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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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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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Muscle Invasive Bladder Cancer

Standard Treatment is Cisplatin-Based Neoadjuvant Chemotherapy

Neoadjuvant Single-agent 10 and enfortumab vedotin is also
effective in MIBC

PURE-01' ABACUS? | NABUCCO? m DUTRENEO®

N 114 95 24 (14) 28 28 23

Immunotherapy Pembrolizumab Atezolizumab Ipi/Nivo Avelumab Durval/Tremi Durva/Tremi

Cisplatin

eligible v v X X X X

pCR (pTO) 37% 31% 46% 36% "(Includes 37.5% 34.8%

Tis)

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

MOFFITT ()
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Enfortumab Vedotin

EV-103 Cohort H Study Design

Eligibility
Cisplatin-ineligible

Clinical stage

T2-T4aNOMO Neoadjuvant EV
No upper tract or monotherapy Follow-Up Imaging
urethral tumors  [EEE—————S]Y | %3 cvCles  ——

ral e 1.25 mg/kg of EV on Q12W for the first 2
mg/kg
aliowed D1 and D8 years, then Q24W
Imagi Pre.RC Im

s | () | 5

carcinoma histology

ECOG 0-2

Medically fit for
RC+PLND

TURBT Primary endpoint: pCR rate by central pathology review
<90 days from C1D1

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

Central Pathology Results (N=22)
rathological Respones n (%) [95% Confidence Interval]

Pathological Complete Response Rate 8 (36.4%)
(defined as absence of any viable tumor tissue: ypT0O and NO) [17.2-59.3]
Pathological Downstaging Rate 11 (50.0%)

(defined as presence of ypT0, 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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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
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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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IMvigor 011

Screening Surveillance runin Treatment
P
m lljg]hjm! 614 woeks Atezollzumab
y post cystoctomy CIONA within 1680 mg qdw
T wihmohnode oDk ¢ oy of (12 cyclos or 1 yoar)
«YpT2:Tda or ypN+ and MO dissocton ysloctomy’ R Mmumw
alcystoctomy for patients  =————===p imaging'fOr Up10 === === v -
with prior NAC 21 months post . b
«pT3Tda ot pN+ and M) cystectomy |_’ PI::bo p
al cystoctomy for patients
vn‘thcal moi;tw No\cpa (12 cyclos or 1 your)

\

+ No postsurgleal radiation or AC
| no prior NAC given, patient

had 10 refuse or be Inelgble for Enrolmentstars Stratification factors
clsplatin-based AC + Nodal status
+No evidence of residual disease ‘ ggsi?uam fumour stage
+ Tumour sample available for +POAL slatus
WES* and PO-LY" status +Tima from cystoctomy to first

CONA+ sample

:ctONA- through 21 months  Racalve SOC
bemmmmammeanmd oo o sty

EE—
2ypT2 and/or ypN
+ after cisplatin-
based NAC

or
2pT3 and or pN+

without prior NAC
and cisplatin-

CONA- orouing dumor DA nagatve. DN« orodating hamor DNA pontive gdu oviry d woeks B0 sandad of cie W, wholnanome sequencing
*[vahntie AFS oy b develgoment of o peryrabsed mulgies ICR | mPCR) ADNA asay hom ool gl ] samplon (Sayalees wanay) o oo
VP P VINTANA SP1A2 0 ooy
oy B wonkn cp 00 30 wonkn i 10 vy 12 woska) up 10 21 ot
412w up %0 ook I or urtl 21 manthe hom dale of cystechomy, whichew oo At
* CRONA oy 3 Gefned a8 2] muaons par CONA MPCR asay Pasmts Wi b randomuad 1) 1eatmant at e frot cEONA amgle 41 recouwy from
oyshackmy and 10 et of dmeass tcmencn wthin M days ef Ywmeet i on 4 rured
N 0 D00 s (0 overy 0w ) Wi ot Wk § g 0 et B4
Ao 0 Yo 3 o oo 0 Yo

ineligible
2

Pre-registration

MODERN

Seamless phase 2/3
f a
sy Nivolumab
x 12 cycles
Cobort A L )
CIDNA(+)
Phase 2 Phase 3
— endpoint — o':‘m
f Nivolumab )
+
- Relatlimab
§ ! | x 12 cycles )
E" =1 § Phase 3 non-inferioity
V| , ‘
[+4
Arm 3
Nivolumab
| —
Sg‘ur: x 12 cycles
testing L J
— @ - Endpoint: Disease-free survival
Ooh':ﬂ“ B
CDNA()
Detectable
ilance| cONA | Nivolumab
Am 4 S et | X 12 cycles
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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 @



® Cisplatin
1978

1978 1982

2 Not FDA approved; indication withdrawn.

1986

Treatment Landscape for la/mUC

1990

1994

® Gemcitabin
e
1997
20
®
1998 2

® Cisplatin + gemcitabine

00

DDMVA
C
2001

002 2006

Atezolizuma P
ba
2016

® Carboplatin
+

gemcitabine
2009

2010 2014

® Nivolumab
2017

© Durvalumab?
2017

® Avelumab

Pembrolizuma
Ob
2017
® Erdafitinib
2019
[ Enfortumab
vedotin

2019
Avelumab

(maintenance)
2020
Sacituzumab
govitecan
2021
Enfortumab vedotin +
pembrolizumab
2023

2018 2022
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First-Line Management of la/mUC

Management of la/mUC
|

v o
Platinum
ineligible
. . Enfortum L.
. . . . isplatin
Cisplatin eligible cr:‘ slp ?;I ab Pembr C':I"C SuBe‘Ztrti
Hsleflelis vedotin + o . PP
trial ve care
| | Pembro
Cis + Gem or Carbo + Enfortum
DDMVAC > Clinical Gem > ab Clinical
avelumab trial avelumab vedotin + trial
maintenance maintenance Pembro
MOFFITT
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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

OS in the Overall Population OS in the PD-L1+ Population

Avelumab + BSC Avelumab +

BSC alone
(n=350) (n=350)

BSC
(n=189)

Events 215 (61.4%) 237 (67.7%) Events 102 (54.0%) 108 (63.9%)
100+ Median OS 238 15.0 100+ Median OS 30.9 18.5
(95% Cl), mo (19.9-28.8)  (13.5-18.2) (95% Cl), mo (24.0-39.8)  (14.1-24.2)
90 4 Stratified HR (95% 0.76 (0.631-0.915) 90 - Stratified HR (95% 0.69 (0.521-0.901)
5. cl) w0t cy .
2-sided P-value 0.0036 2-sided P-value
70 4 70
601 60 -
R R
v 501 » 504
3 3
401 401 :
301 ! . 304 .
A 5 201 g
101 : i 101 : :
O.I T 1 L L} T i Al Ll E T Ll Ll L L] T O-| T T T T T E T T E T T T T T T
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 6 0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 6
No. at risk Months No. at risk Months
Avelumab +BSC 350 318 274 237 216 183 164 140 99 74 53 31 13 4 1 O Avelumab +BSC 189 177 157 142130 112 103 87 61 48 34 22 10 3 1 0
BSC 350 304 243 190 158 131 121 103 82 62 46 27 10 7 0O BSC 169 152 121 98 86 73 66 55 44 35 28 19 7 5 0

MOFFITT
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EV-103 Dose Escalation and Cohort A: Phase 1b/2 Trial of
Enfortumab Vedotin + Pembrolizumab

Change From Baseline in the Sum of Diameters of Target

- . . - e 100 A
Patients With 1L Cisplatin-Ineligible Lesions
la/mUC (N=45) 80 o Confirmed CR/PR
60 Il High (CPS 210)
I Low (CPS < 10)
40 4 I Not evaluable

Dose escalation Dose expansion
phase cohort A

EV + Pembro EV + Pembro

20
04
-20 -

(n=5) (n=40)

-40 -

Change From Baseline (%)

-60
-80

-100 + O

Individual Patients (n = 43)

» 84% of patients had visceral

di d 31% had I Complete response 15.6% (7/45)
Isease an - Partial response 57.8% (26/45)
metastasis
= 57.1% ORR in patients with liver metastases
* 31% of patients had PD-L1 CPS
210

Hoimes CJ, et al. J Clin Oncol. 2023;41(1):22-31.
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EV-103 Cohort K: Phase 1b/2 Trial of Enfortumab Vedotin
+ Pembrolizumab

Cohort K
= la/mucC

= Cisplatin ineligible
= No prior treatment for la/mUC

= EV + Pembro arm: 84% of patients had

Primary endpoint: ORR per BICR visceral disease and 17% had liver

) metastasis
Key secondary endpoints: ORR per - EV + Pembro arm: 41% of patients had PD-
investigator assessment, DOR, disease L1 CPS =10

control rate, PFS, OS, safety/tolerability, lab
abnormalities

No formal statistical comparisons were
conducted between the two treatment arms

Rosenberg JE, et al. ESMO 2022. Abstract LBA73.
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EV-103 Cohort K: Phase 1b/2 Trial of Enfortumab Vedotin
+ Pembrolizumab

Confirmed ORR 49 (64.5%)

(95% CI) (52.7-75.1)
Best overall response
CR 8 (10.5%)
PR 41 (53.9%)
SD 17 (22.4%)
PD 6 (7.9%)
NE 3 (3.9%)
No assessment 1(1.3%)
Median ime o lectve 507 (11.)
Median number of 11.0 (1-29)

treatment cycles (range)

33 (45.2%)
(33.5-57.3)

3 (4.1%)
30 (41.1%)
25 (34.2%)

7 (9.6%)

5 (6.8%)

3 (4.1%)

2.07 (1.9-15.4)

8.0 (1-33)

= EV + Pembro arm: 7/13 (563.8%) confirmed ORR

observed in patients with liver metastases

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

EV + Pembro: Maximum Percent Reduction
From Baseline of Target Lesion by BICR

100+ PD-L1 Score

= High (CPS 210)
80 = Low (CPS <10)

m  Not evaluable

Best Overall Response
60+ 4 Confirmed CRIPR

40 5 | 97.1% of assessable patients had tumor reduction

2048

220
-40 ‘e

-60 -

Tumor Size (% Change from Baseline)
o
]

-80

-100+

XXX

EV + P (n=69)

Median DOR, mo (95% 13.2 (6.14-
A NR (10.25-NR) 15.97)
. 0,
I(\:Ille)zdlan PFS, mo (9%  \R (8.31-NR) 8.0 (6.05-10.35)
. (o)
I(\:nr;dlan 0S,mo (95% 5 3(19.09-NR) 21.7 (15.21-NR)

MOFFITT
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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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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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The Evolving Treatment Landscape in Metastatic Clear Cell RCC

VEGF TKI Era New Immunotherapy Era 10 Combo Era

Ipilimumab (+ nivolumab; 1L)

Cytokine

(Old Immunotherapy)
Era

Everolimus (2L)

(1L) ' Ly Nivolumab (2L) (L)

2005 2006 2007 2008 2009 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021
IL-2 (1L) (L) (2L) (1L/2L)
Nivolumab
| + ;L)
Temsirolimus (1L)
|
(+ IFN-a; 1L)

| Immunotherapy |
i i Pembrolizumab
i mTOR inhibitor | + ;L)
Median overall survival: 1 year....... 2years.....cccceeuuennn. Y- | 4+ years

Slide Courtesy to Sandy Srinivas, MD. 5% Annual Global Summit on Genitourinary Cancer, Banff 2022
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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.



Overview of Systemic Therapy in RCC Based on IMDC Risk Stratification

Limited disease: surveillance
vs. single-agent immune or
anti-angiogenic therapy

Favorable Risk

Extensive disease: dual

Determine IMDC Risk

Stratification
Limited disease:

/axi

Intermediate/Poor Risk

Extensive disease:
pembro/lenvatinib,
nivo/cabozantinib

Image inspired from Atkins MB, UpToDate
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CheckMate 214: Nivo + IPl vs Sunitinib

ITT

NIVO+IPI SUN
(G VR I (N = 550) (N = 546)
0.0 Median OS (95% Cl), mo [ 55.7 (46.3-64.6) | 38.4 (32.0-45.0)
HR (95% CI) 0.72 (0.62-0.85); P < .0001
= 0.8
=
-g 0.7 4
S
g oeq
] 0.5
2
s 0.4 H
‘=“ n '
g 0.3 H
3 H
o 0.2 !
0.1 |
0.0 :
T T T T —— T T T T T T )
0 6 12 18 24 30 36 42 48 54 60 66 72 78
Months
No. at risk
NIVO+IPI 550 493 444 411 372 337 309 291 274 256 236 138 5 0
SUN 546 472 405 347 310 281 257 234 213 192 171 108 6 O
(B) B NIVO+IPI SUN
1.0 (N = 550) (N = 546)
0.9 Median PFS (95% Cl), mo | 12.3 (9.7-16.5) | 12.3 (9.8-15.2)
2 08 HR (95% CI) 0.86 (0.73-1.01); P = .0628
8
£ o074
= 0.6
[
H 0.5
8
2 0.4
5
] 0.3
2
2
S o2
<3
& 0.1
0.0
0 6 12 18 24 30 36 42 48 54 60 66 72
Months
No. at risk
NIVO+IPI 550 315 217 171 132 121 103 92 86 75 62 14 0O
SUN 546 285 178 130 87 59 42 33 21 15 10 3 0
(c) 1.0 NIVO+IPI SUN
: (N =216) (N=177)
0.9 - Median DOR (95% Cl), mo | NR (59.0-NE) |24.8 (19.7-30.1)
08 HR (95% CI) 0.49 (0.35-0.68); P < .0001
Z o7
£
F 0.6
e
2 o5
@
2
g 0.4
g
2 0.3
& !
0.2
0.1 :
0.0 - H
T T T T T T T T T T t T )
0 6 12 18 24 30 36 42 48 54 60 66 72
Months
No. at risk
NIVO+IPI 216 177 151 130 110 99 88 80 74 61 33 4 0
SUN 177 128 104 76 54 39 24 15 12 8 5 1 0

(A)

0.9
0.8
0.7 1
0.6
0.5

0.4

Overall survival (probability)

0.1 1

0.0 1

INT/POOR.

SUN
(N = 425) (N = 422)
Median OS (95% Cl), mo [47.0 (35.4-57.4) | 26.6 (22.1-33.5)

HR (95% Cl) 0.68 (0.58-0.81); P < .0001

31%

No. at risk

NIVO+IPI

Progression-free survival (probability)

0.0 1

353 291

T T T T T T T T
12 18 24 30 36 42 48 54 60 66 72 78

Months
372 332 306 270 241 220 207 196 181 163 79 2 o
237 206 184 169 151 137 125 112 58 3 O
NIVO+IPI SUN
(N = 425) (N = 422)

Median PFS (95% Cl), mo | 11.6 (8.4-16.5) | 8.3 (7.0-10.4)
HR (95% Cl) 0.73 (0.61-0.87); P = .0004

No. at risk

NIVO+IPI 425

0.9 1
0.8 1
0.7
0.6
0.5

0.4

Response (probability)

0.2

0.1 1

233
188

Months
164 130 101 94 81 74 70 60 48 10 o
106 74 46 29 21 15 10 9 6 2 o

NIVO+IPI SUN
(N =179) (N=113)
Median DOR (95% Cl), mo | NR (50.9-NE) [19.7 (15.4-25.1)
HR (95% Cl) 0.46 (0.31-0.66); P < .0001

No. at risk
NIVO+IPI
SUN

179
113

146
75

12 18 24 30 36 42 48 54 60 66 72
Months

125 104 88 79 71 66 61 49 23 4 o
58 39 23 16 9 6 6 4 3 s} o

Motzer et al Cancer 2022

FAVOURABLE

(A)
F
F
=
3
e
=
]
Z '
2 '
® '
= h NIVO+IPI UN .
5 0.3 (N = 125) (N = 124) H
=] 0.2 | Median OS 74.1 68.4 '
(95% Cl), mo (64.6-74.1) (56.7-NE) :
0.1 HR (95% Cl) 0.94 (0.65-1.37); P = .7673 :
0.0 - H
T T T T T T T T T T T T T )
0 6 12 18 24 30 36 42 48 54 60 66 72 78
Months
No. at risk
NIVO+IPI 125 121 112 105 102 96 89 84 78 75 73 59 3 o
SUN 124 119 114 110 104 97 88 83 76 67 59 50 3 o
(B) - NIVO+IPI SUN
1.0
(N =125) (N =124)
0.9 Median PFS (95% Cl), mo | 12.4 (9.7-18.0) | 28.9 (22.1-38.4)
3 0.8 HR (95% CI) 1.60 (1.13-2.26); P = .0073
]
S
£ o074
= 0.6
£
H 0.5
3
2 0.4
5
8 03
2
2
> 0.2 0
g :
& 0.1 :
0.0 ;
T T T T T T T T T T T T )
0 6 12 18 24 30 36 42 48 54 60 66 72
Months
No. at risk
NIVO+IPI 125 82 53 41 31 27 22 18 16 15 14 4 0
SUN 124 97 72 56 41 30 21 18 1 6 4 1 ]
(©C) NIVO+IPI SUN
1.0 (N =37) (N =64)
0.9 Median DOR (95% Cl), mo| 61.5 (27.8-NE) |33.2 (24.8-51.4)
HR (95% CI) 0.62 (0.32-1.21); P = .1590
0.8
Z o074
2 0.6
e
= 0.5
@
2
g 0.4
2
3 0.3 4
2 :
0.2
0.1
0.0 _I T T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72
Months
No. at risk

NIVO+IPI 37
SUN 64

31 26 26 22 20 17 14 13 12 10 [¢] o]
53 46 37 31 23 15 -] 6 4 2 1 o



KEYNOTE 426:
Pembrolizumab/Axitinib vs Sunitinib

Overall Survivalin the TT Population

1001 £ of Pembroizumib Events,n () Median (06% CI), mo
Tt Penbrolzumab+ D0(R28) 41248640
90 Axlinb
i Sunltnlb MEY  08MMY)
2 ¥ 626
= 10 53.8%
] y
E - o
E 40
$ -
0
0
10
0T T T T T T T T
0 6 12 18 24 30 3% 4 46 5 60 66 72 78
ok Months From Randomization
Pembro # Attnb ¥ 4 d 2 i 2 I
Stnb 1 oW % m R MmN "

Maade b 1 201

Progression-Freg Survival in the [TT Population

Duration of Response in the ITT Population

10 -
0 -
80 -
10+
0
50
40~
RS
0~
10
04—

Progression-Free Survival , %

E0d of Penbroliumab Events,n Modian (384 CI) mo
oo Dbty W R
b
Sutinb W ey
HR, 0,69 (95% C1,0.59-0.1)
02

|
|

No.itrisk

Pentro e Atk 40
b

Db sy 20 200

Rini et al ASCO 2023

T T T T T T T
0 6 1216 24 %0 % © 4 5% 60 6 72 7
Months From Randomization

Yo

Remaining in Response,

Patients with
rosponse, N Median (range), mo

Pembrollzumab ) 26(14¢1068.64)
+Axltinib
Sunitinth n 153 (23:483)

T T T T T T T

No.atrsk

Panbrg + Aink

Snbib
Dot culf druy 20 200

18 24 % % 4 4% 6 6 12 7
Months From Initial Response

0 L1} " ¥ L] [ ] ] 1 1 0 !
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Survival Probability

CLEAR

Final OS analysis

Sunitinib

Duration of response?

Median DOR, months (95% CI)

Lenvatinib + Pembro vs

In the LEN + PEMBRO group:

1.04 *N:\ 1.0 i
e : ko median DOR (5% CI) for CR:
0.9 .~ 2 0s L, LEN + PEMBRO | 267(228-346) | 35 ths (39.2-NE)
R iy 80.4% § % SUN 14.7 (9.4-18.2) : )
08 Ly rialy 0.84 , Y ey 057 045076 median DOR (95% Cl) for near-CR®:
: S W) b 3 ey Ny ( ) 57(0.43-0.76) | 30.5 months (22.4-NE)
074 ~——l . 66.4% S 071 e
06 0.6% T Tmim, 2 o6 653 hs__ 55.6%
: 60.2% LEN + PEMBRO 2 054 e Mo
051 g+ 8 54 T R 41.0%
0.4- | Median OS, months (95% Cl) s 1 32-3% e LEN + PEMBRO
! SUN Zo03 —i— 24.1% sy, LEN + PEMBRO
034 [LEN+PEMBRO | 537 (48.7-NE) ‘ . R by SUN
SUN 54.3 (40.9-NE) g arl Eas i
027 THR (95% CI) 0.79 (0.63-0.99) g’
- 0- + Censored
0.19 | Nominal P-value | 0.0424 . ; . , - - : ;
0 0 6 12 18 2 30 36 42 48 54
1 Senaored Time (months)
; \ ; ; ; : ] ) ) ] ; ] : s
0 6 12 18 2 30 36 a2 48 54 60 66 N TR Tq = . R ‘
_ Time (months) 131 87 54 40 27 19 15 ] 5 1
No. of patients at risk < 0OR mms b R e RECT v.1. b Moar R s o prtel epondes v showed e hevr ki o 5%
o 38 a1 2968 269 245 218 158 17 a4 & P The 5% Ci a et wih Gk Brocheueye ae Ciomo UGS Hizand (460 1 i 0 a Can Ppestonal Hizass Ml ncLfng beereet g 44 4 [aca, ENn Mo 1 usd 1 408t by QRogfaghc wgon
38 3 2 26, 2 2 ‘ : P e B e e A P 1 T e S T e T B D e e s o et
357 308 264 242 226 208 188 145 108 3 3 0
°
Final OS analyses in IMDC risk subgroups
Favorable Intermediate + Poor
107 - 1.0 ==
= L. - \: -
09 oS i ~
o8 o8
= - LEN + PEMBRO ar .
= o7 —edtte
3 o
2 os] oe s S
2 -~ - - "o~ LEN + PEMBRO
= o5 os o RO,
- et - +
Z oa- SUN oa Yoo et
a Median OS, months (959 CI) . Median OS, months (95% CI) SUN
931 LEN + PEMBRO NR (NE—NE) o3 LEN + PEMBRO 47 .9 (40.5—-NE)
021 | SUN 59.9 (58 8—NE) 02{ |sun 34.3 (26.3-54.3)
o141 | HR (5% CI) 0.94 (0.58-1.52) 0. HR (95% Cl) 0.74 (0.57—0.96)
o+ * Censored o4 *+ Censored
(l) e 1'2 1.5 24 30 a8 4‘2 4‘0 5'4 o’o o6 é s ‘l‘l’ I‘G 2‘4 3'0 3'6 ;2 4; ;‘ OO 0'0
Time (months) Time (months)
No. of patients at risk No. of patients at risk
1€ o6 101 a8 B 4 4z ) 243 230 210 196 E &1 ) 7S 2 D
124 115 107 102 L as 8 Qe =2 3 229 190 155 138 127 1193 1= e s

Hudson et al ASCO 2023
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CheckMate 9ER: Nivolumab + Cabozantinib vs

Sunitinib

COrachvate M=
0 2201
Favorable . Intermediate
g™ B
% wi % w4 '
1 u_?_.:asﬂh(—n_,a_-y-_c_ ‘ 7 Median O5 (V3N OO, montda
g "J VO'CASO  NR (40.7.NT) ' g sg] MVOWCARD €5 (VN0
SUN 47,4 (4) N1 ‘ am 25740
Immm.vonouv.n; ' RO, 0.7 19.541.00)
o Y Y v Y Y Y 4 Y g ¢ v Y Y " Y v ol
¢ . n " - » w < «“ " 0 . 1 ] 2 » “ « <« “
L ) e b
PO AN re [ 5 4 - » “ " ’ L A " L) "= « " »n = »
e n -~ L8 “ - L] ‘. L J ] A B - ]
»0 %0
Median O5 (9% <), months |nt“md“t°/poof
> v NVOHARD M4
gn hata SN 10.% 16.8-20.7) g ™
HR (V3% O, 0.46 10.300.7) 5. 7%
1, i .
| . 1 Medin OS (¥5% C), months 04,
g 2 : g 154 NOARD @3 D) '
! ' SUN 223750 :
Poor : MR (VN Q) .83 0.310.8)) ‘
o Y Y Y v Y Y Y Y Y e v \4 ' 4 ' 4 Y Y Y Y )
¢ [ 1”2 " 24 » 3 < s “ 0 . 1 ] 0 » » «Q e “
N sl oneha . Wortha
S H 4 - Eal “ R ”n MV D 208 » e 4 1 $ r
~ o . J Py ] | L) ] * o~ % roe ) » ™ " ¥ J

Modan follow wp for 0%, 44.0 montha. Usctratied Cox proportional hacard model wued for MR

Burotto M GU ASCO 2023
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Cross-Trial Comparison of Response in ITT Population

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

0%

ORR (%)

ORR 100%
90%

71% 80%

70%
60%
50%
40%
30%
20%
10%
0%

Rate of PD (%)

Pembro + Nivo + Cabo Pembro +

Rate of PD

Axi (CheckMate Len
(Keynote 9ER) (CLEAR)
426)

* Response rate may be a more immediately meaningful endpoint than survival measure.

* 10/10 has the lowest response rate and higher primary progressive disease.

* TKI containing therapy is more likely to control symptoms and may be prioritized.

Motzer. ESMO 2021. Abstr 661P. Rini. ASCO 2021. Abstr 4500; Motzer. ASCO GU 2022. Abstr 350. Motzer. ASCO GU 2021. Abstr 269.

Pickering L,EIKCS 2022
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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



VEGF-10 in Refractory RCC

Phase Il CONTACT-03 study

Primary analysis of centrally reviewed PFS
(primary endpoint)

( Key eligibilty criteria A

+ Advancedimelastatic clear cellof non-clear cel
RCC wath or wathout a sarcomtoid component

*Radiographie progression on or afer pror ICI
freatment

1 1C1 as adjuvant, 1L or 2L (single agent orin
combination with anther permited agent)

\  [C1 inthe immediately preceding fine of therapy }

[ Stratification factors p

+IMOC risk group
Ovs1-2v823

+Histology
Dominant clear ceflwithout sarcomatold vs
dominant non-clear cell without sarcomatoid v
any sarcomatoid®

+ Most recentline of ICI

\ Adurantvs 1Lys 2L )

Atezolizumab 1200 mg IV g3w
+ Cabozantinib 60 mg daily PO

Cabozantinib 60 mg daily PO

(Prlmary endpoints
+Independent centrally-assessed PFS*
08

Key secondary endpoints

+ Investigator-assessed PFS¢

+ ORR (per central review and per investigator)*

+ Duration of response (per cenlral review and per
Investigator)

\‘ Safely

CimcaTrols govD, NCTOH338269. NOC, Itarmadonal Metastat RCC Dolabase Converthn, Pafont ware anvolied betneen July 26, 2020 and Dwcombar 27 2021
" Paplry, chromephobe or unclssafed (chromaphobe requires ercomatokd dMerentsicn).* Clear cel o non<lear cel.* Assested accordng o RECIST 1.1,

Choueiri et al ASCO 2023

Atezo + Cabo Cabo
(n=263) (n=259)
PFS events, n (%) 171 (65) 166 (64)
ey Median PFS (95% ClI), mo 106(98, 12.3) 108 (10.0, 12.5)
3 | |
1; & 12-month PFS (95% CI), % 44 (38, 50) 48 (42, 54)
2 Stratified HR (95% CI)* 1.03 (0.83, 1.28); P=0.784"
2
= 601
s
=
c
@
o
L 40
&
£
20 4
0
T T T T T T T T T T T T T T
-] 2 4 € 8 10 12 14 16 18 20 2 24 26
Number at risk Time (months)
Atezo + Cabo 263 253 226 188 188 133 100 68 43 22 7 6 2 1
Cabo 259 242 216 183 183 130 109 k4l 52 4 12 8 5 1

Interim analysis of OS (primary endpoint)

1004
o
— 60+
s
"
o
o
OS events, n (%)
Median OS (95% CI), mo
27 | 12:month 0s (95% CI), %
Stratified HR (85% CI)*
o

89 (34) 87 (34)
25.7 (25.1, NE) NE (21.1, NE)
79 (73, 84) 76 (71, 81)

0.94 (0.70, 1.27), P=0.690

o 2 - 6

Number at risk
Alezo + Cabo 263 2%9 240 229
Cabo 269 247 235 221

r T T T T T T
8 10 12 14 16 18 2 2 24 26 28

Time (months)
215 207 196 157 121 91 %0 3 15 3 1
207 15 182 145 113 88 %0 2 " 3 2
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Conclusions

Immunotherapy has become the backbone for bladder and kidney cancer
treatment regimens.

ADCs and IO combination in bladder cancer are very promising with high
ORR and will change the treatment landscape.

Multiple VEGF inhibitor + 10 combinations have demonstrated superior
disease control to sunitinib monotherapy in frontline advanced/metastatic
RCC.

Without direct comparisons in a clinical trial setting and positive results
from each combination, differentiation among these approved VEGF + IO
combinations relies on the ease of use for the regimen and selecting the

appropriate regimen for each patient based on patient characteristics and
risk factors.

Biomarkers are required for better patient selection and treatment
response.
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