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Learning Objectives INOVA

Schar Cancer Institute

Understand and discuss recent abstracts and data presented at GU
symposium meetings that reflect cutting-edge research reports on the
practice of prostate, bladder and kidney cancers

Understand updates to prostate cancer treatment

Evaluate results of frontline immunotherapy trials in metastatic urothelial
cancer and adjuvant therapy

Evaluate updates to first-line kidney cancer treatment and adjuvant therapy
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Urologic Oncology:
Highlights of GU Oncology 2021

Prostate cancer
Biochemical recurrence
Approval of 18F-DCFPyL based on ASCO GU 2020 Abstract 5501 - Impact of PSMA-
targeted imaging with 18F-DCFPyL-PET/CT on clinical management of patients (pts) with
biochemically recurrent (BCR) prostate cancer (PCa): Results from a phase IlI,
prospective, multicenter study (CONDOR). (Michael Morris, MD)

mCRPC treatment

ASCO 2021 Plenary - Phase Il study of lutetium-177-PSMA-617 in patients with
metastatic castration-resistant prostate cancer (VISION) (Michael Morris, MD)
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Urologic Oncology:
Highlights of GU Oncology 2021

Bladder Cancer

Adjuvant therapy for high-risk muscle-invasive bladder cancer
ASCO GU abstract: First results from the phase 3 CheckMate 274 trial of adjuvant
nivolumab vs placebo in patients who underwent radical surgery for high-risk muscle-
invasive urothelial carcinoma (MIUC).
ASCO 2020 Abstract 500: IMvigor010: Primary analysis from a phase Ill randomized
study of adjuvant atezolizumab (atezo) versus observation (obs) in high-risk muscle-
invasive urothelial carcinoma (MIUC). (Maha Hussain, MD, FASCO)

Metastatic urothelial cancer
Summary of first-line metastatic urothelial trials: Keynote 361 and Imvigor130
ASCO Abstract 4508: First-line pembrolizumab (pembro) in cisplatin-ineligible patients
with advanced urothelial cancer (UC): Response and survival results up to five years from
the KEYNOTE-052 phase 2 study (Peter O’Donnell, MD)
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Urologic Oncology:
Highlights of GU Oncology 2021

Renal

Adjuvant Therapy
ASCO 2021 Plenary: Pembrolizumab versus placebo as post-nephrectomy adjuvant
therapy for patients with renal cell carcinoma: Randomized, double-blind, phase I
KEYNOTE-564 study (Toni Choueiri, MD)

First line mRCC
ASCO GU 2021 Abstract : Phase 3 trial of lenvatinib (LEN) plus pembrolizumab
(PEMBRO) or everolimus (EVE) versus sunitinib (SUN) monotherapy as a first-line
treatment for patients (pts) with advanced renal cell carcinoma (RCC) (CLEAR study).
(Robert Motzer, MD)
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PSMA PET approvals
CONDOR: PSMA-argeted imaging
with 18F-DCFPYL-PETICT

Potential Natural History Prostate Cancer

Friday, August 20, 2021

nMCRPC = non-metastatic castration-resistant prostate cancer; mCRPC = metastatic GW ONCOLOGY
castration-resistant prostate cancer UPDATE

PSMA PET Scan approvals

FDA Approves First PSMA-Targeted PET Imaging
Drug for Men with Prostate Cancer

FDA approves second PSMA-targeted PET
imaging drug for men with prostate cancer

05/27/2021

Content current as of:
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F18 DCFPyL PSMA PET Scan

Diagnostic Performance of *8-DCFPyL-PET/CT 18F-DCFPYL
and its Impact on Clinical Management of
Patients with Biochemically Recurrent Prostate - sinedinked, urea-based smallmolecule

Multicenter Study (CONDOR) * Highspecific ctvty
+ 9(£20%) mCi administered intravenously
as bolus injection

-

+ Imaging performed 1-2 hours following 'I'll
administration

S ASC0

Cancer: Results from a Phase 3, Prospective, - Tosetsteexrueliardomainoresia - Wify,

.
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F18 DCFPyL PSMA PET Scan

Diagnostic Performance of ‘*F-DCFPyL PET/CT in
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F18 DCFPyL PSMA PET Scan

Correct Localization Rate by PSA
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* 63.9% of evaluable subjects had a change in intended management after 18F-DCFPyL-PET/CT
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Increasing detection with sensitive imaging

Table 1. summary of Mechanism and Diagnostic Efficacy of the Different Available PET Radiotracers

PET Tracer

Mechanism  Sensitivity (%) Specificity (%) Advantages Disadvantages
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Role of Lutetium

"Ly-PSMA-617 targeted radioligand therapy

Clinical Trials with Radioligand

therapy targeting PSMA:
LUPARP trial - '77Lu-PSMA-617
with Olaparib (NCT03874884)
PRINCE trial - "77Lu-PSMA-617
with pembrolizumab
(NCT03658447)
Antibody with small molecular
combination - 177Lu-PSMA-617
with 777Lu-J591 (NCT03545165)

LrPMASIT Bivds 1 PSHA
o0 o0 cof i w g oty

- Braicasrisson
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Lu-PSMA trial -
i ic 177Lu-PSMA-617
(NCT03454750)
Fractionated ""’Lu-PSMA-617 trial
(NCT03042468)
[ 2021 ASCO
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VISION: Phase III trial lutetium vs SOC mCRPC

Open-label study of protocol-permitted standard of care . . )
1 777Lu-PSMA-617 in adults with PSMA-positive mCRPC Prespecified endpoints: alternate primary,
key secondary and other secondary

Alternate primary Key secondary Other secondary
endpoints endpoinf endpoints
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VISION: Phase III trial lutetium vs SOC mCRPC
Baseline characteristics were well balanced across Previous cancer treatments were well balanced across
treatment arms and the two analysis sets treatment arms and the two analysis sets
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VISION: Phase III trial lutetium vs SOC mCRPC

Primary endpoints: "Lu-PSMA-617 prolonged 0S 7Lu-PSMA-617 prolonged OS in the rPFS analysis set
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VISION: Phase III trial lutetium vs SOC mCRPC
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VISION: Phase III trial lutetium vs SOC mCRPC

The NEW ENGLAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE ”

Lutetium-177-PSMA-617 for Metastatic
Castration-Resistant Prostate Cancer

O. Sartor, J. de Bono, K.N. Chi, K. Fizazi, K. Herrmann, K. Rahbar, S.T. Tagawa,
L.T. Nordquist, N. Vaishampayan, G. El-Haddad, C.H. Park, T.M. Beer,
A. Armour, W.J. Pérez-Contreras, M. DeSilvio, E. Kpamegan, G. Gericke,
R.A. Messmann, M.J. Morris, and B.J. Krause, for the VISION Investigators*
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Conclusions in Prostate Cancer

Use of PSMA tracers are here to stay
Cost and availability of tracers and facilities
Disease state applicability: biochemical recurrence, high-risk prostate cancer
Trials show changes in treatment decisions, but not in survival yet
Use of lutetium-PSMA is very promising, results of VISION trial likely will
lead to regulatory approval
Likely in the post-AR failure and chemotherapy failure

SOC arm have not yet seen cabazitaxel or radium, both agents known to
improve survival

Friday, August 20, 2021
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Bladder Cancer

Bladder

Adjuvant therapy for high-risk bladder cancer
ASCO GU abstract: First results from the phase 3 CheckMate 274 trial of adjuvant
nivolumab vs placebo in patients who underwent radical surgery for high-risk muscle-
invasive urothelial carcinoma (MIUC).
ASCO 2020 Abstract 500: IMvigor010: Primary analysis from a phase Ill randomized
study of adjuvant atezolizumab (atezo) versus observation (obs) in high-risk muscle-
invasive urothelial carcinoma (MIUC). (Maha Hussain, MD, FASCO)

Metastatic urothelial cancer

Summary of first-line metastatic urothelial trials: Keynote 361 and Imvigor130 and Javelin

Bladder 100 subgroups
ASCO Abstract 4508: First-line pembrolizumab (pembro) in cisplatin-ineligible patients

with advanced urothelial cancer (UC): Response and survival results up to five years from

the KEYNOTE-052 phase 2 study (Peter O’'Donnell, MD)
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Standard of care Muscle-invasive bladder cancer
(MIBC)

NON-METASTATIC

‘The Journal of Urology 2017 198, 552-559DO: (10.1016/j.juro.2017.04.086) GW ’ 3%2}@6'
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IMvigor010: Adjuvant atezolizumab vs
Observation

JHE LANEET
Oncle pubished: arch 13,201
IMvigor010: Primary Analysis From a Phase Ill ncology
Randomized Study of Adjuvant Atezolizumab . . L .
vs Observation in High-Risk Muscle-Invasive  Adjuvant atezolizumab versus observation in muscle-invasive
Urothelial Carcinoma : . . :
e s e e oo s s UTOLHENRI caTCiNOMa (IMigor010): a multicentre, open-label,
e o o

S randomised, phase 3 trial
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IMvigor010: Adjuvant atezolizumab

IMvigor010 Study Design

DFS in ITT Population

Ten (3%) patients in the atezolizumab group and one (<1%) patients in the observation group had an
adverse event of special interest requiring systemic corticosteroids
35 pts in observation group vs 15 pts in atezolizumab withdrew
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Checkmate 274: Adjuvant nivolumab vs
placebo

NEW ENGLAND JOURNAL of MEDICINE
ASCO s

Genitournary

Cancers Symposium |
First results from the phase 3 CheckMate 274 trial of
adjuvant nivolumab versus placebo in patients who . .
underwent radical surgery for high-risk muscle-invasive Ad)uvant Nivolumab versus Placebo
urothelial carcinoma

i - in Muscle-Invasive Urothelial Carcinoma

ORIGINAL ARTICLE H

Presnted By Dean sjon o 2021 Gentcurnry Cancers Synposin

Bajorin D et al., ASCO GU Cancers Symposium 2021; NEJM 2021
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Checkmate 274: Adjuvant nivolumab vs
placebo

Study design Patient disposition in all treated patients

« Chec

Bajorin D et al., ASCO GU Cancers Symposium 2021; NEJM 2021 GW ’ gNcoLoGY

Checkmate 274: Adjuvant nivolumab vs
placebo

Select baseline demographic and disease characteristics in
all randomized patients

Disease-free survival

POLT2

R, 053 (8,475, 0,340,841
P00t

Bajorin D et al., ASCO GU Cancers Symposium 2021; NEJM 2021 GW ’ gNcoLoGY

Checkmate 274: Adjuvant nivolumab vs
placebo

Distant metastasis-free survival Non-urothelial tract recurrence-free survival

m POLT2 1% m PDL12 1%

Bajorin D et al.,, ASCO GU Cancers Symposium 2021; NEJM 2021 GW ’ gusoLOGY
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Adjuvant trials MIBC >/= pT2 or N+

AMBASSADOR

IMvigor010 Checkmate 274

N = 800 = (A031501)
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Adjuvant Chemotherapy Studies

Hazad Ratio Hazard Ratio
logbazard Rat) SE Weight . Rands 1 Bandgm 9571 DFS in ITT Population
0347 02247 127%  073047,113) 1981 e |
00198 0288 105%  102(058.179) 1984 T M
o765 0367 87 046l: 1 | 5 TR
02077 0381 s%%  075041,137) 1987 & | 8 s E
10458 03393 035K = ARt
09676 0213 131% 038025058 210 - £ SRl
00202 0doss  73% 08804 218) 2011 =t —
0077 01988 136% 108073, 160] 2012 T
08162 01831 1524  0541040,073) 2015 =
1000%  064[045,085] *| R EEE NN EEEEREE
o223, - e
2=308(p=0002) o o

o1 0
Favours ACH  Favours 10 ACH

L

o loalHazard Raiol__SE

0781058 109] 2015

o791067,092) ’

UPDATE

Kim H et al., Oncotarget. 2017 Oct 6; 8(46): 81204-81214. GW ’ ONCOLOGY
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Adjuvant Immunotherapy Conclusions

Very promising results

Await regulatory approval for widespread use
Impact of one-year of therapy when the goal remains non-curative in intent
— delay of metastasis = surrogate for survival
Is this early vs late initiation of treatment
Relevance of different checkpoint inhibitor trial results — difference in
biology vs study design; ie., observation resulted in fall-out of subjects vs
placebo-controlled
Concerns regarding clinicians and patients favoring adjuvant
immunotherapy over offering neoadjuvant cisplatin-based chemotherapy to
those who are eligible
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Metastatic Urothelial Cancer

2020 — 2021 brought about multiple landmark trial results and
developments in urothelial cancer

Javelin Bladder 100 established switch maintenance immunotherapy with
avelumab is the current standard of care

First-line chemotherapy with immunotherapy Keynote-361 and IMvigor130
had disappointing results

FDA accelerated approval granted 4/2020 for Sacituzumab govitecan for
treatment beyond chemotherapy and immune checkpoint inhibitor failure
Adds to another ADC — Enfortumab vedotin (regular approval July 2021)

Voluntary withdrawal of durvalumab and atezolizumab in the 2"¢ line space

GW @ s

Javelin Bladder 100 updated subgroups

Figure 1. JAVELIN Bladder 100 phase 3 study design

Avelumab first-line (1L) maintenance for advanced

urothelial carcinoma (UC): analysis of clinical [TTOS—————
—————
and genomic subgroups from the JAVELIN Uthialy Mt
; advancedormetasiaticUC: 2o ( )
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Powles T et al., ASCO Annual Meeting 2021 GW . gusoLOGY
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Javelin Bladder 100 updated subgroups

ved 1L gemciabine

carboplatin

CONCLUSIONS
* An OS and PFS benefit was seen with avelumab 1L maintenance + BSC vs BSC alone
e across several subgroups o inferes’ including pafents with:
—— .
— -~ Upper or lower fract disease

- Mefastatic disease, unresectable locally advanced (LA) disease, o
fymph node-only disease

- PD-L1+umors who received 1L gemcitabine + carboplafin

- Tumor genomic subypes defined by The Cancer Genome Ao (TCGA), except
luminal

+ Analysis of key immune biomarkers by TCGA subtype did not predict beneft with
avelumab 1L maintenance

+ These data further support avelumab 1L maintenance as a standard of care for
patients with advanced UC fhat has not progressed with 1L plafinum-containing
chemotherapy

Powles T et al., ASCO Annual Meeting 2021 GW . gusoLOGY
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Enfortumab Vedotin

i ORIGINAL ARTICLE i

Enfortumab Vedotin in Previously Treated
Advanced Urothelial Carcinoma

hor 5, M.D., Jonathan E. Roser D., Guru P. Sonpavde, M.D,
n Loriot, M.D., Ph.D., Ignacio Durén, M.D., Ph.D., Jae-Lyun Lee, M.D., Ph.LC
ki Matsubara, M.D., Christof Vulsteke, M.D., Ph.D., Daniel Castellano, M.D.
Chunzhang W, Ph.D., Mary Campbell, M.D., Maria Matsangou, M.B., Ch.B., M.,
and Daniel P. Petrylak, M.O.
EV-301
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Antibody-Drug Conjugate (ADC)

+ Trop:2 s an epithell cell surface anigen
highy expressed in UC'
Humanized ant-Trop2
+ Sacituzumab goviecan is distinct flom other
o

- High drugrto-antibody rato®

- Hytroyss of thenker releases the
SN-38 cytotoc ntracelarly and in
the tumor microenironment. Thus,
Sacituzumab govtecar-bound tumor
celsar Kiled by intacelular uptake o
538, and adocent tumor cells re:
Kiled by SN-38 eeased
etracelulary’

+ Sacituzumab govitecan has shown nolecan
precinical and cinica acivi.*"*

cseqe04: 2019 Genitourinary Cancers Symposium | #6U19 Pt by St T

Sacituzumab Govitecan
ly Design o

C et n 12201 Sty

Sacituzumab Govitecan is a Trop-2-Directed

ORR of 27% with a complete
response in 5% and partial
response in 22% of patients.
Median duration of response was
5.9 months, with a median time to
onset of the response being 1.6
months.

Median PFS of 5.4 months (95%
Cl3.5-6.9)

Median OS of 10.5 months (95%
Cl8.2-12.3).
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Study Population
o ) Contnde Endpoint (EP)
unresectable or MUC Sacituzumab govitecan e I
+ Upperflower tract 10 mg/kg bt R
tumors. _ D1/8 of 21-day cycle unacceptable
+ Mixed histologic types __ N=482 toxici Secondary EP:
are allowed if urothelial + PFS by Pl assessment
is predominant O Dotetaiu o) 70 o using RECIST 1.1
+ Progression after * ORR. DOR, and cBR
platinum-based and + Pacitaxel @ 175 mgim? y Pl assessment using
anti-PD-1/PD-L1 oR T
ihoraey Vinflunine @ 320 mg/m? C QLQ 30 score
o on D1 of 21-day cycle and EuroQOL EQ-5D
+ Platinum in neo/adj
setting if progression
within 12 months and
subsequent CPI
- EmEM
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Voluntary withdrawal Durvalumab and
Atezolizumab

B Urology Times

DA indication for bladder cancer vol

= Atezolizumab FDA indication for pretreated bladder cancer voluntarily
withdrawn
]
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Potential landscape: First-line phase III Metastatic trials

@ IMvigor 130" D Javelin Bladder 1002 Keynote 361°
O itabil latinum . n/Platinum -> 0 i latinum
* Atezolizumab* Avelumab * Pembrolizumab*
+ Gem/Platinum + - BSC + Gem/Platinum +

Atezolizumab Pembrolizumab
Improvement in PFS 8.2 vs 6.3 mos; Improvement in OS =21.4vs 143 Did not meet dual primary
HR 0.82; P=0.007 HR = 0.69; P=0.001 endpoints of OS and PFS™
0 = 16 vs 13.4 mos HR=0-83;
p=0-027

DANUBE* Checkmate 8015 EV3028
. pinn " . . .
raHndm + Gem/Platinum + 3
+ Durvalumab Nivolumab’ pembrolizumab
+ Durvalumab + o Nimhmehs - Gem/platinum
tremelimumab Ipilimumab

Failed to improve OS
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First-line pembrolizumab and atezolizumab
retained indication

NEWS & VIEWS

nature reviews urology

2 BLADDER CANCER

Pembrolizumab use in bladder
cancer: a tale of two trials

Jeanny B. Aragon-Ching

FDA ODAC Votes in Favor of Retaining
Accelerated Approval for Bladder Cancer

Treatments i addifion, acconding o axvporting ated
o st line reatmen nelighle
e e
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First-line pembrolizumab

First-Line Pembroli in Cispl Pembroli b alone or combined with cf herap
Ineligible Patients With Advanced i

Urothelial Cancer: Response and versus cAhemotAherapy as first-line therapy for adyanced
Survival Results Up to 5 Years From urothelial carcinoma (KEYNOTE-361): a randomised,

the KEYNOTE-052 Phase 2 Study open-label, phase 3 trial

M. Hahns € R, Plimackio.). 2. Xu™ 4. L. Godwin'™ B

g,

fo s pos oty

08 wit pombroizuma vas nct
mkady aforn v ey

Objective
119110771320 and ot bt | | . cuerioncutcomeswih ez v catopt s guciabine
(RIBENCI 052 07723 19 A b ekt
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KN-052 vs KN-361 Pembro vs Choice of Carbo Patients ORR

RR Lower with
Pembro compared
to Carbo-Gem

269 ssn 000

Total Patients CPS >10

o s T
ST e R
Non-evaluable o no assessment 14.1% 97% % 135% A e
S erscon | s koo et ponssc ot 2021 ASCO
S — GW . gucoLoGy

|
Metastatic Urothelial Cancer conclusions

First-line cisplatin-based chemotherapy for those who are cis-eligible then
transition to avelumab maintenance whenever appropriate

Platinum-eligible patients should remain to get chemotherapy then
transition to avelumab maintenance whenever appropriate

Pembrolizumab monotherapy should be limited to a select group of
patients who are platinum-ineligible and those who are PD-L1 positive
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Renal Cell Carcinoma

Renal
Adjuvant Therapy

ASCO 2021 Plenary: Pembrolizumab versus placebo as post-nephrectomy adjuvant
therapy for patients with renal cell carcinoma: Randomized, double-blind, phase IlI
KEYNOTE-564 study (Toni Choueiri, MD)

First line mRCC

ASCO GU 2021 Abstract : Phase 3 trial of lenvatinib (LEN) plus pembrolizumab
(PEMBRO) or everolimus (EVE) versus sunitinib (SUN) monotherapy as a first-line
treatment for patients (pts) with advanced renal cell carcinoma (RCC) (CLEAR study).
(Robert Motzer, MD)

Friday, August 20, 2021
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Keynote 564: Adjuvant pembrolizumab in
high-risk RCC

Pembrolizumab vs Placebo as Post Nephrectomy KEYNOQTE-564 Study Design
Adjuvant Therapy for Patients with Renal Cell
Carcinoma: Randomized, Double-Blind, Phase 3
KEYNOTE-564 Study

Toni K. Chousir’; lotr Tomezaki; So Hoon Park’; Balajl Venugopal‘; Thomas Ferguson’; Yen-Hwa
i Jae Lyun L Thiery-

Vuillmin® % % Naomi Haas'*; ¥
Parini™; Pingy Zhang ¥ Jaqueline Wilemann-Rogerio®; Kontaro mai"; David Quinn'"; Thomas.
Powlesi: on behalfof the KEYNOTE-564 investiators.

soetriss 201 ASCO
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Keynote 564: Adjuvant pembrolizumab in
high-risk RCC

Prespecified Disease Risk Categories

Baseline Characteristics
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Keynote 564: Adjuvant pembrolizumab in
high-risk RCC

DFS by Investigator, ITT Population
- Interim OS Results, ITT Population

HRBE 35% CLLS3-04]

1021 ASCO

- 1nASCO
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Adjuvant therapy has been negative except
for sunitinib in the S-TRAC trial

Adjuvant Targeted Therapy with Mixed Results .
S-TRAC Study of Adjuvant Sunitinib Positive for DFS

DisesneFroe Sunival versi Sural

2021ASCO 0mASCO

FDA ap;;;ves sunitinib malate for adjuvant
of renal cell
T — GW ’ gncoLoGy
Conclusions: Adjuvant therapy for Renal
Ce" Cancer . « NCCN Guidelines Version 1.2022
NCCN Kidney Cancer
Adjuvant therapy |S Very INITIAL WORKUP STAGE :nnuavrusnwzw“kwwm

promising
Met primary endpoint of
DFS; overall survival not met
(though not primary
endpoint)
M1 NED population - E2810 ™
adjuvant pazopanib
negative*
Await regulatory approval for
widespread use

*Appleman L et al, J Clin Oncol 2019: 37, no. 15_suppl : 4502-4502. GW ’ gusoLOGY
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Evolving Landscape of mRCC Treatment
e

2005 2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021
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and IFN-A

2 line Pembrolizumab + J Tivozanib
Nivolumab

axitinib

Caboz_antlmb Avelumab + Pembrolizumab
Everolimus + axitinib + lenvatinib
Lenvatinib

uropeon
www.eau2021.org w ey

Everolimus
Pazopanib
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Results for I0/TKI combination

H ORIGINAL ARTICLE | e NEW ENGLAND
JOURNAL o MEDICINE

Nivolumab plus Cabozantinib versus

EsmastisED I 1812 APRILS, 2021 oL vots

Sunitinib for Advanced Renal-Cell Carcinoma

Es Lenvatinib plus Pembrolizumab or Everolimus
for Advanced Renal Cell Carcinoma

n, B

FDA approves nivolumab plus cabozantinib for
advanced renal cell carcinoma
January 22, 2021

Gw @ s

Results from 1st line mRCC trials

CABOSUN - Cabozantinib Checkmate 214 — Nivolumab/Ipilimumab CLEAR - Pembrolizumabllenvatinib

Timo Sinoe Random Assignmont (manthe)

Keynote 426 — Pembrolizumab + axitinib Javelin Renal 101 — Avelumab + axitinib Checkmate 9ER — Nivolumab + cabozantinib

i

Choueiri T et al., J Clin Oncol 35:591-597; Motzer R et al., Lancet Oncol 2019: 1370-85; Motzer R et al., N Engl J Med 2021;384:1289-300;
Rini B et al., N Engl J Med 2019;380:1116-27; Motzer R et al., N Engl J Med 2019;380:1103-15; Choueiri T et al., N Engl J Med 2021;384:829-41
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Efficacy of first line mRCC trials EAU21 /%5

Overall

Phase of Arms of therapy (n) Responses Endpoints/

triallMOA Primary endpoint (ORR) in active Responses
arm

Comments

US FDA-approved
n= 1211917 for firstine
PFS primary endpoint advanced RCC

Phase Il | Nivolumab + Ipiimumab then Nivolumab vs. N ol S
PD-L1 and Suniinb 25} LSO approved on
Checkmate 214 419% 0S=60%: 4/16/18 for intermediate
CTLA4 (n=1096) & D
inhibitor IntPoor risk OS d

FDA approved on
38 5/14/19 for front-ine

Phase Il C“”“"“’;’“","’ s Suniinib 33% PFS: C=82 mos vs. S =
I os;

JAVELIN Renal 101 Phase Il

Avelumab + Axiinib vs. suntinib
PD-LT +TKI n = 820)

MPFS: Ave + &
mosvs.S=72mos treatment advanced

55.2%
PFS in PD-L1 +

RCC
Nivolumab + cabozantinib vs suntinib B FDA approved on
Checkmate 9ER PErelneCs (=651) s [MTOYICS 108 MmO YE 4500 for advanced
PFS RCC
o - FDA approved on
KEYNOTE-426 Phase iy Pemeroleump  aipib v sunfini> o35  |MPFS:Pem +axi=151 41919 for istine
PD-1+TKI e : mos vs. S = 11.1 mos;  treatment advanced
g RCC

Pembrolizumab + lenvatinib vs. everolimus + S e ER23 oo

Prase 1 Tenatni v, sunin ton - pembro: [ v8S =92m0s o0+ |\ A aproved et
PD-1+ TKI (n=735) A e A lmes eSS
B Lon + Eve: 52.5% | 8 mos; 09 < Lo + P
vs S HR = 0.66;

Ve - g e e e, g e e 4o GW . ONCOLOGY
‘population; mos = months; AE = adverse event; DCR = disease control rate; Ave = avelumab; Ax| = axitinib; BICR = Bilnded independent contral review; § = suniinib; N = UPDATE

|
Common toxicities from first line mRCC trials

mRCC first line trials

lAll TRAES, % Allgrades | Grade 3-4 |All grades [Grade 34 | All grades | Grade 3-4 | Al grades | Grade 3-4 | All grades | Grade 34
[Fatigue 37.8% 4.4% 32.2% 3.4% 40.1% 4.3% 38.5% 2.8% 36% 3(0)
increased ALT 60% | 40% | 28% | 53% NR NR | 268% | 133% | 3% | 4()
[Hand-foot syndrome <1% <1% 40.0% 7.5% 28.7% 4.0% 28.0% 5.1% 33% 6(0)
Nausea 201% | 15% | 266% | 06% | 258% | 26% | 27a% | o09% | 25% | 100
IDiarrhea 220% | 40% | 638% | 69% | 614% | 9% | 543% | o1% | 5% | 50)
[Decreased appetite 13.9% 1.3% 13.9% 1.3% 40.3% 4.0% 29.6% 2.8% 20% 2(0)
TRAES leading to e Lei?:!:‘g dlc of either drug:
discontinuation (d/c) 22% Sy o 5%; 4.0%
Treatment Niss et ak% | Lot pamtaa 154, 4 bot drogs = 107%]
[fRass leading to 1% <1% n=15 26% 1.0%
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HRQoL Summary of Randomized Phase 3 First-Line
Combination Studies in cc Renal Cell Carcinoma

N=847 N=861 N=651 N=1069
HRQoL |Nvolumab s, Axitinib + vs. | cabozantini vs Lenvatinib + vs.  Lenvatinb+ vs.
+ Sunitinib | Pembrolizumab Sunitinib| b+ Sunitinib [ Pembrolizumab  Sunitinib  Everolimus  Sunitinib
Tools | lpilimumab Nivolumab
Ittt nd Poor sk Oy A RiskGroups ARk o ARk o
FKSI-19
FKSI-
DRS
EORTC
QLQ-C30

FACT-G

v
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First-line metastatic RCC treatment is rapidly evolving

Choice remains to be 10/I0 or IO/TKI combinations

.N""’"“a‘ NCCN Guidelines Version 1.2022
g 5
NCCN Bl Kidney Cancer

Conclusions: metastatic Renal Cell Cancer

Determination of IMDC risk groups that would dictate choice of first-line therapy

PRINCIPLES OF SYSTEMIC THERAPY FOR RELAPSE OR STAGE IV DISEASE

FIRST-LINE THERAPY FOR CLEAR CELL HISTOLOGY
Pre

Risk
Favorable?

Poor/ A
intermediate? |+ C:

(category 1)
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Thank you!

Acknowledgement to all Authors and ASCO,
ESMO, EAU for sharing their slides

INOVA

ancer Institute
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