residual ds) Post ChemoRT +/- Durvalumab Metastases Free Survival

Post TMT
CRT Surveillance
vs vs

CRT + Durva Adjuvant
Durva

Pl: Parminder Singh MD P1: Neil Shore, MD Pl: Monika Joshi MD Pl Wassim Kassouf MD

Joshi M GU ASCO 2022, Shilpa Gupta GU ASCO 2023 CANCER CENTER @



The la/mUC Treatment Landscape Has Evolved in Recent Years

P ———

30

years

EMA, Cuscpean Mad Kines Agency; /UL locally adua ncedy'metadtatic srothelal carclaona.

* Indkcation inurcthelal carclacn s w thd rasa.

8

years

Pembrolizumab’

Erdafitinib®

Enfortumab vedotin-ejfv®
Avelumab (maintenance)*®

Sacituzumab govitecan-hziy*

L Chpletin fpacionge msrt] Dertuan, NC: Accord Meakhcars, Inc. 1. Esropean Medicires Ageacy. O infon Mol kradag an Article 30 refeeza | for Gernaar: it reationad noe-proprietary name | INNE geeec Rabirs [35-24-2000) Accesand 82-04-2021. 1. US Food and Dreg

Adrel nistration Tecentriq BLA accelecsied ag provad letisr: BLA TGLAM (05-18-20348{. Acossed D8-27-2021. 4. US Food and Drug Administration. Opdivo BLA 1275545024 accelecaied ag proved letter 02-02-2017). Accewmed O4-29-2001. 5 US Food asd Orug

Adred sitration. TR TBLA a3 prowad lettse: 0LA 762088 (05-03-2017). Accenved D4-05-2821. G US Food and Orug Ad ministrasion. Saveec o BLA sccaberated s ppoces | Ietter: BLA 7307 (05-03-2017). Acceesed 04-27-2021. 7. US Food and Orug Adm inistest ioa. Eaytruda

aepg e s | ag proread lettee: LA 1295 34/5-008 05-18-2017) Accesund 96-00-2021. A US Food and Dreg Adrnla tration. Dadeerss scoale trted approwsl lettsr NOA 212008 (08-12-200 04, Acoawsed (13-25-2021. 0. U.S Food & Drug Adminitration. PADCEV BLA TGLINY
accelwrated ap proved letier (12-18-20 25, Acoewed 13-30-2000. 10, US Food asd Orug Adm infstest ba . Basercio N;wbnmlulx OLA TG4 0'S- 009 |06-30-2000). Accesund [2-10-2021. 11, US Food and Drug Adri slitration. Trodedey BLA 261115)5-00%

accelbwrated ap proved letier (D8-13-2021). Mipa: e acoewmdatatds gow Sruga tida_dooyag plette/202 17611 15 Ovig R000Hr 2. Accemed 96-02-2021 O=1.0585.PM 3/21 q
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Utilization of Systemic Therapies

(@) 1o
20

60

a0

20

0

%Patients

=

Tot1L 2L 3L Tot1L 2L Tot1L 2L 3L Tot1L 2L 3
Flannery et al. 2019 Galsky et al. 2018 Aly et al. 2019 Richters et al.
2020

OCarboplatin - ®Cisplatin  @Immunotherapy ®Others/unknown @ Total

(b)
100 % —p( 48%
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 et al Cancer Treat Research Comm 2021 M o F F I T T
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Management of Metastatic
Urothelial Carcinoma

Erdafitinib
Cisplatin-
eligible?
Avelumab
Maintenance
Gupta S ASCO 2021 M O F F l T T
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Systemic Therapy

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 bx avelumab maintenance therapy (category 1)’"1
+ DDMVAC with growth factor support (category 1)2 followed by avelumab maintenance therapy (category 1)*'!

Preferred regimens

Cisplatin ineligible |+ Gemcitabine and carboplatin’Z followed by avelumab maintenance therapy (category 1)1

+ Pembrolizumab'4 (for the treatment of patients with locally advanced or metastatic urothelial carcinoma who
are not eligible for any platinum-containing chemotherapy)

Other recommended regimens

* Gemcitabine

+ Gemcitabine and paclitaxel!®

« Atezolizumab'? (only for patients whose tumors express PD-L1?) (category 2B)

Useful under certain circumstances

* Ifosfamide, doxorubicin, and gomcitabino" (for patients with good kidney function and good performance
status)

+ Atezolizumab13 (only for patients who are not eligible for any platinum-containing chemotherapy regardless of
PD-L1 expression) (category 3)

MOFFITT
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Atezolizumab with or without chemotherapy in metastatic
urothelial cancer (IMvigori30): a multicentre, randomised,
placebo-controlled phase 3 trial

PMottiew D Gali, Jose Angd Acvans Arpa. Ac=totcl= Barmeas, fan D Do, Mosa De Santis, £ Kikuchi—. Xaweer Garcio del Moo,
Uigo De Giongi, Marina Mancinger. Kous Lrums, Stefano Panes. Mokt Cerners, Mo tafa Orgorogis, Arawh Rercrodoh Kolcbasty,
Se Hoor Park. Bors Alckocs, Fobo A Schuts, fiom 5 Li, Dingeeei Ye. Niciolas | Vogeirang, Sondrime Bermbarnd, Darven Tayama,
Sanjecy Mo thasan, Alnut Mocke, AncChristine 1hastrom,. Enngoee Gronde, for the Whsigor1 30 Seudy Group

Arm A
—_—
Atezo + plt/gem
Arm B
Atezo monotherapy
Arm C
Placebo + plt/gem

Co-primary endpoints:

TN

- Locally advanced or muUcC

= No prior systemic therapy in the metastatic
setting

-ECOG PS =2

- 1L platinum-eligible

N =1200

- Randomised 1:1:1

Stratification factors:

= PD-L1 IC status (ICO vs IC1 vs IC2/3)
= Bajorin risk factor score including KPS < 80% vs
= 80% and presence of visceral metastases
(O vs 1 vs 2 and/or patients with liver metastases)
= Investigator choice of plt/gem
(cisplatin + gem or carboplatin + gem)

= INV-assessed PFS2 and OS (Arm A vs C)
- OS (Arm B vs C, hierarchical approach)

Key secondary endpoints:
= INV-ORR?2 and DOR

- PFS2and OS (Arm B vs C; PD-L1 IC2/3
subgroup)
- Safety

Final PFS: ITT (Arm A vs Arm C)

100 Final OS analysis in the ITT population
90 Arm A Am C
Atezo + pitigem Placebo + pitigem
80 1 n = 451 n = 400 1004
70- PFS events, n (%) 334(74) 326 (82) m pivg
™y Stratified HR 0.82(0.70,0.96) 1 - s
) 08 events, n (%) 336 (75) 310 (78)
F 604 ‘\& (95% C1) P = 0.007 (one-sided) b HR (95% CIp 085(0.73,1.00)
= 504 R Log-rank P vakie 0,023 (final efficacy boundary. 0.021, 1.sided)
Y § 3 24.month OS (95% Cl), % 38 (33,42) | 32 (28, 37)
& 404 ,g 01 36-month OS (95% Cl), % 26 (22, 30) | 22(17,26)
30- i -
= o [
20 N Ve é > .
~ »4 nos | By
10 T m os%en: | | R e, T SR
: L AmC | | AmA Win. e emrt—
Y r T v r T r r T r r T 04 134mo | 161 mo
0 3 6 g 12 15 13 21 24 27 30 33 (120,153) : :1|47 16.8)
01 ghuy
No. at Risk Months 0 3 6 0 1215 18 20 240 21 3 30 M W 42 45 48 6 M 6T 0 6 6 0
: = 5 38 T ?&oacx o T et
. AMA 481 @8 M) X0 268 22 W6 TS 15T W0 12T 1M 14 W0 M W N B @ w % " i) I M
AT 31 May GO 12 maoren AmGC 40 30 0 246 X0 M6 WA 10 1) M 9 B MO & ¢ % 0 ¥ A N 2 2 MM
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Pembrolizumab alone or combined with chemotherapy
versus chemotherapy as first-line therapy for advanced
urothelial carcinoma (KEYNOTE-361): a randomised,

open-label, phase 3 trial

Thomas Powles, Tibor Csészi, Mustafa Ozgdroglu, Nobuaki Matsubara, Lajos Géczi, Susanna Y-S Cheng. Yves Fradet, Stephane Oudard,
Christof Vulisteke, Rafael Morales Barrera, Aude Fléchon, Seyda Gunduz, Yohann Loriot, Alejo Rodriguez-Vida, Ronac Mamtani, Evan ¥ Yu,
Kijoeng Nam, Kentaro Imai, Blanca Homet Moreno, Ajjai Alva, for the KEYNOTE-361 Investigators™

Key Eligibility Criteria

UC of renal pelvis, ureter, bladder
or urethra

Locally advanced unresectable or
metastatic disease

No prior systemic therapy for
advanced disease

ECOGPSO0,10r2

Tissue sample for PD-L1
assessment?

Strati io
* PD-L1 expression*(CPS210 vs
<10)
* Choice of platinum

Pts with
Event

Median (95% Cl) (95';‘/,Rc|)

Pembro +Chemo 69.8%  17.0mo (14.5-19.5)
Chemo 747% 14.3mo (12.3-16.7

12.mo rate
61.8%
56.0%

PFS, %

No. at risk
351
352

0

6 9 12 15 18 210 24 271 3

Time, months

306 263 217 189 168 146 18 84 56

297 250 197 169 150 129 104 T 46

Powles et al Lancet 2022

Pembrolizumab 200 mg Q3W +
Gemcitabine 1000 mg/m? +
Cisplatin 70 mg/m? OR CarboplatinAUC 5§ ——*

for <6 cycles

Pembrolizumab
200 mg Q3W

for <35 cycles

Gemcitabine 1000 mg/m?2

on days 1 and 8 Q3W +

Cisplatin 70 mg/m? OR
Carboplatin AUC 5 on day 1 Q3W

for <6 cycles

Pts with

Event

Pembrolizumab
200 mg Q3W

for <29 cycles

Dual primary endpoints: PFS per RECIST v1.1 by BICR and OS
Secondary endpoints: ORR, DCR, and DOR by BICR per RECIST v1.1, safety

Median (95% CI) (95':I/,RCI) i

Pembro +Chemo  74.1%
Chemo 66.2%
12.mo rate

BT
20.9%

BImo(1588) 47

0.0033
7.4 mo (64-7.9) (0.65-0.93)

L L S e

1 15 8 21 4 U

Time, months

102 79 6 5 36 27
44 n o2 17 B N

L AL B M e e e |

0 3B ¥ W 4«

B 9 3 0 0 -
b5 =ITT
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Durvalumab alone and durvalumab plus tremelimumab
wversus chemotherapy in previously untreated patients with
unresectable, locally advanced or metastatic urothelial
carcinoma (DANUBE): a randomiised, open-label,
multicentre, phase 3 trial

Thomas Powles, Michiel S van der Heijden, Daniel Castellano, Matthew D Galsky, Yohann Loriot. Daniel P Petrylak, Osamo Ogawa, Se Hoon Park.
Jae-Lyun Lee. Ugo De Giorgi. Martin Bogermann, Aristotelis Bamias, Bermhard J Eigl, Howard Gurney, Som D Mukherjee,. Yves Fradet,

Ihwona Skoneczna, Marinos Tsiatas, Andrey Novikow, Cristina Sudrez. André P Fay, Ignacio Duran, Andrea Necchi, Sophie Wildsmith, Philip He.
Natasha Angra. Ashok K Gupta, Wendy Levin, Joaquirn Bellmunt, for the DANUBE study investigators™

P

| Patients with

untteated, 111
unresectable, °
locally advanced
Stratification:

or metastatic UC

1. Cisplatin eligibil
N=1032 s mepoton-ofou

2. PD-L1 status (“high™ vs “low")*
3. Presencelabsence of liver
and/orlung metastases

Durvalumab 1500 mg g4w until progression
(n=346)

Durvalumab 1500 mg g4w until progression
4
Tremelimumab 75 mg g4w for up to 4 doses
(n=342)

SoC Chemotherapy
(gemcitabine + cisplatin or carboplatin, up to 6 cycles)

o

OS (D vs SoC in PD-L1 high)
OS (D+T vs SoC inall comers)

T NDARY ENDPOINT
OS (D vs SoC in all comers)
OS (D+T vs SoC inPD-L1 high)
PFS, ORR, and DoR

Data cutoff date (final analysis):
January 27, 2020

Minimum follow-up from
date last patient randomised:
34 months

Median follow-up for survival:

Q.Z months for all patients /

Durvahumad ¢ Teomehmamab (n342)  Chometharapy josJdd)

W Nedan 05, manhs 195 C) 151(13.1-180) 121(108-10)
i -.-n‘:\' 2301938 170438 287-7 KRN CI) 045072102
L e '3 r ' |
19, + . 4 8 N
5, | i mtras | wenmo21n | quenram 15.3%(11 4157 s | Yoprmh P 0075t ‘
> - | : A A J
3 \ . 1
' 2 ]
26, \ " N
]
) < A e & :
- 244 \
g W —\ . | i
§ . " | ]
8214 Ouamad + T | |
- — P — w— (e vml H
8o . | —Chemiberigy : :
-4 3 L - > % > v . 1 ! 1 y ' v ' v
’ . e " -t @ @
) L | N " L) n " Hi X n » » u «“ [0 i
T Yrom 1 andorn sor.  mweia
Tiena from tandomisation (moathy)
Number ol rinh Moo ot ok )
"y el e 1 - e " Durvibrut + ) \ 1"
Darva s Treew 302 1 “ 4 a » 9 iy W, X M '] 1l ) ) « ) ] v ) ( \
i . vou . - ' ' retbe gy " ) v ) v v l “ |
— { )



Confirmed ORR per RECIST v1.1

. . L] (] L] . (] . L} 100 —
. . Best Al
First:line pembrolizumab in cisplatin-ineligible patients . e et
: n (%) N=370  n=110  n=251
' 4 S 80—
with locally advanced and unresectahle or metastatic i ® ses ama wa
[}
' ' ' 2 60— 41.3% PR 72(195) 29(264) 42(167)
urothelial cancer (KEYNOTE-052): a multicentre, single-arm, 2
o SD 67(18.1) 22(200) 44(175)
'f) 40 —
phase 2 StUdy 2 PD 155(419) 30(273) 121(48.2)
0
g 20— NAS 2(86) 6655  25(10.0)
ArjunVBalaT, Dapiel Castellano, Peter H 0'Donnell Pgtros Grvas, Jacqueline Vuky, Th9mas Powles, Elizabeth R Plimack, Noah M Hahn, e i 004 o) 036
Ronld e Wi, LeiPang, Mary Savage, Rodolfo  Perni Stephen M Keefe, Dean Bajori, Joaguim Bellmunt e T TR YT
lable postbaseline murg‘m: :131171(.)’!1.:1 p:‘l:lrhgl vmngmg’.I :331 objective response was determined to be NE by RECIST v1.1. Data cutoff: September 26, 2020.
Kaplan-Meier Estimates of OS
100~ Events,n Lo L Events,n O s
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)
s 70— 32 70—
g 60— g 60—
7 50— & 50—
S 40— 31.5% S 40—
S 30 : 8 30—
20 = E : : 20—
10— E E E 10—
o —r—Tr—tr—TtrTtrTT1T ©
O 6 12 18 24 30 36 42 48 54 60 66 O
No. at risk Monthe No. at risk

Data cutoff: September 26, 2020

55 51 41 38

38

36 3

Balar et al 2017 Lancet oncology; O’Donell P. ASCO 2021
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JAVELIN Bladder 100 study design (NCT02603432)

All endpoints measured post randomization (after chemotherapy)

e Primary endpoint
* CR, PR, or SD with standard 10 mg/kg IV Q2W * 0OS
1st-line chemotherapy + BSC* Primary analysis populations
(4-6 cycles) Treatment-free interval n=350 * Allrandomized patients
— Cisplatin + gemcitabine or 4-10 weeks R Until PD, unacceptable * PD-L1+ population
— Carboplatin + gemcitabine N=700 1 it e Secondary endpoints
* PFS and objective response

Unresectable locally BSC alone per RECIST 1.1
advanced or metastatic UC n=350 * Safety and tolerability

* PROs

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

* 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 Ventana SP263 assay; 358 patients (51%) had a PD-L1-positive tumor
B5C. best supportive care: CR. complete response; IV, intravencus: PR, pertisl response; PRO, petient reported owtcome: QIW, every 2 weeks: R randomization; RECIST 1.3, Response

ydration, of ¢ nanagere drministered ¢ sal practice based 33 1 chnical judgment, other systemic

Powles T, et al. J Clin Oncol 38: 2020 (suppl; abstr LBA1
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JAVELIN Bladder 100: Overall
Survival

100 Median 0S (95% Cl), months 1005 Median OS (95% Cl), months
0 Avelumab +BSC  21.4(18.9, 26.1) 90 Avelumab + BSC NE (20.3, NE)
80 BSC alone 14.3 (12.9, 17.9) 80 U BSC alone 17.1(13.5,23.7)
< 70 Stratified HR 0.69 (95% Cl, 0.56, 0.86) < 70 Stratified HR 0.56 (95% Cl, 0.40, 0.79)
g 60 | 58%: P<0.001 g 60 0 P<0.001
3 50 i 2 50
§ 40 § 40
o o
30 304
204 20+
104 10
o+——7—7T T T+ T T T T T T T T T T T o+———T—TT T T Tt T T T T T T T T T
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 38
% Months & Months
No. atrisk No. atrisk
Avelumab +BSC 350 342 318 294 259 226 196 167 145 122 87 65 51 39 26 15 11 B 3 0 Avelumab +BSC 189 185 177 165 146 129 114 95 81 70 49 38 32 26 18 9 8 4 i § ]
BSC 350 335 304 270 228 186 153 125 105 83 68 55 41 33 18 12 9 2 1 0 BSC 169 165 152 132 113 89 76 67 54 45 37 30 23 21 12 8 6 2 1 ]
0s 0S was. the alph: it i NE,
Overall Population PD-L1+ Population
Avelumab BSC Avelumab BSC
OS (mo) 21.4 14.3 NE 171
PFS (mo) 3.7 2.0 5.7 2.1
ORR 9.7% 1.4% 13.8% 1.2%

*Crossover from the BSC to avelumab arm was not permitted per study protocol, though 52.9% of patients received subsequent IO therapy

Powles T, et al. J Clin Oncol 38: 2020 (suppl; abstr LBA1)
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JAVELIN Bladder 100: Subgroup
Analysis

0S and PFS benefit with avelumab 1L maintenance
occurred irrespective of 1L chemotherapy regimen

Gemcitabine + carboplatin (N=269)

OS and PFS benefit with avelumab 1L maintenance
occurred irrespective of 1L chemotherapy regimen

Gemcitabine + cisplatin (N=389)

ongress RTUAL MU“ET €ss
VIRTUA
MO

Median OS (95% Cl), months

Avelumab + BSC 25.3(18.6, NE)

BSCalone ___165(134.268)
o HR 0.69 (95% CI,0.51,0.94)
70+
80
08, %
@
30
X
10
0 N G [ [ M e Jemn Emm rem T T L AL FIRL TR I AL R &
0 2 4 6 8 10 12 14 16 18 20 2 2025 2 W0 N N %R
No.stisk Mok
wWhman « HS( 183 15 B IS M1 12 100 B8 17 B5 49 38 2 2 WM B 5 3 2 O
BSC 206 100 182 166 M2 116 %2 70 60 40 42 M 2 17 11 8 6 2 1 O

NE, ol estimstie: PFS progress co-fee suricsl
and PF! red

Grivas et al ESMO 2020

Median PFS (95% Cl), months

1004 Avelumab + BSC 4.6(36,6.8)
BSC alone 20(19.36)

HR 0.63 (5% CI, 0.50, 0.81)

) T e [ (e P P S [ e P P [ e R PR P RN |
0 2 4 6 8 10 12 14 16 1820 22 2% 203N M % W
Thonths

Avcluvab +ESC 183 112 B5 BF 40 A0 M 2 X 7 B L W 13 2 1 10

ESC 26 & 58 39 28 2 17 M 12211 7 7 4 2 1 110

Median OS (95% Cl), months
100 Avelumab + BSC 19.9(16.0, 24.0)

Median PFS (95% Cl), months

100+ Avelumab + BSC 3.0(20,3.7)

= BSC alone 129 (9.4.162) N BSC alone 19(19.20)
s HR 0.66 (95% Cl,0.47,0.91) o HR 0.59 (95% CI, 0.4, 0.80)
7 =
B 0
% o PFS, % <
0 K
74 0
x4 7
100 10
e e e LN S e e e e e e e T T T T T T T T T T T T T
D02 4 B 8 101210 16 18D 2 2N 2%BWRNB R ) 2 4 5 8 M 12 1 16 WA 2 NBHNRHKR
sk - No.atrisk Mol
HSC WP AZ 130 119102 83 78 B8 50 A8 X 21 W M 9 B 5 1 1 0 AslvabeBSC I 2 48 41 3B A W68 7 6 3 1 0
BSC 121M 14 01 T2 57 K2 &2 % 0 M 16 10 12 6 3 3 0 BSC 1242 2 8 7 5 5 4 331110

& PFS were messured past randomizaion (sher chemalherspy)
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Second-Line Treatment Options
Post-Platinum Treatment™

Patient number

542

Study Arms

Pembrolizumab
200 mg (IV) q3w

IMvigor 2102
Atezolizumab

Phase 2

310 (Cohort 2)

Key Inclusion

Metastatic or locally
advanced urothelial
cancer

Progression after 1 or
2 lines of platinum-

Atezolizumab
1200 mg (IV) q3w

Co

hort 2:
21 Platinum-
containing or £12
months of
neoadjuvant/
adjuvant treatment
Tumor tissue for PD-
L1 testing
ECOG PS 0-1

15

Criteria based therapy
Measurable disease
ECOG PS 0-2

ORR (%) 211

Median PFS 2.1

(months)

Median OS 10.3

(months)

21

7.9

CheckMate 2753
Nivolumab
Phase 2

270

Nivolumab
3 mg/kg IV q2w

21 Platinum-
containing or £12
months of
neoadjuvant/
adjuvant treatment
Tumor tissue for PD-
L1 testing

ECOG PS 0-1

19.6

2.0

8.7

*No head-to-head studies have been conducted and direct comparisons cannot be made between these studies.

Study 11084
Durvalumab
Phase 1/2

191

Durvalumab
10 mg/kg IV g2w

Histologically
confirmed solid
tumors

Locally advanced or mUC
cohort:

1. Bellmunt et al. N Engl J Med 2017; 376:1015-1026; 2. Loriot Y et al. Poster presentation at ESMO 2016. 783P; 3. Sharma P, et
al. Lancet Oncol. 2017; 4. Powles T, et al. Poster presentation at ASCO GU. 286; 5. Patel M et al. Poster presentation at ASCO

GU. 330

Had progressed, on
were ineligible for, or
refused any number
of prior therapies
ECOG PS 0-1

20.4

NA

NA

242

Avelumab
10 mg/kg q2w

Solid tumors mUC cohort:
* Had progressed post-
platinum treatment or

cisplatin-ineligible

* Unselected for PD-L1

+ ECOG PS 0-1

* 16.1 (after 26 weeks

follow-up)
* NA
* NA

MOFFITT
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Second-Line Treatment Options

Post-Platinum Treatment®

Patient number

542

Study Arms

Pembrolizumab
200 mg (IV) q3w

IMvigor 2102
Atezolizumab

Phase 2

310 (Cohort 2)

Atezolizumab
1200 mg (IV) q3w

CheckMate 2753
Nivolumab
Phase 2

270

Nivolumab
3 mg/kg IV q2w

Study 11084
Durvalumab
Phase 1/2

191

Durvalumab
10 mg/kg IV g2w

242

Avelumab
10 mg/kg q2w

Metastatic or locally Cohort 2: 21 Platinum- + Histologically Solid tumors mUC cohort:
advanced urothelial * 21 Platinum- containing or <12 confirmed solid « Had progressed post-
cancer containing or <12 months of tumors platinum treatment or
Progression after 1 or months of neoadjuvant/ Locally advanced or mUC cisplatin-ineligible
Key Inclusion 2 lines of platinum- neoadjuvant/ adjuvant treatment cohort: «  Unselected for PD-L1
Criteria based therapy adjuvant treatment Tumor tissue for PD- + Had progressed, on . ECOG PS 0-1
Measurable disease *  Tumor tissue for PD- L1 testing were ineligible for, or
ECOG PS 0-2 L1 testing ECOG PS 0-1 refused any number
« ECOGPS 0-1 of prior therapies
+ ECOG PS 0-1
ORR (%) 21.1 « 15 19.6 © 204 . 16.1 (after 26 weeks
follow-up)
Median PFS 2.1 .« 21 2.0 + NA . NA
(months)
Median OS 10.3 « 79 8.7 « NA « NA
(months)

*No head-to-head studies have been conducted and direct comparisons cannot be made between these studies.

1. Bellmunt et al. N Engl J Med 2017; 376:1015-1026; 2. Loriot Y et al. Poster presentation at ESMO 2016. 783P; 3. Sharma P, et
al. Lancet Oncol. 2017; 4. Powles T, et al. Poster presentation at ASCO GU. 286; 5. Patel M et al. Poster presentation at ASCO

GU. 330
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Second-Line Treatment Options
Post-Platinum Treatment™

Patient number

542

Study Arms

Pembrolizumab
200 mg (IV) q3w

IMvigor 2102
Atezolizumab

Phase 2

310 (Cohort 2)

Key Inclusion

Metastatic or locally
advanced urothelial
cancer

Progression after 1 or
2 lines of platinum-

Atezolizumab
1200 mg (IV) q3w

Co

hort 2:
21 Platinum-
containing or £12
months of
neoadjuvant/
adjuvant treatment
Tumor tissue for PD-
L1 testing
ECOG PS 0-1

15

21

A

Criteria based therapy
Measurable disease
ECOG PS 0-2

ORR (%) 21.1

Median PFS 21

(months)

[ Median OS 10.3
(months)

7.9

CheckMate 2753
Nivolumab
Phase 2

270

Nivolumab
3 mg/kg IV q2w

21 Platinum-
containing or £12
months of
neoadjuvant/
adjuvant treatment
Tumor tissue for PD-
L1 testing

ECOG PS 0-1

19.6

2.0

8.7

*No head-to-head studies have been conducted and direct comparisons cannot be made between these studies.

Study 11084
Durvalumab
Phase 1/2

191

Durvalumab
10 mg/kg IV g2w

Histologically
confirmed solid
tumors

Locally advanced or mUC
cohort:

1. Bellmunt et al. N Engl J Med 2017; 376:1015-1026; 2. Loriot Y et al. Poster presentation at ESMO 2016. 783P; 3. Sharma P, et
al. Lancet Oncol. 2017; 4. Powles T, et al. Poster presentation at ASCO GU. 286; 5. Patel M et al. Poster presentation at ASCO

GU. 330

Had progressed, on
were ineligible for, or
refused any number
of prior therapies
ECOG PS 0-1

20.4

NA

NA

242

Avelumab
10 mg/kg q2w

Solid tumors mUC cohort:
* Had progressed post-
platinum treatment or

cisplatin-ineligible

* Unselected for PD-L1

+ ECOG PS 0-1

* 16.1 (after 26 weeks

follow-up)
* NA
* NA
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Second-Line Treatment Options
Post-Platinum Treatment™

Patient number

542

Study Arms

Pembrolizumab
200 mg (V) 3w

Key Inclusion

Metastatic or locally
advanced urothelial
cancer

Progression after 1 or
2 lines of platinum-

IMvigor 2102
Atezolizumab

Phase 2

Criteria based therapy
Measurable disease
ECOG PS 0-2

ORR (%) 211

Median PFS 2.1

(months)

Median OS 10.3

(months)

21

7.9

CheckMate 2753
Nivolumab
Phase 2

270

Nivolumab
3 mg/kg IV q2w

21 Platinum-
containing or £12
months of
neoadjuvant/
adjuvant treatment
Tumor tissue for PD-
L1 testing

ECOG PS 0-1

19.6

2.0

8.7

*No head-to-head studies have been conducted and direct comparisons cannot be made between these studies.

1. Bellmunt et al. N Engl J Med 2017; 376:1015-1026; 2. Loriot Y et al. Poster presentation at ESMO 2016. 783P; 3. Sharma P, et
al. Lancet Oncol. 2017; 4. Powles T, et al. Poster presentation at ASCO GU. 286; 5. Patel M et al. Poster presentation at ASCO

GU. 330

Study 11084
Durvalumab

Phase 1/2

NA

242

Avelumab
10 mg/kg q2w

cisplatin-ineligible

+ ECOG PS 0-1

* 16.1 (after 26 weeks

follow-up)
* NA
* NA

MOFFITT
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Solid tumors mUC cohort:
* Had progressed post-
platinum treatment or

* Unselected for PD-L1



Enfortumab Vedotin Plus Pembrolizumabh
In Previously Untreated Advanced

Urothelial Cancer

Christopher J. Hoimes, DO'?; Thomas W. Flaig, MD?; Matthew |. Milowsky, MD*; Terence W. Friedlander, MD®; Mehmet Asim Bilen, MD®;
Shilpa Gupta, MD’; Sandy Srinivas, MD®; Jaime R. Merchan, MD®; Rana R. McKay, MD'°; Daniel P. Petrylak, MD'*; Carolyn Sasse, BS'%;
Blanca Homet Moreno, MD, PhD'?; Yao Yu, PhD'4; Anne-Sophie Carret, MD'“; and Jonathan E. Rosenberg, MD'®
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EV-302

EV-302/Keynote-A39 Study Design

Screening Treatment Survival
~and Baseline (21-day Cycle) : Follow-Up : Follow-Up

ArmA

Enfortumab vedotin + Pembrolizumab Physical exam

Tumor tissue (Days 1 and 8! (Day 1)
collection ey ) oy ECOG

Survival

Subsequent

Assessments Response anticancer
Arm B* assessments therapy

Stratification
Gemcitabine  + Cisplatin/ PROs PROs

(Days 1 and 8) Carboplatin
(Day 1)

MOFFITT
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Stages of Kidney Cancer

o sme
Stage |

The cancer is only within
the kidney and has not
spread. The cancer is less
than 7 cm in size.

If the cancer can be
removed it is most likely to
be cured with surgery.

9 out of 10 people will be
alive and free of the
cancer at five years after
an operation.

https://ikcc.org/infohubpost/what-are-the-different-kidney-cancer-stages

o smer
Stage Il

The cancer is larger than

7 cm but is still confined to
the kidney and has not
spread outside of the
kidney. Surgery is a good
treatment option.

The five year survival rate
is still very high after
surgery for stage 2 kidney
cancer.

O sepn =
Stage Il

The kidney cancer has
moved nearby outside the
kidney, but has not spread
to distant organs. For
example, the cancer might
have spread into the fat
around the kidney, into the
blood vessel coming out of
the kidney, or into lymph
nodes near the kidney. Ask
your doctor about all
treatment options and
clinical trials.

Stage IV

The kidney cancer has
spread widely outside the
kidney; to the abdominal
cavity, to the adrenal
glands, to distant lymph
nodes or to other organs,
such as the lungs, liver,
bones, or brain. Ask your
doctor about all treatment
options and clinical trials.

MOFFITT
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Neoadjuvant treatment

* Neoadjuvant systemic therapy is not a
standard of care in localized RCC

e Early systemic therapy could also theoretically
eradicate micrometastatic disease and reduce
recurrence rates.

* Neoadjuvant systemic therapy allows for the
correlation of treatment with pathologic
response and immune response

MOFFITT
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NEOAVAX

Maijor eligibility criteria

Age = 18 years

Clinical high-risk clear-cell RCC by
cTNM/biopsy Fuhrman grade

» cT1b-T2a G, cNO cMO

+ cT2b-T3a G34 cNO cMO

* CT3b-T4 G,,, cNO cMO

CTny CN1 (fully resectable) G,,, cMO

WHO performance status 0-1
No comorbidities precluding
systemic therapy or surgery

C1D1 201 301*

week 1 week 3 week 5

Can1 csp1* CeD1

week 7 week 9 week 11

P

A 4

-

Axitinib 5-10 mg/BID*

Axitinib 5-10 mg/BID*

A By/3woT
qewnEAy
A By/3woT
qewnpAy
AN By/3wot
qewnjaAy

*after week 4: if tolerated well, switch to
after week 8: if tolerated well, switch to

Surgery not
earlier than
36 h after

last axitinib

N By/BwoT
qewnpRAY
A By/3woT
qewnpRAy

M By/3woT
qewnjaay

7 mg Axitinib BID
10 mg Axitinib BID

Neoavax (NCT03341845) is an open label, single arm, phase |l trial, investigating 12 weeks of
neoadjuvant avelumab/axitinib prior to nephrectomy in patients with high-risk non-metastatic

clear-cell RCC.

Primary tumour response

Percent downsizing and recurrence status

I

Patients without recurrence

Patients with recurrence

Secondary endpoint

Disease-Free Survival

At a median follow-up of 23.5 months, recurrence occurred in 13 (32.5%) patients and 3 died of
disease. Median DFS and OS were not reached.

Survival distribution function

L_L;

i P—

DFS for 39 patients following nephrectomy (Excluded is 1
patient who progressed during neoadjuvant treatment and
developed liver metastasis confimed at surgery)

Survival distribution function

!
'Y

Log-rank p 0.085

a9
L

G E—

DFS distribution for patients with a PR in the primary tumour (=12, PR)
and those without (n=27, no PR). Median DFS only reached for patients
without PR in the primary tumour at 18 months

+ v
H 0 15 2 % %

1 n
Tine (nonts)

Tine (o)

PR primary tumour wesss  no PR primary tumour s

Primary endpoint

Spider plot of primary tumour response

Twelve patients (30%) had a partial response (PR) of their primary tumour. Median primary tumour
downsizing was 20 % (+3.8--43.5). Of the 12 patients with PR of the primary tumour, 10 (83%) are
disease-free. None of the primary tumours progressed by RECIST 1.1.

Bex A et al GU ASCO 22




PROSPER (ECOG-ACRIN EA8143)

Study Schema

Partial/Radical Nephrectomy
(7—28 days after neoadjuvant nivolumab)
Nivo x 9 doses q 4 wks (starting 4—-10 weeks post op)

Surgery+=Nivo arm

R
e Partial or
Bio Nivolumab Nivolumab
Potential e i a x 1 dose e Radical e % O doses
patient g Required Nephrectomy
ERe i i ™M Sur +Observation arm
urology 2 EEN /,?‘
clinic and z = /
referred A EB Biopsy Partial or /
to medical T Not — Radical —» O D e T reaticsen
oncologist 1 Required Nephrectomy 5 \
o /
N ? ,"/ Patient continues on study
n=805 / with medical oncologist
Clear cell or Non-clear cell '. /
=T2, N__ . MO or oligo M1 /
v \',/
Patient returns to
urology clinic for surgery
=+ Nivo arm (106 events / 379 cases) Observation arm (110 events / 400 cases)
1.
Surgery+Nivo Surgery+Observation
Event arm arm g
n = 356 n = 387 < = 5
Tio. of patients with event (%) d 08 e,
Ang-(‘ause adverse events E M 2 N
D . "y
Adverse event of any grade 332(93) 230(59) = L -
06
Adverse event of grade 3-4 as the highest grade** 118 (33) 51(13) é
Discontinuation of treatment due to any grade adverse event 51(14) N/A 1
@
Adverse event of grade 5 14 (4) 10 (3) é 04 HR 0.97 [950/0 C' 074 — 1 '28]
Treatment-related adverse events, as assessed by investigator : .
s One-sided P-value: 0.43
Adverse event of any grade 276 (78) 103 (27) B 02
Adverse event of grade 3-4 as the highest grade** 54 (15) 16 (4) 8_
Discontinuation of treatment due to any grade adverse event 46 (13) N/A g
Adverse event of grade 5 ' 9 (3) 4(1) oo
** = Statistically different between the two arms using the Fishers exact test ° ¢ ;\Zonths fro:w Random:;ation 30 *
Grade 5 events: Acute kidney injury, cardiac arrest, cardiac disorder, death, injury to inferior vena Number at risk
cava, myasthenia gravis, progressive disease, respiratory failure, stroke NIO 2
ivo arm 379 291 208 151 99 50 30

Observation arm 400 300 214 161 100 a7 22



Studies of Adjuvant 10 in RCC

Primary

Inclusion Criteria Treatment Expected Results

Endpoint

Keynote-5641

IMmotion0102

CheckMate-9143

PROSPER RCC*

RAMPART?>

994

778

1600

766

1750

pT2G4, pT3aG3-4, pT3b-T4Gx, pTxN1,

pTxNxM1 (resected to NED within 1 year); . ASCO 2021
clear cell Pembrolizumab vs placebo DFS ASCO GU 2022

ESMO 2022
p?ﬁ‘mma%f’dpthﬁ'ETgfx’lpTXN1|i Atezolizumab vs placebo DFS NS DFS
pTxNxM1 (resected to ); clear ce HR 0.93; P=0.4950

ESMO 2022
pT2aG3-4N0, pT2b-T4GxNO, pTxGxN1; Nivolumab + ipilimumab vs. nivolumab + DFS Part A (Nivo+ipi)

clear cell placebo vs placebo (6 months) NS DFS
HR, 0.92; P=0.5347
ESMO 2022
CT2Nx, cTxN1, cTXNxM1 (resected to NED); NS DFS
’ ’ RCC histol ’ Nivolumab vs observation EFS HR, 0.97; P=0.43
any Istology Trial stopped for
futility
Leibovich score 3-11; Durvalumab + tremelimumab vs durvalumab DFS, OS 7/2024

any RCC histology vs observation

*Metachronous pulmonary, lymph node, or soft tissue recurrence >12 months from nephrectomy.

DFS, disease-free survival; EFS, event-free survival; NED, no evidence of disease; RCC, renal cell carcinoma; OS, overall survival; NS, non-

significant.

1. Choueiri TK et al. N Engl J Med. 2021;385:683-694. 2. NCT03024996. 3. NCT03138512. 4. NCT03055013. 5. NCT03288532.

MOFFITT ()
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Key Eligibili

Criteria

* Histologically confirmed clear cell renal cell

carcinoma

KEYNOTE 564

Pembrolizumab 200 mg

* Nephrectomy <12 weeks prior to randomization

* No prior systemic therapy
+ECOGPS0or1

* Tissue sample for PD-L1 assessment

Stratification Factors
» MO vs M1 NED
» MO group further stratified
+ECOGPSOvs1
* US vs non-US

Q3w
for ~1 year?

Placebo
Q3w
for ~1 year?

* Primary end point: DFS per investigator

* Key secondary end point: OS

» Other secondary end points: Safety

Primary Analysis: 24.1 mo Follow-Up

1004 : 24-mo rate
=0 77.3%
80 e
704 >
= 604 :68.1%
» 504 :
e
O 404
304 HR 0.68 (95% C1 0.53-0.87)
204 P =0.001*
sed —— Pembro
Placebo
o T T T T T T T T T T
[o] 5 10 15 20 25 30 35 40 45 50
No. at risk Months
Pembro 496 4s7 414 371 233 151 61 21 1 o o
Placebo 498 438 389 341 209 145 56 19 1 o
Pts w/ Event Median, mo (95% CI)
Pembro 109 NR (NR-NR)
Placebo 151 NR (NR-NR)
* denotes statistical significance
ITT allr par DFS, d

Overall
Age
>65 years
<65 years
Sex
Male
Female
ECOG PS
0
1
Region
North America
European Union
Rest of world
Tumor grade
2
3
4
PD-L1 status
CPS <1
CPS >1

Events/Participants HR (95% CI)
283/994 - 0.63 (0.50-0.80)
103/330 — 0.75 (0.51-1.11)
180/664 - 0.58 (0.43-0.79)
199/706 -+ 0.60 (0.45-0.80)
84/288 —— 0.73 (0.48-1.13)
232/847 - 0.61 (0.47-0.79)
51/147 —— 0.79 (0.45-1.37)
76/258 —i 0.69 (0.44-1.09)
106/375 —— 0.50 (0.34-0.75)
101/361 —r 0.77 (0.52-1.14)
63/303 —r 0.73 (0.44-1.20)
117/432 — 0.68 (0.47-0.98)
99/222 —— 0.55 (0.37-0.83)
441237 — —r 0.68 (0.37-1.24)
236/748 - 0.63 (0.49-0.82)
—_—

0.1 0.5

N

—
Favors pembro Favors placebo

Updated Analysis: 30.1 mo Follow-Up

100+ :24-mo rate
904 o
80 s
704
X 604
@ soq
O 404
304 HR 0.63 (95% CI 0.50-0.80)
204 Nominal P < 0.0001
104 —— Pembro
Placebo
o T T T T T T T T T 1
(o] 5 10 15 20 25 30 35 40 45 50
No. at risk Months
Pembro 496 458 416 389 361 255 135 77 37 o o
Placebo 498 437 389 358 325 230 125 74 33 1 o
Pts w/ Event Median, mo (95% CI)
Pembro 114 NR (NR-NR)
Placebo 169 NR (40.5-NR)

fi survival; NR, not reached. Primary analysis data cutoff date: December 14, 2020. Updated analysis data cutoff date: June 14, 2021

Data cutoff at updated an
Powles T, et al. Lancet Oncol. 2022;23;1133-1144; Choueiri TK, et al. ASCO G

DRE R

Choueiri TK et al. N Engl J Med. 2021;385:683-694; Choueiri TK et al. 2021 ASCO Annual Meeting. Abstract LBAS.



90
80
g et 3
> 704 ! : =
= i 24-month rate:
5 60 | 76.4%
5 1 74.0%
a 50 Median DFS, H 1
g Treatment Events/patients  months (95% ClI) E
£ 01 Tavoem 110/405 NR (NE) 2
2
5 304 Placebo 118/411 50.7 (48.1-NE) 2 99
]
a HR (95% Cl), 0.92 (0.71-1.19) n i
204 P=0.5347 w 30
=]
104 20
0 T T T T T T T g T T T v T T T T 104
k} 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
p— Months 0 T T T T T T T T T
NIVO+PI 405 378 337 316 299 289 270 259 224 203 150 125 89 73 2 13 9 0 0 3 6 9 12 15 18 21 24 %
Placebo 411 391 340 315 299 293 275 268 227 205 155 128 90 66 8 25 8 3 0
Number at risk

Median (range) follow-up, 37.0 (15.4-58.0) months.
As the DFS endpoint was not met, no formal analysis of OS was performed (in total, there were 33 deaths in the NIVO#IPI arm and 28 deaths in the placebo arm).

Median DFS,

Treatment Events/patients months (95% Cl)
NIVO+IPI 110/405 NR (NE)
Placebo 118/411 50.7 (48.1-NE)

HR (95% Cl), 0.92 (0.71-1.19)
P =0.5347

100
g
:
704
)
=

T T T

30 33 3
Time (months)

— T T T
39 42 45 48 51 54 57 60

Atezolizumab 390 360 322 306 288 272 265 257 244 234 222 218 194 171 124 100 75 48 22 6 1
Placebo 388 343 305 294 275 268 254 243 232 226 216 209 187 161 121 91 56 33 15 3 NE

Data cutoff: 3 May 2022. Minimum follow-up, 38.6 months; Median follow-up, 44.7 months (range, 0-62.6).

NE, not estimable,
* Strated for disease status and PD.L1 status. * Not significant at ¢#0.05.

DFS events, n (%)

Bex,
Atezolizumab Placebo
(n=390) (n=388)

164 (42) 168 (43)

Median DFS (95% Cl), mo
24-month DFS (95% Cl), %
Stratified HR (95% CI)*

57.2 (44.6, NE) = 49.5 (47.4, NE)
67% (63, 72) 65% (60, 70)
0.93 (0.75, 1.15); P=0.4950°

MOFFITT
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National
Comprehensive
IWo{ol\l Cancer

NCCN Guidelines Version 3.2023

NCCN Guidelines Index
Table of Contents

i Discussion
ki Kidney Cancer Discussion
INITIAL WORKUP STAGE  PRIMARY TREATMENTY® ADJUVANT FOLLOW-UP9
i TREATMENT (CATEGORY 2B)
Partial nephrectomy (preferred)
* H&P or
« CBC with differential, Ablative techniques
comprehensive Stage | or
metabolic panel, LDH (T1a) Active surveillance
« Urinalysis or ?
* Abdominal % pelvic CT? Radical nephrectomy (in select patients)| Surveillance’ —»
or MRI? f
* CT chest? (preferred) :?mal nophEectomy
or chest x-ray Stage |
« If clinically indicated R Foneradn: dpeoag
» Bone scan . :
» Brain MRI? Active surveillance (in select patients) ciepesior
. » Consider core needl ¥
Suspicious _ bi(::r;‘) o (I:N h o': - djuvant pembrolizumab ';gg%:‘l'o“-g-» Progression,
mass b Grade 4 tumors with clear e See KID-3
adequate) Partial nephrectomy ell histology * sarcomatoid
« If urothelial carcinoma Stage Il —|or eatures)
suspected (eg, central Radical nephrectomy or
mass), consider urine : §
cytology, ureteroscopy Surveiliance
or percutaneous
biopsy® :
« If multiple renal Radical nephrectomy
masses, <46 y, or Stage Il —|2"

family history, consider
genetic evaluation. See

Hereditary Renal Cell
Carcinomas (HRCC-1)

Partial nephrectomy, if
clinically indicated

Surveillancef or clinical trial

Stage IV — See KID-2

MOFFITT
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First-line 1O Combination Trials in mRCC

CheckMate 214 (Ipi/Nivo)'! KEYNOTE-426 (Axi/Pembro)® CheckMate 9ER (Cabo/Nivo)* CLEAR (Len/Pembro)*
(n=550vs n=546) (n=432vs n=429) (n=323vs n=328) (N=355vs n=357)

| mOS, months NRvs 38.4 457vs 40.1 NRvs 295 NRvs NR

HR (CI) 0.69(0.59-0.81) 0.73(0.60-0.88) 0.66 (0.50-0.87) 0.66 (0.49-0.88)

LandmarkOS 12mo 83% vs. 78% 90% vs. 79% 86% vs. 76% 90% vs 79% (est.)

Landmark OS24 mo 71% vs. 61% 74% vs. 66% 72% vs 60% (est) 79% vs. 70%

mPFS, months 12.2vs 12.3 15.7vs 111 17.0vs 8.3 23.9vs 9.2

HR (CI) 0.89(0.76-1.05) 0.68(0.58-0.80) 0.52(0.43-0.64) 0.39(0.32-0.49)

ORR, % 39vs 32 60vs 40 55vs 27 71vs 36

CR,% 1Mvs3 10vs 4 9vs 4 16vs 4

Med flu, months 55 42.8 23.5 27

Prognosticrisk %

Favorable 23 32 23 31

Intermediate 61 55 58 59

Poor 17 13 19 9

Prior nephrectomy 82% 83% 69% 74%

Subsequent systemic Overall (69%) Overall (69%) Overall (40%) Overall (71%)

therapiesfor suntinib 10 (42%) 10 (48%) 10 (29%) 10 (53%)

arm, %

MOFFITT
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Advanced RCC (N~840)

= No prior systemic therapy™

criteria

= Clear cell component

COSMIC-313

COSMIC-313 Study Design

* Intermediate or poor risk per IMDC

= Measurable disease per RECIST v1.1

= Karnofsky Performance Status 270%

Tumor Response (PITT Population)

Cabo+Nivo+lpi

(N=276)

R1:1

Stratification
= IMDC risk
= Region

Pbo+Nivo+lpi
(N=274)

Objective response rate (95% Cl), % 43(37.2-49.2) 36(30.1-41.8)
Best overall response, n (%)
Complete response 7(3) 9(3)
Partial response 112 (41) 89(32)
Stable disease 119 (43) 100 (36)
Progressive disease 23(8) 55 (20)
Not evaluable 15(5) 21(8)
Disease control rate, % 86 72
Median time to objective response (range), mo 2.4(15-17.1) 2.3(1.9-16.8)
Median duration of response (95% Cl), mo NR (20.2-NE) NR (NE-NE)
Choueiri T. et al ESMO 2022

Cabo+Nivo+Ipi

Cabo 40 mg PO QD

+ Nivo 3 mg/kg IV Q3W x4
+ Ipi 1 mg/kg IV Q3W x4

Pbo PO QD
+ Nivo 3 mg/kg IV Q3W x4
+ Ipi 1 mg/kg IV Q3W x4

Tumor assessment every
8 weeks per RECIST v1.1%

Cabo 40 mg PO QD
+ Nivo 480 mg IV Qaw*

Pbo+Nivo+Ipi

Treatment until loss of
clinical benefit or
intolerable toxicity$

No crossover allowed

Pbo PO QD
+ Nivo 480 mg IV Q4wW™

Progression-Free Survival: Final Analysis (PITT Population)

1.0 No. of Median PFS
Events mo (95% Cl)
0.91 Cabo+Nivo+lpi (N=276) 116 NR (14.0-NE)
087 Pho+Nivo+lpi (N=274) 133 11.3(7.7-18.2)
w 277 Hazard ratio 0.73 (95% C1 0.57-0.94); p=0.013
o 0.6 571%
b PR
N ‘_‘-w—uu—ax—m&—m—«»
Z 05
z 49%
2 041 ’
2
0
a 034
0.2
0.1
0.0
r r r r r T T T T .
0 3 6 9 12 15 18 21 24 27 30
Number at Risk Months
Cabo+Nivo+lpi 276 234 170 145 119 97 56 33 10 1
Pbo+Nivo+lpi 274 185 136 115 98 69 37 19 5 1

0
0
CANLEN LEMNIEX W



PFS and ORR by IMDC Risk Group (PITT Population)

Probability of PFS

1.0- Intermediate
0.8+
0.64
0.44
0.2
HR 0.63 (95% Cl 0.47-0.85)
0-0 L] T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30
Months
No. of Median PFS
Events mo (95% Cl)
Cabo+Nivo+lpi (N=209) 79 NR (16.9-NE)
Pbo+Nivo+lpi (N=208) 103 11.4 (7.6-17.3)

ORR: 45% (95% Cl, 38.1-52.0) for Cabo+Nivo+Ipi vs
35% (95% Cl, 28.6—42.0) for Pbo+Nivo+Ipi

Choueiri T. et al ESMO 2022

Probability of PFS

1.0

0.8+

0.6

0.4+

0.2

0.0

Poor
HR 1.04 (95% Cl 0.65-1.69)
0 I"} é S'J 1'2 1‘5 1'8 2'1 2'4 2'7 3'0
Months
No. of Median PFS
Events mo (95% Cl)
Cabo+Nivo+lpi (N=67) 37 9.5 (7.8-17.3)
Pbo+Nivo+lpi (N=66) 30 11.2 (4.0-NE)

ORR: 37% (95% Cl, 25.8-50.0) for Cabo+Nivo+Ipi vs
38% (95% Cl, 26.2-50.7) for Pbo+Nivo+Ipi

MOFFITT
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VEGF-10 in Refractory RCC

Tivozanib +nivolumab Cabozantinib + atezolizumab

Phase 1/2 TiNivo: tivozanib + nivolumab in the first-line — - _
setting and beyond in patients with mRCC * Phase 1/2 COSMIC-021: cabozantinib + atezolizumab in the

refractory mRCC setting
- With a median follow-up of 19.0 mo, mPFS was s
18.9 mo in treatment-naive patients; not reached for - Objective response rate 58%
previously treated patients

Phase 3 CONTACT-03 completed enroliment, pending report

Phase 3 TiNivo-2 currently recruiting Fort
Koy oligibility criteria
+  Inoperable, ocaly advenced, o

Koy eligebity criteria
. - motasiabc RCC with radiographic

Hasopally iopioge sty
corfemed recurrent of mRCC 11 [

ECOG PS 041
1 or 2 price ines of Bwrepy,

R
INCAANG an Imrunotneragy Tivozanid Monotherapy (n = 163) - Clear 061 of non-—dear coll histology

Stratifes by IMDC risk score and feess 0 QD for 21 d onV] +  KPS>T0%
prior nes of thesapry

Primary endpoint: PFS NCT04987203 Primary endpoint: IRF-PFS and
Key secondary: INV-PFS, (

Zhang T GU ASCO 2023 MOFFITT
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Bispecifics to combine immune targets?
Phase 1/2 of MEDI5752

MEDIS752: A monovalent
bispecific antibody

T

Aty 0 i CTLAA Q42 e
ARy %0 harn POV O T
Feomatype Puaman 1gG1 TM (redisied
WALy Geperadert (ed Ay cydonty)

CTLAA e » Tromelmumad am

Dose Eaplormton

225-2400 mo  ETEIENN
A vt Arvany _
D an,vﬂu.,_

Albiges L et al ASCO 2022
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Is cellular therapy coming to RCC?
COBALT-RCC: CD70-targeted CAR-T cell Trial

Phase 1, open-label, multicenter, international, single-arm study (NCT04438083) evaluating the safety and efficacy
of CTX130, an investigational, allogeneic CAR T cell targeting CD70

Informed consent form CTX130 infusion (D +1):
3x107 cells | 1x10" cells 1 3x10" cells | 9x10" cells

Screening D42 Assessment and Follow-up

Flu 30mg/m?’ + Cy 500mg/m* for 3 days (D =5, -4, ~3)

CTX130 Construct

Key Inchusion criteria

§ | Ancoro
Primary endpoint MHC| CAR
Part A (Dose Escalation): Incidence of Aks da4upton v TCR
and DLTs l disruption
B

CD70
dsruption

Part 8 (Cohort Expansion): Qblective

Koy exciusion critenia
v : response rate by RECIST criteria

Secondary endpoints

Best overall response

= Progression-free survival

= Qverall surviva

Pal SK et al, SITC 2022
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Is cellular therapy coming to RCC?
COBALT-RCC: CD70-targeted CAR-T cell Trial

Phase 1, open-label, multicenter, international, single-arm study (NCT04438083) evaluating the safety and efficacy
of CTX130, an investigational, allogeneic CAR T cell targeting CD70

Informed consent form CTX130 infusion (D +1):
3x107 cells | 1x10" cells 1 3x10" cells | 9x10" cells

-mmmm Refractory population

Overall Response
Rate

1(33) 0 Bl No Grade >3 CRS events 130 Construct

Key Inchusion criteria

Stable Disease 2(67) 2(67) 2 (S0) 3(100) 9(69) 77% disease control ' ' AMMCDTO
1 patient with PR CAR

Disease ControlRate  , ., 567) 2(s0) 3(100) 10(77)

(DCR = CR + PR + 5D) "
L) P 80 A4 |‘I:llbl Ly 1AD A ‘,ll, LAAASAT A \ 1(:‘(
and DLTs ! digruphion

CD70
dsruption

Part 8 (Cohort Expansion): Qblective

response rate by RECIST critenia
Secondary endpoints

Best overall response

= Progression-free survival

= Qverall surviva

Pal SK et al, SITC 2022
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Immunotherapy in Prostate cancer

Treated at Physician
Discretion

Sipuleucel-T

Asymptomatic Y Q2 weeksx3 =341

or Minimally .

Symptomatic
Metastatic

CRPC

(N=512) Cryopreserved

Immunotherapy'

(1=109)

CONTROL*
02 weeksx 3

SURVIVAL

Discretion

No
Immunotherapy
(n=62)

Treated at Physician

Primary endpoint: Overall survival
Secondary endpoint: Time to objective disease progression

Kantoff P et al NEJM 2010

%

Survival,

100+
4.1 month survival benefit

Reduction in risk of death: 22.5%
HR = 0.775 (95% CI: 0.614, 0.979
P=0.032

151

501

251

— Sipuleucel-T (n=341)
' ~ Control (n=171)
0 1 A % M8 &0 7

Time Since Randomization, Months

NS, not statistically significant
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Ipilimumab —Phase 3 Trial

Screening

N=400 Treatment until disease progression
= or intolerable toxicity
Patients stratified by investigator site, > —_—
alkaline phosphatase, hemoglobin, and
ECOG PS
e Primary endpoint: overall survival (OS)
e Secondary endpoints: progression-free survival, safety
e Exploratory endpoint: PSA response rate
1004 il e Placebo
A 3 (N=400)
100 Ipilimumab Placebo 99 Seconcary
(N=3%9) (N=400) Median PFS, months (85% CI) 40(3.6-43) 3.1(29-34)
80 HR (95% Cl): 0.70 (0.61-0.82)
%- MedianOS (95% C))  112(05427) 100 (8341.0)
80 HR (95% Cl): 0.85 (0.72-1.00) _ o Exploratory
z ] PSA respon: 13.1% (39/297°) 5.3% (16/305")
- Stratified log-rank P=0.0530 »l 3 ol { (95% CI) s (9.5-17.5) (2.0-84)
= 1.yr OS rate % 40% £ H
¥ 50 2447 OS rate 26% 15% £ s 3
g 3
e T -
T a0 £
3 »
0.4
204
204
104 ‘-"-\L.Ju-u--_\._-l 1
0 i 0 T
L) T T T \J T \J L L L\ J J J L I L J IJ L 0 2
o 2 4 6 8 10 12 14 16 18 » 2 4 26 28 10 » u 16 3®
Time gmonths) nber at risk
lomber at risk
Iphmumad 399 6 i) m 87 =Y 5 " 28 16 3 9 g [ by 2 o
Phmumad 399 162 08 260 228 1% 158 111 108 8 69 5 v 24 15 9 4 3 1 0
Matbo 400 16 1P 281 22 134 18 16 7 & 47 3% 2 % 12 6 2 1 o o | Mee® I oM & @ » 1 @ o4 4 3 2 1 0 Lo




Ipilimumab in Docetaxel Nalve

CRPC

1.0 4

)

on

Censored

08 4 TSIt o -

Alive (proport
e o o
N s o,

Stratified log-rank Pvalue - 3667

Ipilimumab +

Ilpilimumab = = - Placebo

Placebo

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42
Time (months)

. at risk

44 4

T T T T

48 60 62 54

imumab 400 389 254 342 320 310 288 279 265 250 236 223 208 197 186 179 166 136 116 94 73 64 45 32 1@ 7 3 0

cebo 202 192 195 185 175 166 161 155 142 136 128 122 113 108 8@ 92 85 74 B9 52 4

bl Censared
0.8 4
06 - o

0.4 N

Not Progressed
(proportion)
f

0.2 A - -

1 B

- -

1 6 4 2 0

Ipilimumab = = - Placebo

Ipilimumab + Placebo

i

T T T T T T T T T T T T T T T T T

0 2 4 6 8 10 12 14 16
Time (months)

No. at risk
Ipilimumab 400 371 268 172 148 118 87 80 71 56 49 44 41 23 MW 27 24 17T 13 12
Placebo 202 192 8 50 40 31 26 2 19 W® 1B 13 12 10 W 9 ] 13 3 1

Tomasz et al JCO 2017

T T 1 ] I

18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 B0
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Pembrolizumab

KEYNOTE 028

(A)

-

Changs fram basslne %

EERAEEERN

L
8

(8)

Chargs from asslne, %
o 8 8888

RN

L
8

+ —30% Tumor raduction

Hansen A R 2019 Annals of Onco

>

Change From Baseline (%)

-100

Change From Baseline (%)

Antonarakis E JCO 2019
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KEYNOTE 365

KEYNOTE 365 COHORTS
REGIMEN

Pembrolizumab + Olaparib

Pembrolizumab + Docetaxel/prednisone

Pembrolizumab + Enzalutamide
Pembrolizumab + Abiraterone
Pembrolizumab +Lenvatinib

Pembrolizumab +Lenvatinib (neuroendocrine)
Pembrolizumab + Vibostolimab (anti-TIGIT)
Pembrolizumab + Vibostolimab

Pembrolizumab+ Carbo + Etoposide vs. carbo+
etoposide (neuroendocrine)

MOFFITT ()
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KEYNOTE-365

KEYNOTE-365 Study Design

Confirmed PSA Response Rate (250% Reduction)?
and Percentage Change From Baseline®

- PSA decrease from baseline (confirmed and unconfirmed)
in total population: 76/103 (73.8%)*
o Decrease 250%: 45/103 (43.7%)*

25% increase

I

50% reduction

B RECIST Measurable: Yes
B RECIST Measurable: No

‘Ca\:mu:r\ nbme on nnml W hn nmnm P:A meassevents al bamm 2E0% PEA decioe covimed by subsequent value 23 weels later. “Plat is based on patients who had a

Appleman L et al GU
ASCO 2021
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Cohort B Key Eligibility Criteria Response assessed per 45 - 40.4% 100 =
* PD 56 months before RECIST v1.1 based on 40 - (21/52) < 80
screening PCWG3 guidelines 34.0% b
i : + Imaging assessments o
* Failed or patient was 354 (35/103) c 60
intolenntpof 24 weeks ’? ozetaxel (755 mgltm : 03dV:)I# overy  woeks through R i
ant of 2 i i §
treatment with either URRRERRCIRG} week 54, every 12 . . 30 - 0 40 -
abiraterone acetate or SR g 25 - @ 20 i
enzalutamide (but not both) PIOgroesion g £
in prechemotherapy mCRPC * PSAassessed every 3 9 - 0
state weeks until o :
progression o9-20 -
15 1 c
@
10 - 5 -40
=60 -
Median Time From Enrollment to Data Cutoff in Cohort B 5 1
’ 1 32, range, 13.9-40. -80
All patients: 32.4 months (range, 13.9-40.3) Primary End Poins SecondaryEnd Pins 0 80
« Safely + DGR RECIST -100 -
« PSA response rate + (PFS by POWG-modified RECIST v1.1 o G esis AL
+ ORR by RECISTv1.1(BICR)  + 08
Data suteff; July §, 2020
Kaplan-Meier Estimates of rPFS per
PCWG3-Modified RECIST v1.1 and OS
100 — 100-
* %0 - s rPFS, median 90 7;5'9% OS, median
§ 80 — (95% CI), months = 80— : (95% CI), months
& 70 . 8.5 (8.3-10.1) s 70+ ! 20.2 (16.9-24.2)
2 60 d '§ 60 '
% g0 . £ s04 i
s 1 % 1
w40 — - s 40 - -
w 5 1]
£ 304 ] 30 ' “\_.“u_._h_‘_u
= '
& 20— . 20— :
10 , : 104 '
1 0.
° T T T : ] 1 1 1 | 1 | | | 1 | 1 ] ; ] ] L L ] 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
n ot Rk ” et Rk

11

s 2
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KEYNOTE-921

KEYNOTE-921 Study (NCT03834506)

* Phase 3, randomized, double-blind study of pembrolizumab + docetaxel vs docetaxel for participants with previously treated mCRPC

Pembrolizumab 200 mg Q3W for 35 cycles
Key Eligibility Criteria
* Confirmed mCRPC
* Fallure of or intolerance to 1 prior NHA
therapy for mHSPC or mCRPC
» ECOGPS0Oor1

+ Docetaxel 75 mg/m? Q3W for 10 cycles
+ Prednisone 5 mg BID*

Placebo Q3W for 35 cycles
+ Docetaxel 75 mg/m? Q3W for 10 cycles

» Tissue sample for blomarker assessment

+ Prednisone 5 mg BID*

Stratification Factors Dual Primary Endpoints Secondary Endpoints
* Prior abiraterone: yes vs no * (PFS by BICR per PCWG- » TFST (key secondary)
* Metastases: bone only vs liver vs other modified RECIST v1.1 * ORR
«0S » Safety

1004 Prsw/  Medan, mo 100 - Paw/  Median, mo
” Event  (¥%CI) Event (5% C))
1 Pembrolizumab + docetaxel 240 86 (83-102) %0 m""*'mmd Yoo wepe2-209
04 Placebo ¢ docetarel 20 838245 804 Placebo ¢ docetixel 228 190 (17.9-200)
704 HR 0.85 (95% C10.71-1.01); P = 0,0038 70+ HR 0.92 (95% C1 0.78-1.09); P = 0.1677
& 60 " -
g 504 g -
40+ 404
304 34
204 204
10 == Pembeo + docetarel 10 == Pembro + docelarsl
— Placabo + docotaxs| w— Placebo + docotaxel
A ——rr—r P —— B i ma e e e ]
0 3 6 9 12 15 18 21 24 0 S 6 9 12 5 1820 NN T BB
No. at Risk Months No. st Risk Months
Pembrosdocetaxel 515 48 B4 108 & 18 4 1 0 lembroedocetaxel 515 500 482 454 393 292 188 1M 9 0 2B 7 0
Wacebo s dcetmel 515 &5 288 0@ »* 13 4 0 0 Boebosdoseturel 515 500 466 424 375 268 W@ 17 & S8 2 1 0

enmmen|

CANCER CENTER
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KEYLYNK-010 Study (NCT03834519)

* Phase 3, randomized, open-label study of pembrolizumab plus olaparib vs NHA for participants with previously treated mCRPC

Pembrolizumab 200 mg
Q3W for <35 cycles
+ Olaparib 300 mg BID

Key Eligibility Criteria
Histologically or cytologically confirmed mCRPC
PD after abi or enza (but not both) and docetaxel
ECOGPS0Oor1
Tissue sample for biomarker assessment
Stratification Factors
Prior NHA treatment: abi vs enza
Measurable disease at baseline: yes vs no

Abi 1000 mg QD (if prior enza)
or
AEFLE]  Enza 160 mg QD (if prior abi)

Dual Primary Endpoints
* rPFS by BICR per PCWG-modified RECIST v1.1 (IA1)
* 0S(IA2)

Secondary Endpoints

* TFST (key secondary; 1A1)

* ORR by BICR per PCWG-modified RECIST v1.1 (IA2)
+ Safety (1A2)

100+ Pts w/ Event Median, mo (95% ClI)
2 g0 Pembro + olaparib 291 44(42-60) Pts w/ Event Median, mo (95% Cl)
- 100 Pembro + olaparib 293 15.8 (146-17.0)
= 80— NHA 128 42 (40_61) 904 NHA 149 146 (126-17.3)
[ - . =
7] [_HR 1.02 (95% C10.82-1.25); P= 0.55 ] J [ HR 0.94 (95%C1 0.77-1.14); P=0.26 )
9 70+ 80
% 60 07
. 60
-= . =
3 50 o 50
= o
g’ 40= 40
8 30+ 30+
a 20 20+
& ) 10+ Pembro + olaparib
@ 10= === Pembro + olaparib I NHA
0,,"}%.,,1,,',,', —— | 0 3 6 9 12 15 18 21 24 27 30 33
o 3 6 9 12 15 18 21 24 No. at Rick Months
Pembro+olaparib 529 514 460 354 268 183 117 71 40 15 3 0
No. at Risk Months NHA 264 250 215 173 119 82 54 46 22 9 4 0
Pembro+olaparib 520 245 137 49 27 15 6 0 0 CAMLER CEMIER - B
NHA 264 107 61 3 16 12 4 1 0 YU E ESMO 2022



Key Eligibility Criteria

* mHSPC

« 22 bone lesions and/or
visceral disease

* No prior NHA

* Prior docetaxel
permitted s2 months
before last dose

*ECOGPSOor1

KEYNOTE 991

Stratification
« Prior docetaxel
for mHSPC

(YorN)
* High-volume
disease (Y or N)

Pembrolizumab
200 mg IV Q3W

Enzalutamide
160 mg orally QD

A_DT Posttreatment

N =616 End of « 30-day safety
treatment/ F/U (Q12W)
Placebo discontinuation * Survival F/U
IV Q3W (Q12w)
Enzalutamide
160 mg orally QD
ADT

N =616

End Points

* Dual primary: rPFS (RECIST v1.1, BICR) and OS
* Key secondary: TFST and TTSSRE

+ Other secondary: PFS2, PSA, ORR, DOR, safety

FCOG PS, Eastern Cosperative Oncelogy Graup performance status: FA) fallow sp: NHA. navl generafion harmorad agent; Q12W evary 12 weeks: R, randomeafion

At the interim analysis, Pembrolizumab in combination with enzalutamide
and ADT did not demonstrate an improvement in overall survival (OS) or
radiographic progression-free survival (rPFS), the trial’s dual primary
endpoints, compared to placebo plus enzalutamide and ADT.

MERCK Press release Jan 2023 MOFF'TT
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Best PSA Response on PD-1 Blockade (%Change)

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAIL. ARTICIL.E

PD-1 Blockade in Tumors
with Mismatch-Repair Deficiency

D.T.Le, JJN. Uram_ H.Wang, B.R. Bartlett, H. Kemberling, A.D. Eyring,
A.D. Skora. B.S. Luber. N.S_. Azad. D. Laheru, B. Biedr rycki, R.C. Donehower,

A.Zaheer, GA. Fisher, T.S. Crocenzi, }J.). Lee, S. M. Duffy, R.M. Goldbe
A_.de la Chapelle, M. Koshiji, F. Bhaijee, T. Huebner, R H. Hruban_ | D
N. Cuka, D.M. Pardoll, N. Papadopoulos, K. W. Kinzler, S. Zh S pdl e or’ b i
J- M. Taube, R A  Anders, J.R. Eshleman, B. Vogelstein, and L A. Diaz, Jr

200
00
200
400

600

% PSA Change from baseline

-50-

800

1000

-100-
1200

AT T T T T T T T T T T T Figure 1 Best PSA change from baseline in mCRPC
M221926 7 21428 417 6 6 9 2024 patients treated with pembrolizumab (N=9). *partial response,
**complete response

Patient ID
Barata P JITC 2020
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Bispecific T-Cell Engagers

MECHANISM OF ACTION OF AMG 509

AMG 160: APSMA x CD3 HLE BITE Immune Therapy * On simultaneous binding to CD3-positive T cells and STEAP1-positive cancer cells, AMG 509 triggers CD3 clustering at
AMG 160 utilizes the variable T-cell activation - o the surface of T cells, T-cell activation, and T cell-mediated redirected lysis of STEAP1-positive cancer cells
domains of two mAbs Teell and expansion A

-
b for CD3 4" " e -
Cytotoxic /‘ : lf’

2 R’
\‘ i granule ‘ ; +—TCR .4 ) = ’ :
ANG 160 =:"‘ ) ¥ 5 ‘ a3 @ cos ™\ Redirected lysis
N / ' 5 (&  STEAP1

% PSMA m ToellsengagePSWA % Lo . S '

\ Kol (/ l p— = _ ) NS » Apoptosis .
| aaal =2 He S Cancer cell ’

Fe domaln mAbor PSMA \ mll §Y -

Cancer call

ety cryslukeable, n%, mceerdorl wosody, PSUA, prrodulecageci marbearn arfiger, TOR, T ool nuoashor

* BIiTE molecules such as AMG 160 engege and direct T cells to tumor cels and induce T-cell actvation, locel release of cytokines into the tumar microenvironment,

tumor cell lysis, and T-cell proliferation** STU DY OVE RVI EW

Study Design Screening (< 26 days) Screening (< 28 days)
Part 1: AMG 160 Monotherapy Part 2: AMG 160 + Pembrolizumab
A
Dose Exploration Phase® | Dose Expansion Phase® | Dose Exprl‘o:aztit;m Phase® I Dose Exploration Phase Dose Expansion Phase*
n=40 MTDIRP2D n=30

n=30-70 n=50

|
|
|
|
|
|
Multiple Patient Dose Expansion 1 Multiple Patient selected
single Patient I Dose Cohorts: Ml Cohort I Dose Cohorts Multiple-Patient
Dose Cohorts [l MTDIRP2D : n=34 por Single-Patient Dose Cohorts! Patients receive
- [ e DoseCohorts —»  (n=2-4 per MTDIRP2D
e : ——— dose cohort)
MTD/R2PD: estmated using Bayesian Safety follow-up: 30 days after last | MTD/RP2D selected
logistic regression model’ dose of AMG 160 | Safety follow-up: 30 days after last dose
Safety follow-up: 30 deys after last dose Long-term follow-up: every Gmonths | of AMG 160 MTD/RP2D: Estimate: ¥ Safety follow-u after last d
of AMG 160 up to 3 years after first dose of | Long-term follow-up: every 6 months up Safety follow-up: 3 of 09
Long-term follow-up: every 6 months up ANG 160 : 10 3 years after first dose of AMG 160°

to 3 years after first dose of AMG 160°

Long-term follow-up ( : : 3 first Long-term follow-up:
3 years from the firs

MOFFITT
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Conclusions

* Immunotherapy has changed the
treatment landscape in GU malignancies

 PD-1/PD-L1 inhibitors as monotherapy or
In combination are being used either Iin
neoadjuvant, adjuvant or metastatic
settings

* Multiple trials using BiTe immunotherapy
or cellular therapy are ongoing
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