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2019 State of the Art in Advanced Prostate Cancer

STAMPEDE
CHAARTED
LATITUDE
ENZAMET CARD
TITAN
mHSPC docetaxel mCRPC docetaxel
abiraterone/pred abiraterone/pred
enzalutamide enzalutamide
PROSPER apalutamide cabazitaxel
SPARTAN sipuleucel-T
ARAMIS radium-223

—

MO CRPC enzalutamide
apalutamide
darolutamide



UC DAVIS HEALTH

= Relugolix:
oral GnRH
receptor
antagonist

HER
Phase 3 HERO Study Design

* A multinational phase 3 randomized, open-label, parallel group study to evaluate
the safety and efficacy of relugolix in men with advanced prostate cancer

* Primary Endpoint: Sustained castration through 48 weeks (< 50 ng/dL)

Men with Primary

Advanced 2:1 Endpoint
Prostate Cancer Week 48
N =934 Leuprolide Acetate Secondary

22.5* mg SC Injection Every 3 Months Endpoints
N = 310 Castration D4, D15
Profound Castration D15

*11.25 mg in Japan and Taiwan ﬁﬁt":;;‘::k"zf

SC, subcutaneous; D, day

Testosterone
—> Recovery
N =184

mesereo . 2020ASCQO  #Asco20 sresenreo oy Neal Shore, MD, FACS
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Carolina Urologic Research Center, SC, USA
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Primary Endpoint — Sustained Castration EIERR

Key Secondary Endpoint — Noninferiority to Leuprolide

100 -
7 900 N Lo ___ Primary Endpoint Success Criterion:
£l d] Relugolix lower bound of 95% Cl > 90%
o 80
R Between-group Difference
o (95% Cl)
E 60 - 10% - (P < 0.0001)
7.9%
g 5% | (4.1%; 11.8%)
2 40+ 0% Superiority
b Threshold
® 20 B
I Noninferiority
| '1O%I Margin
0 i

Relugolix Leuprolide

PRESENTED AT: 2020ASCO thor PRESENTED BY: Neal Shore! MDJ FACS

ANNUAL MEETING : Carolina Urologic Research Center, SC, USA
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HERO
Key Secondary Endpoints

: Relugolix Leuprolide
Secondary Endpoints (alpha-protected) (N = 622) (N = 308) P-value
Proportion of patients with PSA response at . .
Day 15 followed with confirmation at Day 29 9eth 1918% =Q.0001
Cumulative probability of testosterone 98.71% 12.05% <0.0001

suppression to <50 ng/dL on Day 15
Cumulative probability of profound

testosterone suppression to <20 ng/dL on 78.38% 0.98% <0.0001
Day 15

Cumulative probability of testosterone 3 v

suppression to <50 ng/dL on Day 4 %044 U004 =Q.0001
Mean of FSH level at end of Week 24 — IU/L 1.72 2.95 <0.0001

FSH, follicle-stimulating hormone; IU, international unit; PSA, prostate-specific antigen.

e 2020/A S C) BN SC020 BN presenreo ov: Neal Shore, MD, FACS

ANNUAL MEETING  permission required for reuse. - Carolina Urologic Research Center, SC, USA
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] HERO
Cardiovascular Adverse Events

Relugolix Leuprolide
(N = 622) (N = 308)
Adverse Cardiovascular Events 3.9% 7.1%
Major Adverse Cardiovascular = o
Events (MACE) 2Hn B2
Ischemic Heart Disease 2.4% 1.6%
History of MACE
Relugolix Leuprolide Relugolix Leuprolide
84 (13.5%) 45 (14.6%) 538 (86.5%) 263 (85.4%)
MACE 3.6% 17.8% 2.8% 4.2%
Odds Ratio
Leuprolide vs Relugolix 5.8 (1.5, 23.3) 1.5 (0.7, 3.4)
(95% confidence interval)

MACE = non-fatal myocardial infarction + non-fatal stroke + all-cause mortality

e 2020 AS CC) 0020 SN sreseneo oy Neal Shore, MD, FACS

ANNUAL MEETING permission requred for reuse. - Carolina Urologic Research Center, SC, USA
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54% Reduction in Risk of FEk
Major Adverse Cardiovascular Events (MACE)

Kaplan-Meier Cumulative Incidence of Time to MACE
6 - 5.6% (3.5%, 8.9%)
——

Relugolix
Leuprolide

2.8% (1.8%, 4.5%)

Hazard Ratio:
0.46 (0.24, 0.88)

Cumulative Incidence (%)
w
1

0 4 8 12 16 20 24 28 32 36 40 44 48
Time (weeks)

No. of Patients at Risk
Relugolix 622 621 616 610 605 596 595 588 582 575 563 559 538
Leuprolide 308 305 303 298 298 293 292 288 281 279 278 269 259

MACE = non-fatal myocardial infarction + non-fatal stroke + all-cause mortality.

mesenreo . 2020 ASCO sresenteo oy, Neal Shore, MD, FACS

ANNUAL MEETING ~ » Carolina Urologic Research Center, SC, USA



PROfound Study Design

Key eligibility criteria

e mCRPC with
disease progression
on prior NHA
eg abiraterone or
enzalutamide

e Alterations in >1 of
any qualifying gene
with a direct or
indirect role in HRR*

Stratification factors
* Prior taxane
¢ Measurable disease

Olaparib 300 mg bid
Cohort A: n=162
BRCA1, BRCA2 or ATM
N=245 Physician’s choice’
n=83

amuad

Upon BICR progression,
physician’s choice patients were
allowed to cross over to olaparib

2:1 randomization
Open label

Olaparib 300 mg bid
Cohort B: n=94

Other alterations
N=142 Physician’s choice'
n=48

UC DAVIS HEALTH

Primary endpoint

rPFS in Cohort A (RECIST 1.1
& PCWG3 by BICR)

Key secondary endpoints

¢ rPFS in Cohorts A+B

¢ Confirmed radiographic ORR
in Cohort A

¢ TTPP in Cohort A

¢ OSin Cohort A

*BRCAT, BRCA2, ATM, BARD1, BRIP1, CDK12, CHEK1, CHEK2, FANCL, PALB2, PPP2R2A, RAD51B, RAD51C, RAD51D, RAD54L;
'Either enzalutamide (160 mg qd) or abiraterone (1000 mg qd plus prednisone [5 mg bid]). BICR, blinded independent central review;
ORR, objective response rate; OS, overall survival; qd, once daily; TTPP, time to pain progression
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Characteristic

Median age at randomization (range) — yr

Age =65 yr at randomization — no. (%)

Metastatic disease at initial diagnosis — no.

(%)
Missing data
Gleason score =8 — no.ftotal no. (%) 1

Patients with alterations in a single gene —

no. (%)
BRCAI1
BRCAZ
ATM
CDK12
Median PSA at baseline (IQR) — pg/liter

Measurable disease at baseline — no. (%){
Metastases at baseline — no. (%)§

Bone only

Visceral: lung or liver

Other
ECOG performance status — no. (%)

Cohort A
Olaparib Control
(N=162) (N=83)
68 (47-86) 67 (49-86)
108 (67) 60 (72)
38 (23) 19 (23)
7(4) 4(5)
105157 (67) 54/80 (67)
8(5) 5(6)
80 (49) 47 (57)
60 (37) 24 (29)
NA NA
62.2 na.se
(21.9-280.4) (34.3-317)
95 (59) 46 (55)
57 (35) 23 (28)
46 (28) 32 (39)
49 (30) 23 (28)

Gene alterations most
common in BRCA2 (49%) &

ATM (37%)

de Bono et al N Engl J Med 2020

10
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. Median
Qs e g e e e s e mo

12 mo Olaparib 7.4
0.28 Control 3.6

Hazard ratio for progression
0.20+ 0.23
0.104 e Control

or death,
0.09 =

Olaparib

Probability of Imaging-Based
Progression-free Survival
f=1]

3
1

0.34 (95% Cl, 0.25-0.47)
P<0.001

T T R T L T & &% L .. % L
o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21

Months since Randomization

de Bono et al N Engl J Med 2020
11
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PROfound Cohort A Overall Survival Results

Percent of Patients Alive

No. of Deaths/ Median Overall Survival
No. of Patients (95% CI)
mo
Olaparib 91/162 19.1 (17.4-23.4)
91% Control 57/83 14.7 (11.9-18.8)
1007 84%
90 Hazard ratio for death, 0.69 (95% Cl, 0.50-0.97)
2 sided P=0.02
80
54%
204 42%
60
00 o i o R e A e i o
404
304 1 ] Cg. S
20+ ontrol
10~
0 1 ] ) ] L) 1 ) 1 Ll 1 1 ] 1 1
0 2 & 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34

Months since Randomization

M Hussain et al N Engl J Med 2020
12
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PROfound Crossover-Adjusted Overall Survival

Percent of Patients Alive

50+
40+
304
20+

10~

Patients who crossed over, 67% (56/83)
Hazard ratio for death, 0.42 (95% Cl, 0.19-0.91)

1 Ll T 1 T ] 1 ] 1 T L 1 1

10 12 14 16 18 20 22 24 26 28 30 32 34
Months since Randomization

-~
(=)
00 ~

M Hussain et al N Engl J Med 2020
13
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TRITON2

Phase II open label
Eligibility:
— Progression on up to 2 lines of next-generation androgen

receptor-directed therapy AND one taxane-based chemotherapy
for mCRPC

— Deleterious germline or somatic alteration in BRCA1, BRCA2 or
other prespecified DDR genes

Primary endpoint: Objective Response Rate
n=115: 102 with BRCA2 alteration, 13 with BRCA1

14
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TRITON2

100 - + = Confirmed radiographic response
80 - o= 0ngoing

60 -
40
I | T e e

—40 - G -

.
.
60 - o Tovee

-80 4

0 -

Change From Baseline (%)

o+
O+

-100 -

Germline/somatic status: W Germline [ Somatic

BRCA1 | ! ] ]
BRCAZ

Abida et al J Clin Oncol 2020
15
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TheraP Trial Design

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

177 Lu-PSMA-617 SPECT/CT @ 24 hours

KEY ELIGIBILITY 8.5 GBq v q6 Weekly suspend Rx if exceptional

* mCRPC post docetaxel suitable for Y 0.5GBq each cycle response; recommence upon
cabazitaxel Up to 6 cycles progression
Progressive disease with rising PSA
and PSA > 20 ng/mL 200 men 1:1 randomisation
Adequate renal, haematologic and 11 sites in Australia
liver function Stratified by:

ECOG performance status 0-2 * Disease burden (>20 sites vs < 20 sites)
* Prior enzalutamide or abiraterone

l ¢ Study site

68Ga-PSMA + 8F-FDG PET/CT

* PSMA SUVmax > 20 at any site CABAZITAXEL

* Measurable sites SUVmax > 10

* No FDG positive/PSMA negative sites
of disease

* Centrally reviewed

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

PRESENTED AT: fgﬁgﬁ'\ﬁgg gASCOZ o PRESENTED BY: Michael Hofman, MBBS @DrMHofman Protocol paper: Hofman MS BJUI Int 2019;124(S51)
P
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Results: patient characteristics

Cabazitaxel (N=101) Lu-PSMA (n=99)
Age (Years): Median (IQR) 72 (67 to 77) 72 (67 to 77)
Prior enzalutamide or abiraterone 91 91
Disease burden (> 20 sites) 79 77

ECOG performance status
0 44 42
1 52 53
2 4 4
unknown il

PSA: Median (IQR) 110 (64 to 245) 94 (44 to 219)
ALP: Median (IQR) 130 (79 to 187) 111 (83 to 199)

Gleason Score at diagnosis
<7 35 25
>8 50 53
unknown 16 21

* Updated dataset! with cut-off 31 MAR 2020
* Maedian follow-up of 13.3 months (IQR: 9.5 to 17.7) months

PRESENTED AT: ZOZOASCO o it PRESENTED BY: Michael Hofman, MBBS @DrMHofman *Updated compared to ASCO abstract first analysis cut-off 31 DEC 2019
ANNUAL MEETING '
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Primary endpoint: PSA = 50% response (PsA50-RR)

Best PSA Response

maximum truncated at 100%

100 100
|| PSA Response | PSA Response
....... s .II"I“II ‘

Y'g

Cabazitaxel (N=101) ' Lu-PSMA (N=98)

PSA50-RR 37% 66%
(95%Cl) (27-46%) (56-75%)

Lu-PSMA: 29% absolute (95% Cl 16%-42%; p<0.0001) greater PSA50-RR compared to cabazitaxel
For sensitivity analysis per-protocol, the difference was 23% (95% Cl 9%-37%; p=0.0016)

Percentage Change from Baseline
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c
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PRESENTED AT: 2020ASCO e ——— PRESENTED BY: Michael Hofman, MBBS @DrMHofman
ANNUAL MEETING fon re
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Secondary endpoint: PSA PFS (preliminary)

Cabazitaxel

)
Q
—
[
n
c
[
>
w
c
£
o
Q
o
S
o

Based on 157 of the required 170 events*
HR = 0.69 (95% ClI: 0.50 to 0.95; p=0.02%)

3

Number at risk
Cabazitaxel 101
Lu-PSMA 99

* Primary analysis at 170 events (as per SAP)
# p<0.0027 is required to trigger rejection of null hypothesis prior to planned primary analysis at 170 events (as per SAP)
There have been 71 deaths in total.

9 ) #
PRESENTED AT: ZOZOASCO #ASCO20 #TheraP PRESENTED BY: Michael Hofman, MBBS @DrMHofman

Slides are the property of the author,
required for reuse.

ANNUAL MEETING  permission 19



UC DAVIS HEALTH

State of the Art in Advanced Prostate Cancer

STAMPEDE
CHAARTED
LATITUDE
ENZAMET CARD
TITAN
Relugolix
mHSPC docetaxel mMCRPC docetaxel
abiraterone/pred abiraterone/pred
enzalutamide enzalutamide
PROSPER apalutamide cabazitaxel
SPARTAN sipuleucel-T
ARAMIS gfrien radium-223
— Olaparib*
MO CRPC  enzalutamide RUEEEEME
apalutamlc_je LU-PSMA
darolutamide
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Bladder Cancer
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Bladder Cancer Treatment

2nd |ine chemo:

gem/taxane
neoadjuvant GC or gem/eribulin
trimodal ddMVAC > docetaxel/ramucirumab
chemoRT  cystectomy 1O (cis-ineligible, taxane
(BC?OOl) (SWtOG 8710) PD-L1 +) pemetrexed
Advanced/
Metastatic

NMIBC /
Ll b ke l l

TURBT bCG cystectomy - Cis-ineligible, platinum-based 10
symptomatic) chemo
;ggs;;\:gz platinum-based erdafitinib
' FGFR3/FGFR2
IV (S0337) adjuvant (

alterations)

22



Platinum-
refractory

BCG-refractor Advanced/

KEYNOTE-057: Single-Arm, Open-Label
Phase 2 Study (NCT02625961)

Patients

+ HR NMIBC patients unresponsive to
BCG who decline to undergo or are
ineligible for cystectomy

« Patients with papillary disease must
have fully resected disease at study
entry

+ 2 cohorts
— CohortA (n =130): CIS with or
without papillary disease
(high-grade Ta or T1)
Cohort B (n = 130): papillary
disease (high-grade Ta or any T1)
without CIS

Pembrolizumab
200 mg Q3W

If no persistence or recurrence of HR NMIBC at any assessment

If HR NMIBC present at any assessment

Evaluations with

cystoscopy, cytology, £
biopsy Q12W x 2 years,

then Q24W x 2 years
and once yearly
thereafter
and

CTU Q24W x 2 years or
more frequently as
clinically indicated

Continue assessments
and pembrolizumab until
recurrence of HR NMIBC,

PD, or 24 months of
treatment complete

Primary End Points
* CR (absence of HR

NMIBC)in cohort A
+ DFSin cohortB

Secondary End Points

* CR (absence of any
disease: high-risk or
low-risk NMIBC) in
cohort A

* DOR in cohortA

+ Safety/tolerability

UC DAVIS HEALTH

23
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KEYNOTE-057

= January 2020: pembrolizumab approved for BCG-unresponsive,
high-risk NMIBC with CIS with or without papillary tumors

* n=148, but BCG-unresponsive
CIS: n=96

* CR:41%

*  46% of CRs > 12 months

« median DOR: 16.2 months

- "/ CR :
S........... @ Recurrent NMIBC* . . . ..
: . .

i II

o

LS
o
o]
o

40 - 60 - 80 100 120
- Weeks . 24
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NMIBC

BCG-refractory

-

Advanced/
Metastatic

4

Platinum-
refractory

JAVELIN Bladder 100 study design (NCT02603432)

All endpoints measured post randomization (after chemotherapy)

* CR, PR, or SD with standard
1st-line chemotherapy
(4-6 cycles)

— Cisplatin + gemcitabine or

— Carboplatin + gemcitabine

Unresectable locally
advanced or metastatic UC

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

Avelumab
10 mg/kg IV Q2W

+ BSC*
n=350

Treatment-free interval
4-10 weeks

Until PD, unacceptable

toxicity, or withdrawal

N=700

BSC alone*

n=350

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

Primary endpoint

« 0OS

Primary analysis populations
¢ Allrandomized patients

*  PD-L1+ population

Secondary endpoints

* PFSand objective response
per RECIST 1.1

* Safety and tolerability

* PROs

\

J

cells was >1% or <1%, respectively, using the Ventana SP263 assay; 358 patients (51%) had a PD-L1—-positive tumor

BSC, best supportive care; CR, complete response; IV, intravenous; PR, partial response; PRO, patient reported outcome; Q2W, every 2 weeks; R, randomization; RECIST 1.1, Response Evaluation Criteriain Solid

Tumorsversion 1.1; SD, stable disease

*BSC (eg, antibiotics, nutritional support, hydration, or pain management) was administered per local practice based on patient needs and clinical judgment; other systemic antitumor therapy was not permitted,
but palliative local radiotherapy for isolated lesions was acceptable

wesanreo . 2020ASCO

ANNUAL MEETING

PRESENTED BY

25



OS in the overall population

UC DAVIS HEALTH

100 1 Median OS (95% Cl), months
90 Avelumab + BSC 21.4 (18.9, 26.1)
80 — o BSC alone 14.3 (12.9, 17.9)
e 70+ Stratified HR 0.69 (95% Cl, 0.56, 0.86)
o 61%
£ 60+ : P<0.001
E 58%:
2 50
I
@ 40 —
o
30 -
20
10 4
0 T | | T | I | | I | | | | T T | | T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
No. atrisk Manths
Avelumab +BSC 350 342 318 294 259 226 196 167 145 122 87 65 51 39 26 15 11 5
BSC 350 335 304 270 228 186 153 125 105 83 68 55 41 33 18 12 9 2

0S was measured post randomization (after chemotherapy); the OS analysis crossed the prespecified efficacy boundary based on the alpha-spending function (P<0.0053)

PRESENTED AT: ZOZOASCO

ANNUAL MEETING

PRESENTED BY.
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OS in the PD-L1+ population

100 Median OS (95% Cl), months
90 Avelumab + BSC NE (20.3, NE)
80 - BSC alone 17.1 (13.5, 23.7)
w70 Stratified HR 0.56 (95% Cl, 0.40, 0.79)
T 60- P<0.001
E 50
§ 40
(]
30
20
10 -
0 T T T T T I T T l T T T T T I T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
. Months
No. atrisk

Avelumab +BSC 189 185 177 165 146 129 114 95 81 70 49 38 32 26 18 9 8 4 2 0
BSC 169 165 152 132 113 89 76 67 54 45 37 30 23 21 12 8 6 2 1 0

0S was measured post randomization (after chemotherapy); the OS analysis crossed the prespecified efficacy boundary based on the alpha-spending function (P<0.0014). NE, not estimable

PRESENTED AT: 2020ASCO or PRESENTED BY. 27
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- Advanced/
i

EV-201: Cohort 1 Change in Tumor Measurements per BICR

100 - ORR: 44%
80 4 84%

60 -

40 -

20 A

. AR ina@co

P e ll Updated

Percent Change from Baseline

60 - median OS
n=110 patients with target lesions and adequate post-baseline assessment .
P e 10 patients had no post-baseline assessment (ESMO 2020) ~
* 4 patients had no target lesions identified at baseline 12 4 mon t h S

100 * 1 patient had an uninterpretable post-baseline assessment

eresentep a: 2019 ASCO = PRESENTED BY: Daniel P. Petrylak 28

ANNUAL MEETING




UC DAVIS HEALTH

Enfortumab vedotin (Nectin 4 ADC)

= December 2019 - Accelerated FDA Approval

= EV-301: randomized, Phase III trial of enfortumab
vedotin vs chemotherapy (docetaxel, paclitaxel,
vinflunine)
— Stopped early due to positive results at planned interim
— 0S HR= 0.70 (95% CI: 0.56, 0.89; p=0.001)
— PFS HR= 0.61 (95% CI: 0.50,0.75; p<0.00001)

= EV-201 Cohort 2 (prior IO, platinum-naive): 52%
ORR
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Current Bladder Cancer Treatment Paradigm

salvage chemo:

_ gem/taxane
neoadjuvant GC or gem/eribulin
trimodal ddMVAC > docetaxel/ramucirumab
chemoRT  cystectomy 1O (cis-ineligible, taxane
(BCZOOl) (SWOG 8710) pD L1+) pemetrexed
Advanced/
l cystectomy
TURBT bCG CySteCtomy (ClS |ne||g|b|e platlnum -based 10
symptomatic) chemo
;sgg;t‘;‘l’ﬁz platinum-based erdafitinib en:;o rtt_umab
i ; veaotin
IV (S0337) pembrolizumab adjuvant avgl umab ;Tfe;;?gﬁ:s?m
maintenance

30
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Renal Cell Carcinoma

31



UC DAVIS HEALTH

Treatment of Metastatic RCC

therapy:
Cabozantinib
Lenvatinib

*Sunitinib Evero-
Pazopanib limus
*Axitinib
*Nivolumab if
no prior 10

32
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CheckMate 9ER Study Design

N =651

Key inclusion criterial2
y NIVO 240 mg IV Q2W

+
CABO 40 mg PO QD Treat until RECIST v1.1-

defined progression or
unacceptable toxicity®

» Previously untreated advanced or
metastatic RCC

» Clear cell component . SUN 50 mg PO QD,
_ cycle of 4 weeks on/
* Any IMDC risk group 2 weeks off

Primary endpoint: PFS
Secondary endpoints: OS, ORR, and safety

Median study follow-up, 18.1 months (range, 10.6—30.6 months)

Choueiri ESMO 2020
33
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Progression-free survival per BICR
Median PFS, months (95% CI)

NIVO+CAB 16.6 (12.5-24.9)

> 1.0 4 o

= 0.97

4 SUN 8.3 (7.0-9.7)

9 0.8-

S o7l HR, 0.51 (95% Cl, 0.41-0.64)

& <

S 0.6 P <0.0001

s

5 0.5

("]

$ 0.4+

T 0.31

(©)

% 0.2

(O}

& 0.1

°

a 0.0-

I I I I I I I I I I
0 3 6 9 12 15 18 21 24 27

No. at risk Months
NIVO+CABO 323 279 234 196 144 77 35 11 4 0
SUN 328 228 159 122 79 31 10 4 1 0

Minimum study follow-up, 10.6 months. 34
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Overall survival
1.0 42 A
0.9 4 i o
0.8- PN T R VoV ——
0.7 - TR D :::;};7"":'“"‘:..;;;;;:—M

>
E
(]
3
& 0.6 Median OS, months (95% CI)
g 0.5+ NIVO+CAB NR (NE)
g 0.4 o
2 0.3 SUN NR (22.6-NE)
©
§ 0.2 1 HR, 0.60 (98.89% ClI, 0.40-0.89)
(o) P =0.0010
0.1+
0.0 1
I I I I I I I I I I I
0 3 6 9 12 15 18 21 24 27 30
No. at risk Months
NIVO+CABO 323 308 295 283 259 184 106 55 11 3 0
SUN 328 296 273 253 223 154 83 36 10 3 0
Minimum study follow-up, 10.6 months. Choueiri ESMO 2020 e

NE, not estimable; NR, not reached.
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Objective response and best overall response per BICR

P < 0.0001
A 28.6% (21.7-35.6) Outcome, % R
|
[
70 55.7% CRHE & Complete response 8.0 4.6
R (50.1-61.2) PR Partial response 47.7 22.6
5 60 Stable disease 32.2 42.1
<so | NN Progressive disease 5.6 13.7
Lo 20 27 1% Not evaluable/not 6.5 17.1
~— a
< 2 (22.4-32.3) assessed
- Median time to response 2.8 4.2
X 20 —— (range), months® (1.0-19.4) | (1.7-12.3)
@)
10 Median duration of 20.2 11.5
0 response (95% CI), (17.3-NE) (8.3-18.4)
NIVO+CABO SUN monthsP

* ORR favored NIVO+CABO over SUN across subgroups including by IMDC risk status, tumor PD-L1
expression (= 1% vs < 1%), and bone metastases
36



Events, %:?
All-cause AEs

NIVO+CABO, n = 320

Any grade
100

er UC DAVIS HEALTH

SUN, n =320
Treatment-related AEs occurring in 220% of treated patients, %"

Any grade

71

Treatment-related

97

51

AEs

43 Grade 1-2

40 Grade 23
33 rade = ..

28
30
25
25
20
23

Diarrhea 57
Hand-foot syndrome
Hypertension
Hypothyroidism
Fatigue
Nausea
Mucosal inflammation

| Dysgeusia

Stomatitis
Decreased appetite
AST increased
ALT increased

60 50 20 30 40 50 60

Choueiri ESMO 2020
37
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MK-6482- oral HIF-20 antagonist, Phase I/1I study

Study Design (NCT02974738)

Tumor Tumor evaluation
evaluation PK/PD PK/PD Q8W
] ] ] } e Dose of 120 mg QD selected for further

MK-6482 daily dosing clinical development from the dose-
until progression or toxicity escalation cohort
Week 1 2 3 4 5 7 ®

Screening

e 55 patients with previously treated
21-day DLT period advanced ccRCC enrolled at 120 mg
for dose escalation PO QD in the dose-expansion cohort
- 39 (71%) discontinued

= Most common reason was

» Dose-escalation cohort for patients with advanced solid tumors disease progression: 55%
- 16 (29%) have treatment ongoing

¢ Dose-expansion cohort for patients with advanced ccRCC who

previously received 21 therapy e Median (95%C|) f0||OW-UpZ
¢ Key end points: Safety, ORR, duration of response, PFS - 13.0 (11.0-13.8) months

Data cutoff: May 15, 2019. Choueiri ASCO GU 2020
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Baseline Clinical Characteristics

IMDC Risk Category
All Patients Favorable Intermediate Poor

Characteristics N =55 n=5 n =40 n=10
Age, median (range), years 62 (39-75) 61 (50-71) 62 (39-75) 59 (41-75)
Sex, n (%)

Female 11 (20) 3 (60) 7 (18) 1(10)

Male 44 (80) 2 (40) 33 (82) 9 (90)
Prior systemic therapies, median (range), n 3(1-9) 3(1-5) 3(1-6) 3(2-9)
Prior systemic therapies, n (%)

1 9 (16) 1(20) 8 (20) 0(0)

2 12 (22) 1(20) 9(23) 2 (20)

23 34 (62) 3 (60) 23 (58) 8 (80)
Prior anticancer therapies, n (%)

VEGF/VEGFR 51 (93) 5(100) 36 (90) 10 (100)

Immune checkpoint inhibitor 40 (73) 3 (60) 29 (73) 8 (80)

Investigational/other 15 (27) 2 (40) 10 (25) 3 (30)

mTOR inhibitor 12 (22) 1(20) 8 (20) 3 (30)

Cytokine 7 (13) 0 (0) 4 (10) 3 (30)

« 37 patients (67%) received anti-PD-1 and anti-VEGF agents

Data cutoff: May 15, 2019.
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Best Confirmed Objective Response by
RECIST v1.1 per Investigator Assessment

IMDC Risk Category

Efficacy Parameter, All Patients Favorable Intermediate Poor
n (%) [95%CI] N =55 n=5 n =40 n=10
—
ORR 13 (24) [13-37] 2 (40) 10 (25) 1(10)
| PR 13 (24) 2 (40) 10 (25) 1(10) |
SD 31 (56) 3 (60) 22 (55) 6 (60)
Disease control rate
(CR + PR + SD) 44 (80) 5 (100) 32 (80) 7 (70)
PD 9 (16) 0 (0) 7(18) 2 (20)
Nonevaluable 2(4) 0 (0) 1(2) 1(10)

Data cutoff: May 15, 2019. 40



UC DAVIS HEALTH

Maximum Change From Baseline in
Target Lesions: All Patients?

100+

80+

60

40 -

* 69% of patients experienced tumor shrinkage

20+

-60

Percentage Change From Baseline

-80 -

20%

-30%

-100-

3Includes patients who had a baseline and a postbaseline assessment (n = 52).
Data cutoff: May 15, 2019.
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Adverse Event Summary

: 5 :
o (%) N =55 2 patients (4%) experienced a total of four grade 4

AEs
All AEs 55 (100) - Hypercalcemia, sepsis, cardiac arrest, and
Grade 3-5 AEs 36 (65) respiratory failure
TRAEs 52 (95) _ ,
e 4 patients (7%) experienced grade 5 AEs secondary
Grade 3-5 TRAEs 20 (36) to PD
Discontinuation because of AEs 5(9) - Acute kidney injury, disease progression,
Discontinuation because of TRAEs 2(4) ma!lgngnt BEEp|AST Progressien, entneuir
fibrillation
Death from AEs 4(7) - No patient died of a TRAE
Death from TRAEs 0 (0)

e 2 patients (4%) discontinued after the TRAE hypoxia

e 5 patients (9%) required dose reductions to manage
TRAEs

Data cutoff: May 15, 2019.
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Potential changes to Treatment of mRCC

therapy:
Cabozantinib
Lenvatinib

*Sunitinib Evero-
Pazopanib limus
*Axitinib

*Nivolumab if
/ no prior 10 /
Nivo/Cabo / MK-6482

IO combo’s/rechallenge?
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Questions?
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