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Adjuvant Nivolumab in MIUC

and more...

ADC, radioligand therapy, adjuvant immunotherapy,
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Prostate Cancer Update

1. TheraP (ANZUP 1603) — Lu-177-PSMA in mCRPC
2. ACIS — Apa/Abi vs. Abi in mCRPC
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TheraP (ANZUP 1603)

177Lu-PSMA-617 (LUPSMA) versus cabazitaxel in metastatic

.
castration resistant prostate cancer (nCRPC) progressing after ANZUP
docetaxel: updated results including progression free survival ®

(PFS) and patient-reported outcomes (PROs)

TheraP (ANZUP 1603)

Michael Hofman, Louise Emmett, Shahneen Sandhu, Amir Iravani, Anthony Joshua, Jeffrey Goh,
David Pattison, Hsiang Tan, lan Kirkwood, Siobhan Ng, Roslyn Francis, Craig Gedye, Natalie
Rutherford, Alison Zhang, Margaret MclJannett, Martin Stockler, John Violet, Scott Williams,
Andrew Martin, lan Davis on behalf of the TheraP Investigators

Cancers Symposium
LINEBERGER COMPREHENSIVE

)
]L‘“.UNC CANCER CENTER

5
177-Lu-PSMA-617
imaging/ — Radionuclide
» PSMA-ligand
V."..‘.
PSiM .‘?.' .". ,"
R B ) o 5 & L,
cell death ~ ; Yy .
. & ® At o < e ‘ » ¢
)
‘ BUNC | cremeara o
6

For Educational Use Unly



UNC Lineberger Cancer Network

Presented on April 28, 2021

TheraP (ANZUP 1603)

Trial Schema

177Lu-PSMA-617
8.5 GBq IV g6 weekly
¥ 0.5GBq each cycle
. Up to 6 cycles
N=291 registered
N=99

68Ga-PSMA-11 + FDG PET/CT Died prior to Rx (n=1)

* PSMA SUVmax > 20 at any site

* No FDG positive/PSMA negative
sites of disease

* Centrally reviewed

CABAZITAXEL
20mg/m? IV g3 weekly,
Up to 10 cycles

N=91 ineligible
* Low PSMA expression (n=29)
* FDG discordant disease (n=51) J
* Other (n=11)

% unsuitable

N=101
Met exclusion criterion (n=1)

Siites wre T property
of tha withor, permiasion
recriied for reuse.

Genitourinary
Cancers Symposium
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Withdrawal of consent (n=15

presenteo 8y: Michael Hofman gormorun -

SPECT/CT @ 24 hours
suspend Rx if no or minimal
uptake (centrally reviewed)
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Patient Characteristics
Cabazitaxel (N=101) 77Lu-PSMA-617 (N=99)
Age (Years): Median (IQR) 72 (67-77) 72(67-77)
Prior androgen receptor-directed therapy 91 91
abiraterone only 24 21
enzalutamide only 8 49 = Pre-specified analysis after
abiraterone and enzalutamide 9 21 170 PFS events: cut-off 20
Disease burden (> 20 sites) 79 77 JUL 2020 g
ECOG performance status :
0 a2 * Median follow-up of 18.4
1 53 months
2 4
unknown
PSA: Median (IQR) 110 (64 94 (44 - 219)
ALP: Median (IQR) 130 (79 111 (83 -199)
Gleason Score at diagnosis
unknown
PRESENTED AT S;:c‘g:r‘s;?r:;os«,m v i presenten ay: Michael Hofman gommoruan —
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TheraP (ANZUP 1603)

Aim: to determine the activity and safety anzp
of 177Lu-PSMA-617 vs cabazitaxel

77Lu-PSMA-617: 29% (95% CI 16%-42%; p<0.0001) greater PSA50-RR  [IMSInEIaVAsloloTol (31 &

oo PSA Reduction 250% = PSA 2 50% response (PSASO-RR)
from baseline

="° Secondary Endpoints:

Nopost-baseline Adverse effects
P54 mrsassment PFS: overall, radiographic PFS, PSA

37% (95% C1 27-46%) 5 66% (95% C1 56-75%) Objective tumour response
Patient reported outcomes: pain,
ealth-related quality of life
all survival

Percentage Change from Baseline

cabazitaxel (N=101) ' 77L4-PSMA-617 (N=99)

g;:;’:{:g;:gm 2 ereseiteo sy: Michael Hofman eommonun -
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TheraP (ANZUP 1603)

Progression Free Survival (PsA and radiographic) an

177Lu-PSMA-617 delayed progression
HR 0.63 95%Cl 0.46-0.86 P=0.0028

Cabazitaxel '7Lu-PSMA-617

Proportion Event-Free

Cabazitaxel
— 177Lu-PSMA-617

0

Number at risk
Cabazitaxel 101
Lu-PSMA 99

prog
Similar HR for rPFS (0.64)

Senitourinary hdea tvu e peneity
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TheraP (ANZUP 1603)

Objective Response Rate (recisT 1.1)

. no partial response . partial response . no post-baseline assessment

© Response 4
o JI'III o |
N

Cabazitaxel (N=41) 07 1114.psMA-617 (N=37)
ORR 24% 49%

(95%C1) (11-38%) (33-65%)

Percentage Change from Baseline
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Selected Adverse Events
Cabazitaxel (N=85) 17714-PSMA-617 (N=98)
G1-2 (%) G3-4 (%) G1-2 (%) G3-4 (%)

Neutropenia (+/- fever) S 13 7 4

Thrombocytopenia 5 0 18 11

Dry mouth 21 0 60 0

Diarrhea 52 5 18 1

Dry eye 4 0 30 0

Dysgeusia 27 0 12 0

Neuropathy (motor or sensory) 26 1 10 0

Fatigue 72 4 70 5

Nausea 0 1

Anemia 8 8

Vomiting 2 1

TOTAL (all AEs)

Selecte |

Lu-PSMA 8 6 zitaxel-t 1. The Lu-PSMA-617 re deaths.
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Press Release (3/23/2021): Phase Il VISION study

Novartis announces positive
result of phase lll study with
radioligand therapy 177Lu-PSMA-
617 in patients with advanced
prostate cancer

v Phase lll VISION study with 7 Lu-PSMA-617 met both primary endpoints, significantly
improving overall survival (OS) and radiographic progression-free survival (rPFS) in
patients with PSMA-positive metastatic castration-resistant prostate cancer’

Likely practice changing (awaiting data)

https://www.novartis.com/news/media-releases/novartis-announces-positive-result-phase-iii-study-radioligand-therapy-177lu-psma-6 17-patients-advanced-prostate-cancer
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ACIS

Abstract #9
Results From ACIS, a Randomized, Placebo-
Controlled Double-Blind Phase 3 Study of
Apalutamide and Abiraterone Acetate Plus
Prednisone Versus Abiraterone in Patients With
Chemo-Naive Metastatic Castration-Resistant
Prostate Cancer

Dana E. Rathkopf," Eleni Efstathiou,? Gerhardt Attard,> Thomas W. Flaig,* Fabio Andre Franke,>
Oscar B. Goodman Jr,® Stéphane Oudard,” Thomas Steuber,® Hiroyoshi Suzuki,® Daphne Wu,°
Kesav Yeruva,'® Peter De Porre,!" Sabine Brookman-May, %12 Susan Li,"® Jinhui Li,"

Suneel Mundle,'® Sharon A. McCarthy,'> Fred Saad,® on behalf of the ACIS investigators
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ACIS

ACIS Study Schema: Randomized, Placebo-
Controlled Double-Blind Phase 3 Study?

Eatients _ E = Primary End Point
N =982 APA « rPFS (by investigator)
clusi riteria: (240 mg/d) n n in
mCRPC progression on ADT | + - - Overali survival (OS)
+Progressive disease® by AAP | « Time to initiation of cytotoxic chemotherapy
PCWG2 [AA (1000 mg QD) + « Time to pain progression
ECOGPSOor1 % P(5mg B[D)] 4 + Time to chronic opioid use
Pain score (BPI-SF) £ 3 Exploratory End Points
No prior chemo or AS| for » Time to clinical progression
castration-resistant disease Time to first subsequent anticancer therapy
Time to second progression-free survival
Decline in PSA level
Time to PSA progression
Prespecified subgroup analysis by patient
characteristics and tumor signatures

* Geographic region (North Patient-reported outcomes (FACT-P)
America, Europe/UK or rest of until disease af
I of consent, or * Safety
world) & coeptab
occurrence of unacceptable
Patients received ol Long-term follow-up every 3 months

R
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Stratification Factors:

+ Presence or absence of visceral
metastases

« ECOGPSOor 1

-
=
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ACIS

Prespecified Subgroup Analysis of rPFS for
Baseline Characteristics?

Median (months) Events/n
APA + AAP AAP APA + AAP

median

BL ALP above median

Favors APA + AAP Favors AAP

Genitourinary
Cancers Symposium
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ACIS

Long-Term Follow-up: 30% Reduction in Risk
of Radiographic Progression or Death

Long-term results: rPFS analysis at median follow-up of 54.8 months (Sep 15, 2020)
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rPFS by
Investigator
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Months

1 69
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Similar OS Between APA + AAP and AAP
Final analysis at median follow-up of 54.8 months (Sep 15, 2020)
100 —*mese
a
3
Overall Survival S _ HR, 0,95 (85% CI, 0.81-1.11).
E3 o N P = 0,408
2
s
a
0 4 8 12 16 20 24 28 32 36 40 44 48 52
Months
No. at Risk
Apaiutamide +
AAP
— S;‘:C”eor‘s"é’;;:;oum o e = rreseneosy: Dana E. Rathkopf —
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ACIS

APA + AAP Combination Safety Consistent With
Previously Reported Profiles: No New Safety Signals

n (%) ’ AAP (n = 489)
3 4 Any grade Grade 3 or 4
275 (56.2
152 (31.1
TEAE leading to discontinuation 31(6.3)
TEAE associated with death®
TEAESs of special interest®
Fatigue 19(3.9)
Hypertension 61(12.5)
Fall )

>
3

-
m
>
m

w
o
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Cardiac disorders* 28 (5.7)

Hypokalemia 20 (4.1

Peripheral edema 4(08

Fracture and osteoporosis 7(1.4)
s | 3(06) |

3 (4.
Skin rash 22 (4.5) 49 (10.0) 2(0.4)
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Seizures
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ACIS — Not practice changing without improvement in OS

ACIS Conclusions

ACIS met its primary end point of rPFS, as assessed by investigator, in chemotherapy-
naive mCRPC

» rPFS was extended by 6 months in primary per-protocol analysis and by 7.4 months
in the updated final analysis with APA + AAP versus AAP (P < 0.0001)

» The rPFS benefit was observed versus AAP, an active comparator
Secondary end points, including OS, were similar between arms

No new safety signals were observed

Slightly higher rates of TEAEs were seen with APA + AAP; however, the quality of life
was comparable between treatment arms (FACT-P Total)

Clinical/biomarker subgroups of patients may derive greater benefit with APA + AAP

Genitourinary
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Bladder Cancer Update

1. EV-301- EV vs. Chemotherapy in mUC (previously treated)
2. EV-201 - EV in cisplatin-unfit mUC (prior 10)
3. CheckMate 274 — adjuvant Nivolumab in high-risk MIUC
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EV-301

Primary Results of EV-301:

A Phase 3 Trial of Enfortumab Vedotin vs
Chemotherapy in Patients With Previously
Treated Locally Advanced or Metastatic
Urothelial Carcinoma

Thomas Powles, MD'2; Jonathan E Rosenberg, MD2?; Guru P Sonpavde, MD?;
Yohann Loriot, MD, PhD#; Ignacio Duran, MD, PhD3; Jae-Lyun Lee, MD, PhD§;
Nobuaki Matsubara, MD7; Christof Vulsteke, MD, PhD&; Chunzhang Wu, PhD?;
Mary Campbell, MD?; Maria Matsangou, MBChB, MD?; Daniel P Petrylak, MD'!

'Barts Cancer Centre, Queen Mary University of London, London, United Kingdom; “Memorial Sloan Kettering Cancer Center, New York City, NY,
USA; *Dana-Farber Cancer Institute, Harvard Medical School, Boston, MA, USA; “‘Gustave Roussy, Université Paris-Saclay, Villejulf, France; “Hospital

National Cancer Center Hospital East, Chiba, Japan; *Center for Oncological Research (CORE), University of Antwerp, Integrated Cancer Center
Ghent, Ghent, Beigium; “Astellas Pharma, Inc., Northbrook, IL, USA; '“Seagen Inc., Bothell, WA, USA; "'Smiiow Cancer Center, Yale Scheol of
Medicine, New Haven, CT, USA

Dual first authorship; Drs. Powles and Rosenberg contributed equally to this presentation

CANCER CENTER
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Enfortumab Vedotin

& Tumor Cell
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EV-301

EV-301 Open-Label Phase 3 Trial Design

Enfortumab vedotin

Key eligibility criteria: (N=301)

+ Histologically/cytologically 1.25 mg/kg - 3 =
confirmed UC, including with on Days 1, 8, and 15 Primary endpoint: Overall survival
squamous differentiation or of each 28-day cycle
mixed cell types 1:1 randomization

= = with Secondary endpoints:
reapse dutngor aer PO-IL1 Preselected o Prones onlise ivel
treatment for advanced UC Chemotherapy o

+ Overall response rate

« Prior platinum-containing regimeq (N=307)° . Safety

for advanced UC*

+ ECOGPSOor1

“Stratification variables were ECOG performance status (0 or 1), regions of the world (Unted States, western Europe. or rest of workd). iver metastass (yes or no)

*if used in the aduvant/necaduvant sefting, progression must be within 12 months of completion.

“imestgator selected pror to randomaation

“in countries where approved: overal proportion of patients receiving vinfunine capped at 35%.

Abbreviations: ECOG PS, Eastemn Cooperative Oncology Group status; PD-1L1 cel death prot death-igand 1; RECIST, Response Evakiation Criteria in
Solkd Tumers; UC, advanced urothelal carcinoma

presenTeDBY: 1 homas Powle
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EV-301

Results - Demographics and Disease

Characteristics
Darametar ‘ Enfortumab Vedotin
N=301 .
Age, median 68 years 68 years
Male sex 79% 76%
Western Europe 42% 42%
Geographic region United States 14% 14%
Rest of the world 44% 44%
ECOG performance status® 0 AdS 0%
1 60% 60%
01 67% 68%
Bellmunt risk score ) 30% 31%
Liver metastasis® 31% 31%
Prior lines of systemic therapy i b Lore
23 13% 12%
Response to prior CPI 20% 16%
AOSMROOR: CPY, Skt Wi, EOO Eal Soovenis Dby e T P M AN AN s (ner o) Data cut-off: July 15, 2020

presenTEDBY: 1homas Powles
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EV-301

Median OS

Overall Survival

100 -3 Chemotherapy 7 3.05, 1(
90 - HR: 0.70 (95% ClI: 0.56, 0.89)
. ' P=0.00142
£ 704
® 60 N Event/N
2 1 o
2 “\N_ — Enfortumab vedotin ~ 134/301
@ i S e i ! Chemotherapy 167/307
= 40 4 -
g 30 H : iy + Censored
20
10
0 1 | T T T T T T T l' T T T - T T T T T T o ¢ T ;¢ T T 1
0 1 2 3 4 5 6 7 8 9 10 1 12 13 14 15 16 17 18 19 20 21 22 23 24
Patients at risk (n) Duration of Overall Survival (Months)
Aobroviatons:Ci. conioance raarvel: KR hazard rso; O3, overst sunévet Data cut-off: July 15, 2020

§ 77 - y
. a §
preseneosy: Thomas Powdes L ten
[ em |
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EV-301

Overall Survival: Subgroup Analyses

Enfortumab vedotin  Chemotherapy
(EvenuN]

ventN) )
Al subjects —.— 1347201
<65 years —— 49108
£9% Fopl 265 years ——ot 0.75 (0.56, 1.00) 85193
o Male —— 061 {0:47.079) 101238
Female e 147 (072, 189) 3383
W Europe —— 076 (053, 1.07) 57126
Region us - - . 0.88(0.51, 1.54) 2543
Rest of Worid (SR 0,64 (045,092) 521132 70134
0 —— 081(0.53,1.24) 40120 461124
s 1 — 067 (051, 087) 4181 121183
R s Yes e 0,68 (0,46, 0.96) 5393 &8s
- No —— 073 (0.5, 0.88) 81208 104212
Pacieaxel —— 071049, 101) sviat senm2
Pre-seiected control therapy Docetavel —— 071 (048, 1.04) aver sy
Vinfiurine —_— 077 (048, 1.24) 3073 4178
Upper tract ey 0.85(0.57, 1.27) 448 21107
f e
e Bladderiother —— 0.67 (051, 088) 20203 1157200
12 —— 0,69 (054, 0.88) 18262 1471270
e ey ) ey 088 (047, 1.64) 1938 2037
Resporder — 063 (0.34, 1.17) 1861 2350
DA rapoxies 1 pror O Non-responder -t 0.76 (0.56.0.99) 1001207 120215

;F\TUNC LINEBERGER COMPREHENSIVE
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EV-301

Progression-free Survival

Median PFS

HR: 0.62 (95% CI: 0.51, 0.75)

g

g

£

‘2 P<0.00001

-g Event/N
§ 40 — Enfortumab vedotin 2017301
'g 30 Chemotherapy 2317307
g 204 & + Censored
g : : Tty e + +

T 10 : : S

T T T T T T T
o 1 2 3 4 5 6 7 8 9 10 1 12 13 14 15 16 17 18 19 20 21
Durati g ion-free Survival (Months)

Patients at risk (n)

Evaliated in the intent.o-reat populatin
Abbrevistions: Ci. conficence inerval: HR. hNazard raso; s, montha: PFS. progression-free sunvival

LINEBERGER COMPREHENSIVE
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EV-301

Investigator-Assessed Overall Response

Confirmed overall response rate, P<0.001

. 40.6%

95% CI: 34.9%, 46.5%

17.9%

Patient Response (%)

— v —
Enfortumab vedotin (N=288) Chemotherapy (N=296)

Disease control rate,* % (95% Cl) 71.9 (66.3, 77.0) 53.4 (47.5,50.2) P<0.001

Evaluated in the response-evakaadle population. Response is as assessed Dy the ivestigator per RECIST v1.1

“indicates the proportion of patients who had a best overall response of confirmed CR. PR, or SD (at least 7 weeks). enfortumab vedotin vs chemotherapy.
Abbreviations: CI, confidence interval CR. complete response; PR, partal response; RECIST, Response Evakiation Criteria in Sobd Tumors: SO, stable dsease. Data cut-off: July 15, 2020

PREsENTEDBY: | homas Po
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EV-301

Treatment-Related Adverse Events

Enfortumab Vedotin

Adverse Event

Any adverse event

Alopecia 0
Penpheral sensory neuropathy 34% 3% 21% 2%
Pruritus 32% 1% 4% 0
Fatigue 31% 6% 23% 4%
Decreased appetite 31% 3% 23% 2%
Diarrhea 24% 3% 16% 2%
Dysgeusia 24% 0 7% (]
Nausea 23% 1% 2% 1%
[ Rashmacuopapuiar 1] 16% 2% 0
Anemia 12% 3% 20%
Neutrophil count decreased

Neutropenia

Evauated in the safety population: Gplaying 00verse events (AZS) cceurming in 220% or grade 23 AE:
Treatment-relates AES 8@ Sverris with 8 6850NMDM POSIBINLY VP 10 treatment (s MISSING retcOsnp 800 818 N0 SMe-acustes

This sikce contains updated Gata in the chemotherapy B 10 Bcjust for CompouNded rownding

SAES that were deemed “Mricus” Mmo!nmm.qnuuwwnm upon predetined crtara. Data cut-off: July 15, 2020

Abbroviations AE_adverse event EV. enfortumab vedot ri-rolsted

PRESENTEDBY: | 1y
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EV-301 - Practice changing

EV-301: Conclusions

Enfortumab vedotin had superior overall survival compared with chemotherapy
in patients with advanced UC who had previously received platinum-based
chemotherapy and a PD-1/L1 inhibitor
+ Enfortumab vedotin showed superior progression-free survival and response rates compared with
chemotherapy
» Subgroup analyses also broadly showed benefit in the enfortumab vedotin arm
+ Results were consistent with phase 1 and 2 studies

Enfortumab vedotin demonstrated a tolerable and manageable safety profile
+ No new safety signals were identified; safety profile was with prior enf vedotin studies
« Adverse events of special interest (eg, skin peripheral pathy, and hypergly ) were
generally mild/moderate in severity and consistent with those reported in prior studies

Enfortumab vedotin is the first drug, beyond chemotherapy and immunotherapy,
to show significant survival advantage in previously treated advanced UC

gl

. > g presentensy: Thomas Powdes L
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EV-201

EV-201 Cohort 2: Enfortumab vedotin in
cisplatin-ineligible patients with locally
advanced or metastatic urothelial cancer who
received prior PD-1/PD-L1 inhibitors (NcT03219333)

Arjun V. Balar, Bradley McGregor, Jonathan Rosenberg, Michiel S. van der
Heijden, Se Hoon Park, Jae Lyun Lee, Michael R. Harrison, Elisabeth |. Heath,
Mark N. Stein, Yohann Loriot, Andrea Necchi, Joyce Stein eri, Shanhg-Ying Liang,
Eric Kim, Janet Trowbridge, Mary Campbell, Daniel P. Petrylak, and

van Y. Yu
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EV-201

EV-201: Non-Comparative, Pivotal Phase 2 Trial
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EV-201

EV-201 Cohort 2: Key Eligibility Criteria

* Key inclusion criteria:

* Locally advanced unresectable or metastatic urothelial carcinoma (including
divergent differentiation)

* Previously treated with a PD-1/PD-L1 inhibitor

* Ineligible for cisplatin-containing chemotherapy* and no prior exposure to platinum-
containing chemotherapy in the locally advanced or metastatic setting

* Progression during or following most recent treatment
» Key exclusion criteria:
* Ongoing sensory or motor neuropathy 2Grade 2

* Active CNS metastases
* Uncontrolled diabetes mellitus?

1 Defined rC1] 230 and <60 mi/min), 2, ECOG 2

* Hemoglobin ALC (HBATC) 28% o HBALC of 7% 1o <B% with

.
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EV-201

EV-201 Cohort 2: Key Demographics and Disease Characteristics

Patients Patients

Characteristic N=89 Characteristic (N=89)
Median age (range), years 75 (49,90)  Primary tumor location
Male sex 66 (74%) Upper tract? 38 (43%)
ECOG performance status Bladder/other 51 (57%)

Oor1l 78 (88%) Metastasis sites

2 11 (12%) Lymph nodes only 18 (20%)
Body mass index 230 kg/m? 13 (15%) Visceral disease’ 70 (79%)
Renal function based on creatinine clearance Liver 21 (24%)

Normal/Mild decrease 260 mL/min 27 (30%) Received prior PD-1/PD-L1 therapy in first line 87 (98%)

Moderate decrease: 230 and <60 mL/min 60 (67%) Responder? to PD-1/PD-L1-containing therapy 22 (25%)

Severe decrease: 215 and <30 mL/min 2 (2%)

Includes renal pehvis and ureter

oracic of
drenal glands, and bone

LINEBERGER COMPREHENSIVE

CANCER CENTER
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EV-201 Cohort 2: Best Overall Response per BICR
Patients (N=89)
ORR per RECIST v 1.1 assessed by BICR %
Confirmed ORR, 95% CI* 52 (40.8, 62.4)
Best overall response?
I Confirmed complete response 20 I
Confirmed partial response 31
Stable disease 30
[ Progressive disease 9 ]
Not evaluable? 9
aLONTED A : . . presenteosy: Arjun V. Balar s
== LINEBERGER COMPREHENSIVE
G @—UNC CANCER CENTER
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EV-201

EV-201 Cohort 2: Change in Tumor Measurements per BICR

100

| 88% of ble patients i

8 &8 8 8

8

T

Percent Change from Baseline
o

-100

Individual Patients (n=77)

Data are not avaidabile for 12 subjec por ) incomplete. i targe post

of no measurable disease at baseline per BICR (n=6}.

presenteosy: Arjun V. Balar

by ] : =N
8 @UNC ‘ CANCER CENTER
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EV-201 Cohort 2: Responses by Subgroup per BICR
Subjects (N=89)
N % (8% Cn ORR. % (96% CO
a9 520408, 624) ———
— s Responses were observed across all
2108 46009.01) ————y subgroups, including patients:
w2 61085 803 e * with primary tumor sites in the
bt bl 2 upper tract (ORR=61%)
o bkt B e —" * with Iiyer metastasis (ORRde%)
* who did not respond to prior PD-
uy 65475 108) ————y . Ty
oot 2wy ——y 1/PD-L1 inhibitors (ORR=48%)
Suee 52(380.64) ———————
iFice) 2006732
8 61(434.76) —_———
2351 2501159 7) [
1021 sasT T ———
530404052
w2 64407, 828) ———
’E “P." 803) + BICH « Blinded I;\::xp‘(;;*'r;l‘(‘:::' Review, ORR « Objective
s ’4!\«8(0-:,(9!-(“ K PO~
53 ss@se.eer) e programmed cell death protein 1 inhibitor; PO-L1 =
w21 &8287.681) I — — lighend 1; CPS =
PRESINTED AT S presenteED BY: Arjun V. Balar
LINEBERGER COMPREHENSIVE
0 @UNC ‘ CANCER CENTER
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EV-201

EV-201 Cohort 2: Progression-Free Survival and Overall Survival

100 PFS  Median 100 OS  Median
= % 1 N Events (Months) 95% CI 90 N Events (Months) 95% CI
§, 80 89 56 58 (5.03,8.28) 80 89 44 147 (10.51,18.20)
~§ 70 ;:j 70
o 60 S 60
$ % 5.8 months g % 14.7 months
“é - % 4
::
g
& 104 10

0 0

012345678 9101112131415161718192021222324 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 X
Time (Months) Time (Months)

No atRisk89 84 73696524736 U 2621614137 6 6 3 222 2 1 1 NootRsk8) 8 75 73 8 45 % 2 13 9 7 6 3 1 1

Median follow-up: 13.4 months

presenteEDBY: Arjun V. Balar soun
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EV-201 - Promising but not practice changing at this time
EV-201 Cohort 2: Summary and Conclusions
* Following immunotherapy, cisplatin-ineligible patients need effective treatment options
* The response rates to EV in this study are numerically the highest observed for any
regimen in cisplatin-ineligible patients with advanced urothelial carcinoma
* 52% ORR, with 20% CR rate
* 10.9 months median duration of response
* Response rates were consistent across all subgroups
* Tolerable safety profile in an elderly patient population ineligible for cisplatin
* Activity demonstrated in EV-201 Cohort 2 builds upon the overall survival benefit shown in
PD-1/PD-L1 inhibitor and platinum-treated patients in EV-301
* These data support continued investigation of EV across the spectrum of urothelial
carcinoma and may support a new standard of care for this population with unmet need
ﬁ;::llw(nm.h\v&rlmm;? ;’:»ln;:l’\‘ aloeve or TO3ZE8545) EV-302: FV b e (NCTOA223856)
Pena A . presenteoBy: Arjun V. Balar 1 7@1”_
=) LINEBERGER COMPREHENSIVE
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CheckMate 274

Study design

CheckMate 274

« CheckMate 274 is a phase 3, randomized, double-blind, multicenter study of adjuvant nivolumab

versus placebo in patients with high-risk MIUC
N =709

Key inclusion criteria

« Patients with ypT2-ypT4a or ypN+ MIUC who had neoadjuvant
cisplatin chemotherapy

+ Patients with pT3-pT4a or pN+ MIUC without prior necadjuvant
cisplatin chemotherapy and not eligible/refuse adjuvant 1
cisplatin chemotherapy

+ Radical surgery within the past 120 days

+ Disease-free status within 4 weeks of dosing

Stratification factors
+ PD-L1 status (<1% vs 2 1%)*
Prior neoadjuvant cisplatin-
based chemotherapy

Nodal status

NIVO IV

240 mg Q2W

Treat for up to
1 year of adjuvant
PBO IV therapy
Q2w

Minimum follow-up, 5.9 months
Median follow-up in ITT population, 20.9 months (NIVO) and
19.5 months (PBO)

Primary endpoints: DFS in ITT population and DFS in all
randomized patients with tumor PD- Ll 2

Exploratory endpom(s |ncluded DMFS safety, HRQoL

“Defined by the percent of positive tumor cell membrane staining in a minimum of 100 evaluable tumor cells

05 data were not mature at the

using the PO-L1 INC 28-8 PharmDx immunchistochemistry assay.

of the first planned interim analysis. 05 and D35 data are not presented

DFS, disease-free survival; DMFS, distant froe survival; 0SS, fic survival; HRQoL,
NUTRFS, non-urothelial tract recurrence-free survival; 05, overall survival; PO-L1, programmed death tigand 1;

d quality of life; IHC y: ITT,

Q2W, every 2 weeks; R, randomized
UNC LINEBERGER COMPREHENSIVE
CANCER CENTER
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CheckMate 274

Statistical design

CheckMate 274

« Two primary objectives

— To compare DFS for NIVO versus PBO in all randomized patients (ITT)
— To compare DFS for NIVO versus PBO in all randomized patients with PD-L1 2 1%

« Sample size calculation (~700 patients)

T

Power considerations
type | error of 2.5% (2-sided)

-410 DFS events would provide ~87% power to
detect an average HR of 0.72 with an overall

PD-L1 2 1%
~162 DFS events would provide -80% power to
detect an average HR of 0.61 with an overall
type | error of 2.5% (2-sided)

Interim analysis

One interim analysis planned at -85% of targeted DFS events

Adjusted alpha level at
interim analysis

0.01694 (based on 348 observed DFS events)

0.01131 (based on 137 observed DFS events)

» Key secondary objective

— 0OS (secondary endpoint) to be tested using hierarchical procedure in each population, per the statistical

analysis plan

MR, hazard ratio,

4
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CheckMate 274

Select baseline demographic and disease characteristics in

all randomized patients

CheckMate 274

‘ NIVO ‘ PBO
(N = 353) (N = 356)
Mean age (range), years 65.3 (30-92) 65.9 (42-88)
Male, % 75.1 772
Region, %
United States 139 149
Europe 48.2 48.0
Asia a7 208
Rest of the world 15.3 16.3
ECOG PS,* %
0 63.5 62.1
1 34.6 35.1
2 2.0 2.5
Tumor orfgin at inftial diagnosis, %
Urinary bladder 79.0 789
Upper tract disease 21.0 B
Minor histological variants present, % 411
PD-L1 2 1% by IVRS, % 39.7 39.
Prior neoadjuvant cisplatin, % 433 5
Pathologic T stage at resection,* %
pr0-2 2.7 242
pT3 58.4 57.3
pT4a 16.1 17.4
Other 2.5 0.8
Nodal status at resection,®%
Ne 473 47.2
NO/x with « 10 nodes removed 26.6 27.8
NO with 3 10 nodes removed 25.8 24.7

"Not reported for 1 patient in the PEO arm. *ECOG PS of 2 was permitted only for patsents who did not receive cisplatin-based reoadjuvant chematherapy and are ineligible for adjuvant
cisplatin-bazed chemotherapy, ‘The T staging included patients with N+, N0, or NX. Not reported for 1 patient in each arm

£COG PS5, Eastern Cooperative Oncology Group performance status; IVRS, interactive voice-responie system.,

6
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CheckMate 274

Disease-free survival

CheckMate 274

ITT PD-L1 2 1%
0. 0 d of events/ | Median (95% CI)
0. of p o no. of patient: months
1.0 NIVO 1667353 21.0 (17.1-33.4) o NIVO 52/140 NR (22.0-NE)
il X PBO | 203/35% | 10.5 (8.3-13.9) | o™\ ) [_8oriaz___| 10.8(5.7-21.2)
B HR, 0.70 (98.31% Cl, 0.54-0.89)* z \ HR, 0.53 (98.87% Cl, 0.34-0.84)°
%“ P < 0.001° 3% s P < 0.001°
0.7 207 b e
" ———
% 0.6 \.‘ \ %o.o \ \
£ o0s L \\""M $os L HIVO
a e o NIVO 3 e
S N Ty ™ Lo
-; 0.3 : -;03 o =y
g 02 g02
S04 S o
0.0 0.0
0 3 & 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 36 9 1215 18 21 24 27 30 33 36 39 42 45 48 51
Months

Mo, at risk Months No. st risk

Minimum follow-up, 5.9 months.

OFS was defined as the time between the date of randomization and the date of first recurrence (local urothelial tract, local non-urothelial tract or distant) or death.

MR, 0.695 (98.31% CI, 0.541-0.594). *Based on a 2-sided stratified logrank test. "HR, 0.535 (38.87% C1, 0,.340-0.842),

i, confidence interval; NE, not estimable; NR, not reached.

7
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CheckMate 274

Non-urothelial tract recurrence-free survival

CheckMate 274

ITT PD-L1 2 1%
No. of events/ | Median (95% CI), No. of events/ | Median (95% CI),
no. of patients months 1.0 no. of patients
1597353 24.6 (19.2-35.0 : "\\ )
g PBO 1 189/356 1713.7 (8.4-20.7) g o9 A 1 777142 109 (5.822.1)
% o HR, 0.72 (95% Cl, 0.58-0.89) g 0.8 \'\ HR, 0.54 (95% Cl, 0.38-0.77)
S
Ego ot e
E‘.;aoe \\ Ego.a Nesere,
%80s i “"M_\‘__\- 2805 f NIVO
it R P NIVO et =
Z504 R PR E"SM by, e
‘E: 50.3 g 50.3
2 o2 Z 02
§ 2
= 01 0.1
0.0 - 0.0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Months

o, wt risk

Minimum follow-up, 5.9 months

Months

NUTRFS was defined as the time between the date of randomization and the date of first local non-urothelial tract or distant recurrence or death.

10
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CheckMate 274

Distant metastasis-free survival

CheckMate 274

ITT PD-L1 2 1%

No. of events/ | Median (95% Cl), No. of events/ | Median (95% Cl),
= 1.0 no. of patients months = 1.04%, no. of patients months
z NIVO 1307353 35.0 (24.6-NE) 2z ‘3 NIVO 45/140 NR (33.9-NE)
309 y P8O 1 1537356 | 29.0 (14.7-NE) | 3 09 ] ) | 617142 | 21.2 (10.6-NE)
g 08 . HR, 0.74 (95% Cl, 0.58-0.93) gﬂ-ﬁ 1\“1\ HR, 0.60 (95% Cl, 0.41-0.88)
3 07 071 TN we—ay
z 06 \\ % 0.6 A St NIVO

e 3 — e
g 05 S emme VO f iahfaiino VSIS -
304 > 0.4
2 2
303 g 03
£ o2 g2
g o1 g o1
= z
S 00 500
3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

Mo, st itk Months No. strtsh Months.

Minimum follow-up, 5.9 meaths.

DMFS was defined as the time between the date of randomization and the date of first distant recurrence (non-local) or date of death,

1"
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CheckMate 274

Safety summary in all treated patients

PBO
(N = 348
Any-cause AEs, % 95.4 36.8
Treatment-related AEs,® % 55.5 7.2
Treatment-related AEs leading to discontinuation, % 2.0 1.4
Pruritus 2.1 1.5
Fatigue 7.4 0 1.1
¥E 5
£5 Diarrhea 16.8 109
gs Rash 151 8
E s Lipase Increased i oo
< G 83
'i = Hypothyroldism e [l
% § Amylase increased
K] 32 Hyperthyroldism
€3 Asthenia
133 Nausea
]
£ g Decreased appetite
Blood creatinine Increased
Maculopapular rash
% 20 15 10 15

“includes all treated patients. ‘Thace were 2 treatment-related deaths due to preumanitss in the NIVO arm. There were no treatment related deaths in the PBO arm.
Includes events reported between the first doze and 30 days after the last dose of study therapy.
12
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CheckMate 274

CheckMate 274

Health-related quality of life: change from baseline in
EORTC-QLQ-C30 global health status score

ITT PD-L1 2 1%
—— NIVO PBO
mprovemes
g 10F e SREIONL "
¢ £
B F 2
2 2
o g
) &
5
3
$ s $.
< P
g 5
H £
3 -104- i 3- a =
WS W9 WI3 W17 W21 w25 Wit \‘7)7 w43 was FUl Fu2 w5 -;9 wi3 Wr|7 w21 WY}S w3 w'37 W43 w49 FUr FU2
Time points Time points
Mo, st itk o, axrik

« No deterioration in HRQoL with NIVO versus PBO was observed in either the ITT

or PD-L1 > 1% populations
Number of patsents displayed is the number of patients included in the mixed effects linear regression for repeated measures analysss at each visit, SE 1s the robust SE calculated using empirical
variance estimator

FU, follow-up visit; LS, least square; $E, standard error.
14
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CheckMate 274 — Potential to be practice changing...

CheckMate 274

Summary

« Adjuvant NIVO significantly improved DFS in patients with high-risk MIUC after radical surgery,
both in the ITT and PD-L1 2 1% populations

NUTRFS (secondary endpoint) and DMFS (exploratory endpoint) were also improved with NIVO
versus PBO in both study populations

The safety and tolerability of NIVO monotherapy was consistent with previous reports in other
tumor types, including in patients with metastatic UC'-3

No deterioration in HRQoL, as measured by change in EORTC QLQ-C30 global health status score,
was observed with NIVO versus PBO

NIVO is the first systemic immunotherapy to demonstrate a statistically significant and clinically
meaningful improvement in outcomes when administered as adjuvant therapy to patients
with MIUC#5

These results support NIVO monotherapy as a new standard of care in the adjuvant setting for
patients with high-risk MIUC after radical surgery, regardless of PD-L1 status and prior
neoadjuvant chemotherapy

1. Sharma P et al. Loncet Oncol 2016;17:1590-1598. 2. Sharma P et al, Lancet Oncol 2017;18:312-322. 3. Motzer R et al. N Engl J Med 2015;373:1803-1813. 4. Kim HS ot al. Investig Clin Urol

2018;59:285-296. 5. Hussain MMA et al. J Clin Oncol 2020;38(suppl 15):5000
15
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IMvigor 010
IMvigor010 Study Design
Atezolizumab
| Key eligibili 1200 mg q3w
+ High-risk MIUC (bladder, renal pelvis, ureter) (16 cycles or 1 year)
. Y y/nep y with LN Disease recurrence/
dissection within < 14 weeks survival follow-up
- ypT2-T4aor ypN+ for patients treated with NAC®
- pT3-T4aor pN+ for patients not treated with NAC® No crossover allowed Tumor assessments.
+ No postsurgical radiation or AC q12w for years 1-3,
« I no prior NAC given, patient had to be ineligible for, or (q24w for years 4-5
declined, cisplatin-based AC and at year 6)
+ ECOGPS 0-2 Ob tion® g3
|+ Tissue sample for PD-L1 testing Servaron. v
[Stratification factors « Primary endpoint: DFS (ITT population)
+ Number of LNs resected - Tumor stage : It i
(< 10vs 2 10) (< pT2 vs pT3/pT4) Key secondary endpomt.. oS (ITT Populétlon)
- Prior NAC (Yes vs No) « PD-L1 status® - Exploratory analyses: Biomarkers including PD-L1 status
+ LN status (+vs —) (IC0/1 vs IC2/3) . Safety
AC, adjvant chemotherapy. DFS, disease-free survival, ITT, intention to treat; LN, lymph node; MIUC, muscie- UC. *Protocol broadened elgbity to “al-comers” (nitially, oaly PD-L1-
selected patients were envolied [IC2/3: PD-L1 expression on tumor-infitrating immune cells (IC) 2 5% of tumor area [VENTANA SP142 IHC assay]) and to patients with MIUC (initially, cnly patients with
le- bladder cancer ). * Upper-tract UC staging ypT2-4 or ypN+ (with NAC) and pT3-4 or pN+ (without NAC). © Alternating clinic visits and phone cals.
20200ASCO
IzﬁTUNC LINEBERGER COMPREHENSIVE
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IMvigor 010

DFS in ITT Population

DFS
i
i

DFS events, n (%)
Median DFS (95% CI), mo [

["18-mo DFS rate (95% CI), % |

' DFS HR (95% CI)* |

Atezolizumab Observation
(N = 406) (N = 403)
212(52) 208 (52)
19.4(159,248) | 166(112,248)
51(46,56) | 49(a4,54)

0.89(0.74, 1.08); P = 0.2446°

Atezolizumab

40

Observation

T T T T T T T T T T T

] 3 6 9 12 15 18 21 24 27 30
Months
332 281 248 223 201 169 142 115 92 67

305 240 211 188 177 156 131 109 87 67

Data cutof: November 30, 2019. Median follow-up: 21.9 mo. * Stratified by post-resection tumor stage, nodal status and PO-L1 status. *2-sided.

2020ASCO
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IMvigor 010

DFS by PD-L1 Status

\ PD-L1 IC0/1 '* \ PD-L11C2/3
™ ®
Ny S
o * S o = N, Observation
i Dy . ; & =~ R At
- TNy, Alezolizumab i s
D ai e Atezolizumab
» Observation
S 3 % % s o n oM % o» ow w4 w4 R 5 W % M % % B % w2 e ow
Months Months
No. at ek & e doved )
Atezolizumab (n =210)  Observation (n = 207) Atezolizumab (n = 196)  Observation (n = 196)
DFS events, n (%) 118 (56) 120 (58) 94 (48) 88 (45)

HR (95% CIy* 0.81(0.63, 1.05)

1.01(0.75,1.35)

Data cutoff: November 30, 2019, IC2/3, PD-L1~expressing IC on 2 5% of tumor area (VENTANA SP142 assay). ICO/1, < 5%, * Stratsed by tumor stage and nodal status.

2020ASCO
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ALLIANCE A031501: Phase lll randomized “Adjuvant study of peMBrolizumAb in muScle
invaSive and locAlly aDvanced urOthelial carcinoma” (AMBASSADOR) versus observation

Pre-registration

Co-primary

Central PD- Registration

L1 testing

Eligibility

= MIBC or UTUC

N=739

(-

Radical cystectomy
nephrectomy,
nephroureterectomy
or ureterectomy >4
but < 16 weeks

=Post-neoadjuvant
chemotherapy and >
pT2 and/or N+

OR
=cisplatin-ineligible
and = pT3 or
pN+/+margins

HN—Z OO Z» ™

OR

=decline adjuvant
chemo and = pT3 or
PpN+/+ margins

||—><—<:UCUJ |—|—>:Url1<0|

||-><—<:u<:<n mmx . rnm>rn<n—c|
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Kidney Cancer Update

1. CLEAR - Len/Pem in advanced ccRCC
2. SWOG 1500 - Cabo in pRCC
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CLEAR

Phase 3 trial of lenvatinib plus pembrolizumab or
everolimus versus sunitinib monotherapy as a
first-line treatment for patients with advanced
renal cell carcinoma (CLEAR study)

Robert Motzer!, Camillo Porta’, Masatoshi Eto*, Thomas Powles®, Viktor Griinwald®, Thomas E. Hutson®, Boris Alekseev’, Sun Young
Rha®, Evgeny Kopyltsov’, Maria José Méndez-Vidal'®, Sung-Hoo Hong!!, Anil Kapoor'?, Teresa Alonso Gordoa'?, Jeffrey C. Goh'4, Jaime
R. Merchan'®, Alan D. Smith*¢, Kalgi Mody*’, Rodolfo F. Perini'¥, Dongyuan Xing'’, and Toni K. Choueiri*®

IMemorial Sloan Kettering Cancer Center; New York, NY, USA; ’San Matteo University Hospital Foundation, Pavia, italy; "Kyushu University, Fukuoka, Japan; ‘The Royal Free NHS Trust, London,
England, UK; *University Hospital Essen, Essen, Germany, YeanNolo‘v Dallas, TX, USA; "P.A, Hertsen Moscow (ancerﬂeseav(h |M!lwk' Moscow, Russia, *Yonsei Cancer Center, Yonsei
University Health System, Seoul, South Korea; *State “Regional Chnical Oy 8y Disp ", Omsk, Russia; ¥ f Cordoba
(IMIBIUN tal L , Medical O 2 , Cdedoba, Spain; Seoul St. Mary's Hospital, The Cathalic University of Kores, Seoul, Soumxme- TMcMaster
Y , Ontario, Canada; * tal Us (aul Madrid, Spain; “ICON Research, & U , St Luc |, Australia;
Unmrmy of Miami Sylvester (umprenenwe(mw(enw Miami, FL, USA; *isai Ltd.,, Hatfield, UK; 'Eisai Inc., Wooddi ‘vme N, USA; “Merck & Co., Inc., Kenil hworth, NJ, USA; “Dana
Farber Cancer Institute, 8oston, MA, USA.

Abstract #269
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CLEAR

Study Design

Lenvatinib
Key eligibility criteria 20me o Qo
+ Advanced clear-cell RCC i X n
5 Reqror2mal Primary endpoint
* Treatment-naive ALULLIVAZER * PFS by IRC per RECIST v1.1
* Karnofsky performance status 270
1 : Secondary endpoints
* Measurable disease e — Lenvatinib .08
. : “ N 18 mg oral QD
Adequate organ function R (a:12) 8 ¥ « ORR by IRC per RECIST v1.1
& > Everolimus « Safety
Stratification factors B S mgoral QD + HRQoL
* Geographic region: Western Europe Key exploratory endpoints
and North America vs Rest of the *DOR
World * Biomarkers
* MSKCC risk category: Favorable,
Intermediate, or Poor
“patient
DOR, doration o responser RaSL, Heslin selste qoamy of i VG, dependnt e Gommitieo:MISCE; Moral Shoun Ketxaiog Conc Concer;ORR, objeciv eiponse e 05, Svrallunsiak R, rondnlacin
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CLEAR

Baseline Characteristics

LEN + PEMBRO (n = 355) LEN + EVE (n = 357) SUN (n =357)
Median age (range) — years 64 (34-88) 62 (32-86) 61 (29-82)
Geographic region — %
Western Europe and North America 55.8 56.0 55.7
Rest of the World 44.2 44.0 443
MSKCC prognostic risk group — %
Favorable / Intermediate / Poor 27.0/63.9/9.0 27.5/63.6/9.0 27.2/63.9/9.0
IMDC risk group — %
Favorable / Intermediate / Poor 31.0/59.2/9.3 31.9/546/11.8 34.7/53.8/10.4
Sarcomatoid features — % 7.9 6.7 5.9
PD-L1 expression — %
21/<1/not available 30.1/31.5/383 325/331/345 33.3/289/37.8
Prior nephrectomy — % 738 72.8 77.0
IMDC, International Metastatic RCC Database Consortium; PO-LL, programmed death ligand 1
Y LINEBERGER COMPREHENSIVE
0 II‘ﬂ‘LJ]N'(: ‘ CANCER CENTER
57
. . *
Progression-free Survival
1.0~
0.9
0.8 LEN + PEMBRO vs SUN:
HR (95% Cl): 0.39 (0.32, 0.49); P < 0.001
Zz 074
3 LEN + EVE vs SUN:
% 06 HR (95% C1): 0.65 (0.53, 0.80); P< 0.001
& 05
=
% 0.4 LEN + PEMBRO
A 03-] MedianPFs, mo (95% Cl)
02| LEN +PEMBRO 23.9 (208,27.7) LEN+EVE
) LEN +EVE 14.7 (11.1,16.7)
0.1+ SUN 9.2 (6.0, 11.0) SUN
o &4 8 1 1 2 24 8 2 3%
No. at Risk Tine (montha)
355 300 259 213 160 126 80 30 6 1 0
357 259 185 149 105 70 37 13 3 0
357 218 124 85 62 42 25 9 2 0
* By Independent Review Committes per RECIST v1.1 —
LINEBERGER COMPREHENSIVE
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. . * . . .
Progression-free Survival™ With Lenvatinib
. .
Plus Pembrolizumab in Key Subgroups
LEN + PEMBRO SUN
Subgroup Events / no. of patients HR (95% C1)
Overall 160/355 205/357 —— 0.39 (0.32-0.49)
<65 years 88/194 134/225 — 0.37 (0.28-0.49)
2 65 years 72/161 71/132 — = 0.43 (0.31-0.61)
Sex
Male 120/255 158/275 —— 0.38 (0.30-0.49)
Female 40/100 47/82 —— 0.42 (0.27-0.66)
Geographic region
Western Europe and NA 86/198 108/199 —— 0.42 (0.32~0.57)
Rest of the World 74/157 97/158 —_— 0.36 (0.26-0.49)
PD-L1 expression
21 51/107 78/119 — 0.40 (0.27-0.58)
<1 48/112 58/103 —_— 0.39 (0.26~0.59)
IMDC risk group
Favorable 43/110 67/124 — 0.41 (0.28-0.62)
Intermediate 97/210 110/192 — 0.39 (0.29-0.52)
Poor 18/33 26/37 —_—— 0.28 (0.13-0.60)
Prior nephrectomy
Yes 107/262 163/275 —— 0.37 (0.28-0.47)
No 53/93 42/82 — 0.44 (0.28-0.68)
Sarcomatoid features
Yes 19/28 16/21 ————— 0.39 (0.18-0.84)
No 141/327 189/336 —— 0.38 (0.31-0.48)
*By Independent Review Committee per RECIST V.1 01 2
NA, North America. Favors LEN + PEMBRO Favors SUN
ﬁUNC LINEBERGER COMPREHENSIVE
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Overall Survival
1.0
09+
0.8
0.7
% SUN
& 0649 LEN + PEMBRO
S LEN +EVE
a 054
s
04+ Nhedlen G5, mo B ) LEN + PEMBRO s SUN:
3 034 4 HR (95% Cl): 0.66 (0.49, 0.88); P= 0.005
: LEN +PEMBRO NR (33.6, NE)
0.2 LEN+EVE NR (NE) LEN + EVE vs SUN:
SUN NR (NE) HR (95% CI): 1.15 (0.8, 1.50); P= 0.3
0.1
0 ; - : ; - ; T - : ; - . ; - . ; )
o 3 6 9 12 15 18 21 24 27 30 33 3 39 4 4 48 s1
Time (months)
No. at Risk
355 342 338 327 313 280 222 188 129 66 26 10 2 0
357 346 321 299 277 246 183 154 109 a6 22 8 2 0
357 332 307 289 264 236 186 160 112 60 25 7 2 2 1 0
NE, not estimable; NR, not reached.
ﬁ C LINEBERGER COMPREHENSIVE
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CLEAR

Confirmed Objective Response Rate”

LEN + PEMBRO (n = 355) LEN + EVE (n = 357) SUN (n = 357)

Objective response rate (95% Cl) — % 71.0 (66.3-75.7) 53.5 (48.3-58.7) 36.1(31.2-41.1)
Best overall response — %

Complete response 16.1 9.8 4.2

Partial response 549 43.7 319

Stable disease 19.2 33.6 38.1

Progressive disease 5.4 7.3 14.0

Unknown / not evaluable 4.5 5.6 11.8

Relative risk versus SUN (95% Cl) 1.97 (1.69-2.29)

P-value <0.001

*By Independent Review Committes per RECISTV1. 1

1.48 (1.26-1.74)

<0.001

/‘l,—T]UNC LINEBERGER COMPREHENSIVE
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Treatment Exposure, Safety, and
Discontinuation
LEN + PEMBRO (n =352) LEN +EVE (n=355) SUN (n = 340)
Median duration of treatment, months 17.0 (0.1-39.1) 11.0 (0.1-40.0) 7.8 (0.1-37.0)
(range)
Patients with any TRAEs (%) 96.9 97.7 92.1
Grade > 3" 71.6 73.0 58.8
Patients with any TRAEs leading to dose
reductions (LEN or SUN) (%) 614 633 A
Patients with any grade TRAEs leading to
discontinuation (%)
LEN or SUN 18.5 16.1 10.0
PEMBRO or EVE 25.0 19.2 -
LEN + PEMBRO or LEN + EVE 9.7 135 -
“Geade S TRAEs were obiserved in 1.1% of patientsin the LEN + PEMBRO arm, 0.8% of patients in the LEN + EVE arm, and 0.3% of patients in the SUN arm,
TRAE, treatment emergent adverse event.
= LINEBERGER COMPREHENSIVE
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CLEAR

TRAEs With Frequency 2 20%

LEN + EVE SUN
Diarrhea 59.7 q
Stomatitis 456
Hypertension 431
Fatigue 36.6
Decreased appetite 349 |8
Nausea
Hand-foot syndrome
Hypothyroidism

374
39.1

321 ==
247 Any Grade

276 crade23 [N

359

Proteinuria 318
Dysgeusia
Vomiting
Rash
Weight decreased
Hypertriglyceridemia
Dysphonia

70 60 50 40

30 40 50 60 70

Alanine aminotransferae/ aspartate aeinotranberase increasedin 10.4/11.5% (grade 3: 2.0/1.4%) of patients inthe LEN + EVE arm and 8 8/8.5% of patients (grade 3: 1L8/0.6%) in the SUN arm.
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L's CANCER CENTER

63
CLEAR - Practice changing as another I0/VEGFR TKI combo
Conclusions
* Lenvatinib plus pembrolizumab demonstrated significant improvements in PFS,
0S, and ORR versus sunitinib
* Lenvatinib plus everolimus demonstrated significant improvements in PFS and ORR
but not OS versus sunitinib
* The safety profiles of lenvatinib plus pembrolizumab and lenvatinib plus
everolimus were consistent with each drug’s known profile and manageable, as
needed, through dose modifications
* These results support lenvatinib plus pembrolizumab as a potential first-line
treatment for patients with advanced RCC
4 BUNC | Grcnemmmen e
64
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First-line options for metastatic ccRCC

Checkmate 214 Keynote 426 Checkmate 9ER CLEAR (Pem/Lenva)
(Int/Poor) (Pem/Axi) (Nivo/Cabo)
IMDC Fav/Int/Poor 23/61/17 32/55/13 22 /58/ 20 31/59/9
Sarc features 13 18 12 8
PD-L1 positive 25.5
Prior CN 82 83 69 74
ORR 42 59 56 (vs 27) 71
CR 9 6 8 (vs4.6) 16
Median PFS 11.2 (vs 8.3) 15.4 (vs 11.1) 16.6 (vs 8.3) 23.9(vs9.2)
HR 0.7 (0.65-0.90) (int/poor) 0.69 (0.6-0.8) 0.51 (0.41-0.64) 0.39(0.3-0.5)
1yr0OS 86% vs 76%
Median OS 48.1 NR NR NR
Sunitinib arm 26.6 35.7 NR NR
HR 0.66 (0.5-0.8)(int/poor) 0.53 (0.4-0.7) 0.60 (0.4-0.9) 0.66 (0.5-0.9)
PRO’s Pos Neg Pos ?
>= Gr 3 TRAE 48 vs 64 63 vs 58 61 vs 51 72 vs 59
>=3 transaminitis 10%
>=3 HTN 12.5%
Steroids 19%
=N LINEBERGER COMPREHENSIVE
- c/o Dr. Tracy Rose, UNC @UNC CANCER CENTER
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SWOG 1500

Sunitinib versus cabozantinib, crizotinib or savolitinib in
metastatic papillary renal cell carcinoma (pRCC):
Results from the randomized phase 1l SWOG 1500 study

Sumanta K. Pal,! Catherine Tangen,? lan Murchie Thompson Jr.,* Nao o el e B, iel Yick Chin Hel
M. Shuch,” Mark 2 Mari Tretiakova,® Peter Humpl an,'° ' Georg A. Bjama 2
Ulka N. Vaishampay 3 Ajjai Shivaram Alva,'® Tian Zhang, ' Scott Wesle 3,18 2 John Wright,*® Primo N. Lara Jr."7

Genitourinary
Cancers Symposium
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SWOG 1500

Key Eligibility

Pathologically verified PRCC
Available tissue submission for retrospective central adjudication of PRCC subtype

Up to one prior systemic therapy, excluding VEGF- or MET-directed agents
Zubrod performance status of 0-1

Adequate organ and marrow function

Eg:'ejr\sﬂé:rr’\’po e et eresenteosy. Sumanta K. Pal, MD -
) LINEBERGER COMPREHENSIVE
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Results: Accrual and Futility Analysis
» From April 2016 to December 2019, 152 patients were enrolled at 65 centers throughout the US
and Canada
Primary Endpoint:
mPRCC » Progression-free survival
+ Histologically confirmed Secondary Er_ldpoims:
diagnosis of PRCC * Overall survival
* Measurable disease * Response rate
* 0-1 prior lines of therapy * Adverse events :
* No prior therapy with otinib + Exploratory evaluation of:
sunitinib * MET mutational
* Zubrod 0-1 status ;
* MET expression
« Savolitinib and crizotinib arms closed for futility in December of 2018
war  Genitourinary .
e N S < 3 =, presenteosy: Sumanta K. Pal, MD -
= LINEBERGER COMPREHENSIVE
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SWOG 1500

Results: Progression-Free Survival

Progression-Free Survival
Data as of October 14, 2020

Median  94%
AfRisk Falod i Months Cont. Tt

At Risk
Cabozantinib
Crizotinib
Savolitinib
Sunitinib

20 30
Months After Registration

« Cabozantinib significantly prolonged PFS relative to sunitinib (HR 0.60 (95%Cl 0.37-0.97 [1-sided P-
value=0.019])

Genitourinary

Cancers Symposium p e y > presentensy: Sumanta K. Pal, MD _
] ;’r* UNC LINEBERGER COMPREHENSIVE
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SWOG 1500

Results: Efficacy

Sunitinib Cabozantinib Crizotinib Savolitinib
[n (%)] [n (%)] [n (%)] [n (%)]
Complete Response 0 (0) 2 (5) 0(0) 0(0)
Partial Response (PR) 2(4) 8 (18) 0(0) 1(3)
Unconfirmed Partial Response 1(2) 2 (5) 1(4) 2(7)

23 (50) 23 (51) 7 (25) 8 (28)
11 (24) 4(9) 12 (43) 8 (28)
1(2) 1(2) 3(11) 1(3)
1(2) 1(2) 0(0) 0(0)
7 (15) 3(7) 5(18) 9(31)

46 (100) 44 (100) 28 (100) 29 (100)

+ Confirmed overall response rate with cabozantinib (23%) significantly higher than with
sunitinib (4%) (2-sided P-value= 0.010)

oo s 2ENITOUrINAMY

Cancers Symposium e - presentEDBY: SUmanta K. Pal, MD -
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SWOG 1500 - Practice changing as new standard for pRCC

Conclusions

SWOG 1500 is the first randomized trial exclusively in patients with metastatic pPRCC to complete
accrual

Cabozantinib was shown to significantly prolong PFS relative to sunitinib, meeting the study’s
primary endpoint (HR 0.60 (95%Cl 0.37-0.97 [1-sided P-value=0.019])

Cabozantinib also significantly increased response rate relative to sunitinib (23% vs. 4% [2-sided
P-value=0.010])

Savolitinib and crizotinib study arms were terminated prematurely in a futility analysis; neither
showed benefit in PFS relatively to sunitinib

Regardless of subtype classification (by either local or central review), cabozantinib had a
homogeneous treatment effect across subtypes

Cabozantinib should be considered the new reference standard for systemic therapy in patients
with metastatic pPRCC

E;-:cw:grg;;%o“ m ! » > presenteDBY: Sumanta K. Pal, MD —
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2021 GU Cancers Symposium Highlights

* Thank you for your attention.
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