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PROSPER Study Design

Open-label extension
(Optional)

Enzalutamide Enzalutamide
ﬁ 160 mg/day + ADT - [ 160 mg/day + ADT ]
R

N =1401

i = Crossover Group
Updated Overall Survival Results From PROSPER: A s
. . & nzalutamiae
Phase 3, Randomized, Double-Blind, Placebo- L} |:',>[ Wil ]
Controlled Study of Enzalutamide in Men With - P S i
. . » rimary endapoin econaary enapoints
Nonmetastatic Castration-Resistant Prostate Cancer o _ - VR
* MFS (defined as time from randomization to » 05 * Safety
Cora N. Sternberg,* Karim Fizazi,? Fred Saad,? Neal D. Shore,* Ugo De Giorgi,® David F. radiographic progression or death within 112 days  « Time to PSA progression * PSA response

Penson,® Ubirajara Ferreira,” Petro Ivashchenko,® Eleni Efstathiou,’ Katarzyna ] e g - :
Madziarska,'® Michael Kolinsky,*! Daniel I. G. Cubero,’? Bettina Noerby, ! Fabian of t,reatmef‘t dscont"?uat'on without evidence of

Zohren,** Xun Lin,** Katharina Modelska,® Jennifer Sugg,*®Joyce Steinberg,’® Maha radiographic progression)
Hussain?’

* Quality of life

ADT, androgen deprivation therapy; MFS, metastasis-free survival; nmCRPC, nonmetastatic castration-resistant prostate cancer; OS, overall
indomization.

PROSPER Final Overall Survival Analysis

Enzalutamide was associated with a statistically significant 27% reduction in the risk of death
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30- Enzalutamide Placebo
(n=933) (n=468)
201 Median, month 67.0 56.3
(95% ClIf (64.0-NR) (54.4-63.0)
107 HR (95% Cl) 0.73 (0.61-0.89)

0- P value 001
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Patients at risk Time (months)
Enzalutamide 933 926 910 897 874 850 822 782 700 608 517 424 327 244 169 89 33 B

Overall Survival (%)

Cora N Sternberg, et al. ASCO©2020.
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PROSPER Subsequent Antineoplastic Therapy

Enzalutamide Placebo
Group Group
(n =930) (n = 465)
- T : :
Patients tak.lng 2 1 antl'net:plastlc therapy after 339 65%
treatment discontinuation
Subsequent therapies used by = 5% of patients in any treatment group™
Abiraterone acetate 49% 59%
Docetaxel 60% 47%
Enzalutamide? 14% 36%
Cabazitaxel 15% 16%
Bicalutamide 9% 14%

*Percentages based on the total number of patients in each treatment group.
"Percentages based on the number of patients who received = 1 antineoplastic therapy after treatment discontinuation.
‘Does notinclude the 87 patients who were randomizad to placebo and received enzalutamide in the open-label extension.

PROSPER Time to First Use of Subsequent
Antineoplastic Therapy

== Epzalutamide
== Placebo

100 P,
901 N e,

Cora N Sternberg, et al. ASCO © 2020. Abstract 5515.

Patients at risk

Enzalutamide %33 910 376 830
Placebe 458 445 361 293

782 738 BY9D
249 198 172

Cl, confidence interval; HR, hazard ratio; MR, not reached.
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N=1150 Key discontinuation criteria

Key eligibility criteria i Radiographic progression, unacceptable toxicity, or initiation of
o MHSPC (confrmed by bone scan, CT, or MR R aninvestigational agent or new therapy for prostate cancer®
histologically confirmed adenocarcinoma f] E?gglutu/r:jnde
+ ECOG peformance tatus 0- 8 ‘”/‘X%TGY March 21,2016 October 14,2018
o Prior ADT allowed: current duration <3 months (unless given |
with docetaxel, then <6 months), with no radiographic I
disease progression or rising PSA levels prior to day 1 i
Stratification factors T Placebo First potient tPFS final analysis 0S final
i i l + ADT randomized 0S interim analysis analysis
» Volume of disease (low versus high) 0
» Prior docetael therapy (0, 1-5, or 6 cycles) N
N/
Ef‘ficrflcy _of Enzalutan:lide + Andr_ogen Figure 3. Kaplan-Meier of rPFS in the Overall Population by Pattern of
Deprivation Therapy in Metastatic Metastatic Spread

Hormone-Sensitive Prostate Cancer

by Pattern of Metastatic Spread: £ 100 -
ARCHES Post Hoc Analyses 5 90 -
Neal D. Shore,! Andrew J. Armstrong,? Russell Z. Szmulewitz,® Daniel P. Petrylak,* ﬁ 80 -
Jeffrey Holzbeierlein,® Arnauld Villers,® Arun Azad,”* Antonio Alcaraz,® Boris Alekseev,® 'c'n
Taro Iguchi,’® Francisco Gomez-Veiga," Brad Rosbrook,”? Ho-Jin Lee,"® Gabriel P. Haas,"™ o
Armnulf Stenz!™ 5 70 -
S
© 60 -
e ARCHES (NCT02677896): multinational, Phase 3, randomized, double-blind, ..E 50 -
. - -
placebo-controlled trial (Figure 1) § 40 -
)
& 30 - .
* Median, months (95% CI)
= 20 4 Lymph node metastases or unconfirmed metastatic disease NR (NR, NR)
° Bone metastases only NR (NR, NR)
g 10 4 Bone + lymph node metastases 22.11 (16.76, NR)
8— 0 Visceral = bone or lymph node metastases NR (16.49, NR)
* o 3 6 9 12 15 18 21 24 27 30
Time (months)
No. at risk
— 154 138 132 99 64 34 14 3 1 0 0
— 513 L67 437 318 209 111 40 11 1 1 0
m— 351 315 279 203 130 71 31 11 0 0 0
— 128 107 90 64 44 34 16 8 2 0 0

Neal D Shore, et al. ASCO © 2020. Abstract 5547.

Cl=confidence interval; NR=not reached; rPFS=radiographic progression-free survival.



A randomised phase Il trial of ’7Lu-PSMA-617 (Lu-PSMA) theranostic
versus cabazitaxel in metastatic castration resistant prostate cancer
(mCRPC) progressing after docetaxel: Initial results

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 McJannett, Martin Stockler, John Violet, Scott Williams, Andrew Martin, lan Davis

Aim: To determine the activity and safety of *’/Lu-PSMA vs cabazitaxel

77 Lu-PSMA-617 SPECT/CT @ 24 hours
KEY ELIG|8IL|TY 85 GBQ lV QG \N(.’(_’kly suspend B |fcu;cp'.|onal

* mCRPC post docetaxel suitable for N2 0.5GBq each cycI(‘ response; recommence upon

cabazitaxel Up to 6 cycles progression

Progressive disease with rising PSA
and PSA 2 20 ng/mL 200 men 1:1 randomisation
11 sites in Australia

Stratified by:
* Disease burden (>20 sites vs s 20 sites)
“Ga-PSMA + “"F-FDG PET/CT * Prior enzalutamide or abiraterone

PSMA SUVmax > 20 at any site * Study site

Measurable sites SUVmax > 10

No FDG positive/PSMA negative

sites of disease

Centrally reviewed 20mg/m? IV q3 weekly,
Up to 10 cycles

80% power to detect a true
CABAZITAXEL absolute difference of 20% in
the PSA response rate (from
40% to 60%), with a 2-sided
type 1 error of 5% and
allowance of 3% for missing
GEIED

Michael S Hofman, et al. ASCO © 2020. Abstract 5500.



Michael S Hofman, et al. ASCO ©
2020. Abstract 5500.

Primary endpoint: PSA 2 50% response (PsA50-RR)

Best PSA Response

PSA Response

Percentage Change from Baseline
Percentage Change from Baseline

100 4
Cabazitaxel (N=101)

PSAS50-RR 37%

(95%C1) (27-46%)

Proportion Event-Free
=] =]
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w o
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Lu-PSMA: 29% absolute

oyerers  (95% Cl 16%-42%;
p<0.0001) greater
PSA50-RR compared to
cabazitaxel

For sensitivity analysis
per-protocol, the
SRR, (o) difference was 23% (95%
Cl 9%-37%; p=0.0016)

66%

(56-75%)

w— | 1-PSMA
Cabazitaxel

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

Number at risk
Cabazitaxel 101
Lu-PSMA 99

* Primary analysis at 170 events (as per S

1

# 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.




HERO
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 24, - Endpoint
Prostate Cancer Week 48

N =934 Leuprolide Acetate Secondary

s 22.5* mg SC Injection Every 3 Months Endpoints

N = 310 Castration D4, D15
Profound Castration D15
PSA Response D15
FSH End Week 24

Testosterone
- Recovery
N =184

*11.25 mg in Japan and Taiwan

SC, subcutaneous; D, day

Primary Endpoint — Sustained Castration i

Key Secondary Endpoint — Noninferiority to Leuprolide

100 -
___ Primary Endpoint Success Criterion:
Relugolix lower bound of 95% ClI 2 90%
-~ 80 -
3% Between-group Difference
& (95% CI)
5 60 - 10% - (P<0.0001)
7.9%
! 5% <4 | (4.1%; 11.8%)
c
x 403 3 | Superiority
A Threshold
-~ 5%
a0 Noninferiority
LA § —— Margin
Neal D Shore, et al. ASCO © 2020. Abstract 5602. 6

Relugolix Leuprolide



Mean Testosterone

- Relugolix (N = 622) ( 001

Testosterone Recovery Substudy (N = 184)

\

[ - -8~ Relugolix(N = 137)
600 —e— Leuprolide (N = 308) -:‘ § 400 ~o— Leuprolide (N = 47)
3 B e
W

g 500 g § " l
— n e
v = .
G 400 g g P ettt T {Sonwin ]
§ g ('» ‘.'.‘vl'- IIIT),A, W I" xy 'n;n.r
N 300 a {End ol Follow up lollowup How
f§ Study Visit
; 200 - JH0 ng/dl = lower limitof normal range; 50 ng/dlL « costrate level. W, woek
@ yr
g 1004 >
Y i e e o S i 50 ng/dL
- 4

0F =l I 1 | 1 1 I I 1

BW1 W3 WS W9 W13 W17 w45 W49 W53

Study Visit End of Treatment

50 ng/dL = castrate level. B, baseline; W, week

Neal D Shore, et al. ASCO © 2020. Abstract 5602.

Relugolix

(N = 622)

Leuprolide
(N = 308)

Adverse Cardiovascular Events 3.9% 1.1%
Major Adverse Cardiovascular
Events (MACE) L 6.2
Ischemic Heart Disease 2.4% 1,6%
History of MACE
Relugolix Leuprolide Relugolix Leuprolide
N (%) 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




Urotelove karcinomy



0S in the overall population

Median 0S (95% Cl), months

Avelumab +BSC  21.4(18.9, 26.1)

80 - - BSC alone 14.3(12.9,17.9)
g 07 Stratified HR 0.69 (95% CI, 0.56, 0.86)
-
g 60 P(O.Wl
- w-
JAVELIN Bladder 100 study design (NCT02603432) i oo >
All endpoints measured post randomization (after chemotherapy) ol
20+
rfl:'.-'l' dpoi b
: e mary endpoint 10
* CR, PR, or SD with standard 10 mg/kg IV C2W * 05
kI3 - - —F 2 o o 1 1 1 1 1 || || 1 || 1 1 1 1 1 1 1 || 1 1
1st-line chemotherapy + BSC Primary analysis populations 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 3 34 36 38
(4-6 cycles) Treatment-free interval n=350 * All randomized patients G Months
— Cisplati smeitabine h * PD-L1+ population 4
FHpATI JmOtIbng of Piweeks (R VL, e g Avelumab +BSC 350 342 318 294 259 226 196 167 145 122 87 65 S1 39 26 15 11 5 3 0
Carboplatin + gemcitabine N=700 1;1 L Secondary endpoints BSC 350 335 304 270 228 186 153 125105 83 68 55 41 33 18 12 9 2 1 O
*  PFSand objective response
: : BSC alone*
+ Unresectable locally per RECIST 1.1 . .
advanced or metastatic UC n=350 + Safety and tolerability OS n the PD'L1+ pOPUIatlon
Stratification \%' PROs )
* Best response to 1st-line chemo (CR or PR vs D) 100 -
+ Metastatic site (visceral vs non-visceral) Median OS (95% cn' m0ﬂth$
90+ I + :
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 + BSC NE (20 3’ NE)
cells was >1% or £1%, respectively, using the Ventana 5P263 assay; 358 patients (51%) had a PD-L1-positive tumor 80 ~ BSC alone 17.1 (135, 237)
:ﬁl:II::'\::::i[;r;a:llﬁi;:r;;f::df:::zl:n|ﬂ|1nmr|, I, intravenaus; PR, partial respanss; PRO, patient reponted outcome; QIW, sy 2 weeks; R, randomization; RECIST 1.1, Aesponse Evaluation Criteriain Salid * 70 - Stratified HR 0,56 (95% C|' 0.40' 0.79)
LE;T;L%:::?;:T:JEE{:::::Em:hm:-::n:;f:z;::;ﬁm“‘Iw“ administered per local practice based on patient needs and clinical judgment; other systemic antitumor therapy was not permitted, -.P 60 | P<0.001
-
=
g -
30
20 +
10
- rrrrrTrTrT T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38

No. atrisk Monthe

Thomas Powles, et al. ASCO © 2020. Abstract LBA1. 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 A 12 8 6 2 1 O

0% was measured post randomization [after chomatherapy), the O3 analyshs cronsed the prespecified efficacy boundary based on the alpha spending function [P0 0014). NE, not ostimable



Subgroup analysis of OS in the overall population

Events/patients, n
Subgroup Avelumab +» BSC  B5C alone Hazard ratio (95%.C1)
All patients 145/350 179/350 e 0.69 (0.56, 0.88)"
Age <BS5yeans 61/129 $3/107 e e 0.79 (0.55, 1.15)
265 years 84/221 126/243 —_— 0.63 (047,083
ECOG PS score O 77/213 101/211 —_— 0.64 (0.48 0.85)
21 68/137 78/139 —— 0.74 (054, 1.03)
Ist-line chemotherapy Gemcitabine « cisplatin 71/183 98/206 — - 0.69 (0.51,09%)
regimen Gemcitabine « carboplatin 68/147 73/122 —_— 066 (047,091)
Gemcitabine « cisplatin/carboplatin 6/20 7/20 . - 0.75 (0.25, 2.25)
Best response to CRor PR 104/253 127/2%2 —_—— 0.69 (0.53,0.89)
1st-line chemotherapy SO 41/97 $2/98 —— 0.70 (0.46, 1.08)
Site of baseline Visceral 93/191 101/191 e . 082(062 109)
metastasis Nonvisceral 52/1%9 78/1%9 —_—— 0.54 (0.38,0.76)
Creatinine clearance 260 mi/min 74/181 97/196 —— 0.68 (0.50,092)
<60 mL/min 71/168 81/148 —— 0.68 (0.50,0.9)
PO-L] status Positive 61/189 82/169 —— 0.56 (0.40,0.78)
Negative 76/1%9 2/12 —01- 086 (062 1.18)
Unknown 8/22 25/49 o 069 (031,153
r v *> v ]
o0 03 i 3 M
‘ St o Mazard ratio for O% with 5% 0O
ftrom
*Suratified (all other analyses are unstratified) RV VRSN It it s

Thomas Powles, et al. ASCO © 2020. Abstract LBA1.



PFS by independent radiology review in the overall population

PFS by independent radiology review in the PD-L1+ population

\ Median PFS (95% CI), months lm‘\ Median PFS (95% C1), months
90 4 o
Avelumab+BSC  3.7(35,5.5) % Avelumab+BSC  5.7(3.7,74)
. BSC alone 20(19,27) . ¥ BSC alone 21(19,35)
€ o Stratified HR 0.62 (95% C1, 0.52, 0.75) i Stratified HR 0.56 (95% C, 0.43, 0.73)
60 4 P<0.001 60+ P<0.001
I, bl
i 04 g 404 3%
30% ‘
304 30
04 204
10 13% " 10 15% |
—T—TTT T T T T T T T T T T T T T rr—rrrrrrTT T T T T T T T T T T
0 2 4 6 8 10122 141618 20 2 24 2 28 30 2 343 38 0 2 4 6 8 10 12 14 16 18 20 2 24 26 28 30 32 34 36 38
No. atrisk Monts No. otrak Months
Avelumab+BSC 350 198 145 118 90 72 59 49 45 3 27 5 17 9 4 2 1 1 0 Avelumab+BSC 189 114 89 73 55 45 35 20 26 20 17 17 12 7 2 0
BSC 350 144 87 52 39 31 W 20 17 16 10 0 7 3 2 1 10 BSC 160 80 51 28 2 16 13 12 10 9 5 5 5 2 2 1 1 0
S was measured post 1andomisation (hrom end of chemothes apy) S was od postfandomd (fromendof chemotherapy)
Confirmed objective response
Response to maintenance therapy post randomization
Overall population PD-L1+ population
Avelumab + BSC BSC alone Avelumab + BSC BSC alone
(N=350) (N=350) (N=189) (N=169)
ORR, % 9.7 14 13.8 12
(95% ) (6.8,13.3) (0.5,3.3) (9.2,19.5) (0.1,4.2)
Stratified odds ratio (95% C1) 7.464 (2.824, 24.445) 12.699 (3.160, 114.115)
Best overall response, %
Complete response 6.0 09 95 06
Partial response 3.7 0.6 4.2 06
Stable disease 12.6 13.1 10.1 136
Non-CR/non-PD 18.9 129 201 13.0
Progressive disease 371 48.3 31.2 485
Not evaluable* 21.7 24.3 249 237
Thomas Powles, et al. ASCO © 2020. Dlvonss sontool, ¥ il 2A b a8

Abstract LBA1.

PO, progressive dneae

Obgective rosponse wan assessed by independent radiology review, in patients with a (R alter chemother agry, best over all response was not evaluable i no evidence of daease st baveline was mart aned slter

randomigation, or PO if diease progrewion occurred after randomization

*Reamom for not evaluable inchuded no evidende of dnease at Baseline, no post Daseline assessments; S0 <6 wooks after randomization; PO » 12 weeks after 1 andomi abon, new antscancer thes apy started before
st post basetine avsesaument, or all post baselme assessments have obgective responie of not evaluable

"Patients with 2 best overall responae of CR ML 5D, or non-Cl/non MO



Maha HA Hussain, et al.
ASCO © 2020. Abstract
5000.

~ Key eligibility®

.+ Tissue sample for PD-L1 testing

IMvigor010 Study Design

Atezolizumab
1200 mg q3w

(16 cycles or 1 year)

« High-risk MIUC (bladder, renal pelvis, ureter)
* Radical cystectomy/nephroureterectomy with LN
dissection within s 14 weeks
- ypT2-T4aor ypN+ for patients treated with NAC®
~ pT3-T4aor pN+ for patients not treated with NAC®
* No postsurgical radiation or AC
* If no prior NAC given, patient had to be ineligible for, or
declined, cisplatin-based AC

+ ECOG PS 0-2 | Observation® g3w

No crossover allowed

Disease recurrence/
survival follow-up

+ Tumor assessments;

q12w for years 1-3,

(q24w for years 4-5
and at year 6)

[Stratification factors | « Primary endpoint: DFS (ITT population)
« Number of LNs resected + Tumor stage . ’ :
(< 10 vs 2 10) (< pT2 vs pT/pT4) Key secondary endpoint: OS (ITT populétlon)
« Prior NAC (Yes vs No) + PD-L1 status® + Exploratory analyses: Biomarkers including PD-L1 status
« LN status (+ vs —) (1IC0/1 vs 1C2/3) . Safety
DFS in ITT Population
100 Atezolizumab Observation
(N = 406) (N = 403)
DFS events, n (%) 212(52) 208 (52)
80 Median DFS (95% CI), mo | 19.4(15.9,24.8) 16.6(11.2,24 8)
18-mo DFS rate (95% Cl), % 51 (46, 56) 49 (44, 54)
60 - DFSHR (95% Cl) | 0.89(0.74, 1.08); P = 0.2446"
i |
2 Atezolizumab
40
Observation
20 -
[) —

T T T T T T T T T T T T T T T T T
) 3 6 9 12 15 8 2 24 27 30 33 36 39 42 45 48

3 Months
No. at risk
Atlezolizumab 406 332 281 248 223 201 169 142 1115 92 67 52 15 10 3 2
Observation 403 305 240 211 188 177 15 131 109 87 67 42 17 12 2

Data cutoff: November 30, 2019 Median fellow-up: 21.9 mo 2 Stratfied by postresection tumaor stage, nodal status ang PD.L1 status b 2-sided




DFS by PD-L1 Status

'”“"\ PD-L1 IC0/1 ' PD-L1IC2/3
an - L\i‘w 00
o " h}“\.‘ 0 , Observation
5 === Ty Sy i e T I S —y, T ——r
a0 - WUmab 40 :
o - Atezolizumab
204 Observation s
0 . 0
9 3 6 8 1 15 W 2 e 2 M M 95 M8 4z a5 4 5 3 & & 12 16 42 M M 97T W 23 X 20 42 45 42
Months Months
No. o1 risk No. st rask
Macdicomst 210 187 145 122 M @ ) a6 3 22 14 1 Algeiizumslb DS 185 13 128 114 10§ 2 78 & s9 45 as 14 10
Qbservaton 207 149 114 100 @83 20 €9 e 42 4 2% 12 2 Obsarvalicn 83 1986 12 1 "0e ar Br " ol 63 i1 i) 1z 12
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% Cl)? | 0.81(0.63, 1.05) \ 1.01(0.75, 1.35)
Interim OS Analysis in ITT Population
100 :
80 -
&5 Atezolizumab
8 Observation
40 - Atezolizumab Observation
(N = 408) (N = 403)
OS events, n (%) 118 (29) 124 (31)
20 - Median OS (95% CI). mo Not reached Not reached
18-mo OS rate (95% Cl). % 79 (75, 83) | 73 (69, 78)
OS HR (95% CIy 0.85 (0.66, 1.09)
0 ) 1 I I I I I I | 1 I I I I I 1 I |
D 3 6 9 12 15 18 21 24 27 30 33 36 38 42 45 48
No. at risk Months

: Atezol g D 383 36¢ 306 267 229 3 3 00 2 o 4 2
Maha HA Hussain, et al. ASCO © 2020 “Giiciaton <03 377 45 316 29 210 235 108 169 134 o 65 % 20 & 1

Ab Stra Ct 5000 Data cutoff: Noverber 30, 2019, Median followeup: 21.9 mo. Most common subsequent nan-pretacol therapies included immunotherapy (9% in atezodzumab amm va 21% in observation arm),
- chemetherapy {27% vs 25%) and targeted therapy (5% vs 2%), 2 OS results are shown for descriptive purposes only. HR stratified by tumor stage, nodal status and PD-L1 status,
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Pembrolizumab Plus Axitinib Versus Sunitinib as
First-Line Therapy for Advanced Renal Cell
Carcinoma: Updated Analysis of KEYNOTE-426

E. R. Plimack?; B. I. Rini?; V. Stus?; R. Gafanov*; T. Waddell®; D. Nosov®; F. Pouliot’; D. Souliéres®; B. Melichar?;
I. Vynnychenko'?; S. J. Azevedo'!; D. Borchiellini*?; R, S. McDermott??; J, Bedke!®; S. Tamada'?; L. Yin'6;
M. Chen?®; L. R. Molife!”; M., B. Atkins?®; T. Powles?

Fox Chase Cancer Center, Philadelphia, PA USA, ‘Cleviand Chinke Taussig Cancer Institute, Cleveland, O#, USA (currently at Vanderbilt-ingram Cancer Center, Nashwille, TN, USA)
Onipropetrovsk Medical Acadenyy of Ministry of Health of Ukraine, Dnipeo, Ukralne; *Russian Sclentific Center of Roenigencradology, Moscow, Russia; *The Christie NMS Foundation Trust
e

* No previous systemic treatment for

* Measurable disease per

« Geographic region
(North America vs Western Europe
vs ROW)

KEYNOTE-426 Study Design

Pembrolizumab 200 mg IV Q3W

for up to 35 cycles
+

Key Eligibility Criteria

* Newly diagnosed or recurrent
stage |V clear cell RCC

Axitinib 5 mg orally twice daily®

advanced disease

RECIST v1.1
Sunitinib 50 mg orally once daily

i “ b
n =429 for first 4 weeks of each 6-week cycle

Stratification Factors

« IMDC risk group

(favorable vs intermediate vs poor) End Points
* Dual primary: OS and PFS (RECIST v1.1, BICR ) in ITT

» Key secondary: ORR (RECIST v1.1, BICR ) in ITT
» Other secondary: DOR (RECIST v1.1), safety

q.s

Pembrolizumab + Axitinib Sunitinib

Elizabeth R Plimack, et al. ASCO
© 2020. Abstract 5001.

n (%) n=312 n= 349

Received any subsequent therapy 170 (54.5) 242 (69.3)

By type of treatment
Any PD-1/PD-L1 inhibitor 25 (8.0)
Any VEGF/VEGFR inhibitor 153 (49.0)
Other 47 (15.1)

169 (48.4)
159 (45.6)
54 (15.5)



OS in the ITT Population
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90 Pembro + 264 15.4
Axitinib (12.7-18.9)
80 = 60% Sunitinib 281 11.1
70 = (9.1-12.5)
X 60 = 38%
E‘ 50 = 27% HR, 0.71 (95% CI, 0.60-0.84)
o P <0.00012
30 = [
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& | i 1 1 l | 1
0 6 12 18 24 30 36 42
No. at risk Months
432 300 234 B 108 2 0
429 245 159 12 &1 g 0 0
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ORR, %

(ITT popu

P <0.0001°

‘ crRHN

60.2% PR
(55.4-64.8)

39.9%
(35.2-44.7)

Pembro + Axitinib

Sunitinib

acla)

Pembro + Goviig
Axitinib L
n=432
Best response, n (%)
CR 38 (8.8) 13 (3.0)
PR 222 (51.4) 158 (36.8)
SD 100 (23.1) 1560 (35.0)
PD 49 (11.3) 74 (17.2)
NE® 16 (3.7) 28 (6.5)
NAC 7 (1.6) 6(1.4)
Duration of response, 23.5 15.9
median (range), mo (1.4+ to 34.5+) (2.3to 31.8+)

“Because superiority of pembrolizumab + axitinib was shown at the first interim analysis, no alpha was allocated to confirned objective response; only nominal F values are reported. "Posti@s el
assessment available byl not evaiuable (ie, al postbaseline assessments with insufficient data for assessment of response per RECIST v1.1 or CRIPRISD <6 weeks from randomization).
‘No posthaseline assessmen! available for response evaliation, + indicales an ongoing response at time of [ast disease assessment, Data cutofl January 6, 2020



Vysledky podla

prognostickych skupin

IMDC Favorable Risk: OS, PFS, and ORR

0sS
HR, 1.06 (95% CI, 0.60-1.86)

PFS
HR, 0.79 (95% Cl, 0.57-1.09)

100 10
S0 90
80 80
70 70
|
32 60 I ,,\'i 60
8‘ 50 I g 50 3
| o
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I o)
] l h ]
304 Events,n  Median : 301 Events M(egc; i ta g
20 26 NR 20 77 208 1
» i | (15.4-28.8) |
1
10 I 0 75 18.0 |
0 I 5 (12.5-20.8)
0 6 12 18 24 30 36 42 0 6 12 18 24 30 36 42
No. at risk Months No. at risk Months
S+A 138 134 131 128 110 83 12 0 P+A138 111 88 87 41 13 0 0
S 131 129 123 118 108 &0 g 0 S 434 =] 88 48 28 3 o 0

Data cutaff: January 6, 2020.
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ORR
69.6% vs 50.4%

crRHB

PR

11% CR

6% CR

Pembro + Axitinib S2gllinmp



Vysledky podla
prognostickych skupin

IMDC Intermediate/Poor Risk: OS, PFS, and ORR

0S PFS ORR
HR, 0.63 (95% CI, 0.50-0.81)

10 HR, 0.69 (95% CI, 0.56-0.84) 55.8% vs 35.2%
10
90 Events, Median, mo
69% 90 n (95% Cl) e | |
80 187 12.7 100 PR |
56% 80 (11.3-18.0) |
0 70 208 8.3 90
I (6.7-10.1)
52 60 2 50 80
7] 2] 70
o> ! &L 50 34% %
40 I 40 230/0 ; 60
30 | o 50 8% CR
Events, Median, mo | 30 O 40
95% CI )
20— 20 , 2%CR_
~ 116 NR I N : 30
154 289
; (23.7-34.3) | S I 20
T 1T 1 I 10
0 6 12 18 24 30 36 42 0 6 12 18 24 30 36 42 0
No. at risk Months G asR Months — oA
P+A 204 274 284 220 195 100 p P+A 204 189 145 113 68 2: 2 0 Pembro + Axitinib Sunlting
S 208 260 213 188 160 T4 7 0 S 208 149 93 66 35 11 0 0 g\

Data cutoff: January 6. 2020.
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Metastatic RCC
Treatment MNaive
«120 ccRCC

Phase Il Study of Nivolumab and Salvage Nivolumab +
Ipilimumab in Treatment-Naive Patients with Advanced
Renal Cell Carcinoma (HCRN GU16-260)

Michael B. Atkins!, Opeyemi A. Jegede?, Naomi B. Haas?, David F. McDermott?,
Mehmet A. Bilen®, Charles G. Drake®, Jeffrey A. Sosman’, Robert Alter?, Elizabeth R.
Plimack?®, Brian Rinil?, Michael Hurwitz!1, David Peace!?, Sabina Signoretti!?, Catherine
J. Wu?, Paul J. Catalano?, Hans Hammers!4

=40 nccRCC

1Georgetown-Lombardi Comprehensive Cancer Center, Washington, DC; 2Dana Farber Cancer Institute, Boston, MA; 3University of Pennsylvania
Abramson Cancer Center, Philadelphia, PA; “Beth Israel Deaconess Medical Center, Boston, MA; *Winship Cancer Institute of Emory University,
Atlanta GA; 5Columbia Herbert Irving Comprehensive Cancer Center, New York, NY; "Northwestern Lurie Comprehensive Cancer Center, Chicago, IL;
*John Theurer Cancer Center, Hackensack, NJ; *Fox Chase Cancer Center, Philadelphia, PA; ""Cleveland Clinic Taussig Cancer Institute, Cleveland, OH
(currently at Vanderbilt-Ingram Cancer Center, Nashville, TN); 1*Yale-Smilow Comprehensive Cancer Center, New Haven, CT; *2University of lllinois
Chicago, Chicago, IL; **Brigham and Women's Hospital Boston, MA, **University of Texas Southwestern Sammons Cancer Center, Dallas, TX.
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HCRN GU16-260: Study Design

HT at 12 sites conducted through the HCRN GU Group
Support provided by BMS (CM209-669)

Part A

Continue Mivo for up to

96 total wks

MNivo /-" I

240 mg q2wks x 6;
360 mg q 3wks x 4
480 mg g 94 wks

Nivo 3mg/kg + ipi 1 mg/kg

g 3 wks x 4 then nivo

| PD or best response | ____o
maint for up to 48 wks

Sl

Progression Free Survival: Nivo Monotherapy (Part A)

Part B

KM plot of PFS, Part A KM plat of FFS by IMDC Risk Group, Fart A

; g ; - P 19.3 (8.1, NA) mos
Objective Response Rates: Nivo Monotherapy: Part A s NET R
I Median PFS (95% Cl) £ 4 Ya
g 8.3 (5.5,10.9) mos g E "y
Best IMDC Risk Category (N) Ehe E Ty
R Total (N= 123 2 ct b
e;p(;r;se Favor (30) | Interm (80) Poor (12) otaN((%) ) o - 3 - t " o Eeeile T Rl
N (%) N (%) N (%) ORR:39/123 =31.7% - - e
CR 4(13.3) 3(3.8) 0 7(5.7) 95% Cl (23.6, 40.7%) o) e, | o MR T O ST S
PR* 11 (36.7) 17 (21'2) 3 (25) 32 (26.0) a 3I & EII 1|2 15 18 2I1 24 2|? a0 r; 3 r; ; 12 15 1|a 21 2|4 zlr 3||:|
Time {manths) Tirme {months)
SD 15(50.0)  26(32.5) 5 (42) 46 (37.4) Sarcomatoid RCC ORR:
PD 0 34 (42.5) 4 (33) 38 (30.9) 7/22 = 31.8% (all PRs)
ORR 15/30 (50) 20/80 (25)  3/12(25)  39/123 (31.7) 95% ClI (13.9, 54.9%)
(95% Cl) %  (31.3,68.7) (16.6, 35.1) (23.6, 40.7)

* 1 PR with missing IMDC Risk Category

Michael B Atkins, et al. ASCO © 2020. Abstract 5006.



Objective Response Rates: Nivo/Ipi Salvage (Part B)

Best IMDC Risk Category (N=30)

Response Total

N (%) Favor (4) Interm (24) | Poor (2) N (%)
CR 0 0 0 0

ORR: 4/30 = 13.3%
95% Cl (3.8, 30.7)

PR 2 (50) 2(8.3) 0 4 (13.3)
SD 1(25) 6 (25) 0 7 (23.3)
PD 1(25) 16 (66.7)  2(100) 19 (63.3)

Overall Survival: ccRCC

KM plot of OS

90.8% 85.8% 78.8% 173.3%

Hit—t——t+

pg 0y 08 09 10

Prabability

0o 01 02 03 04 05

I I | I I l | I

0 3 6 S 12 15 18 24 24 27 N R I

Time {months)

0S8 riuvenls, mudan (95% CI
v 12323 HR (273 NAYmos

Treatment Emergent Toxicity: Nivo/ipi Salvage (Part B)

N=30 Grade 2: N (%) | Grade > 3: N (%)

Fatigue 5 (17%) 2 (7%)

Colitis/Diarrhea 2 (7%) 4 (13%) Grade > 3 Toxicity
Endocrine 2 (7%) 1 (3%) 12/30 = 40%
Hepatic 0 1 (3%)

Renal 2 i 7 of 12 Mipase
Lipase 6 (20%) 7 (23%)

Pulmonary 1 (3%) 1 (3%)

Myositis/myocarditis 2 (7%) 1 (3%)

Skin 5 (17%) 2 (7%)

100/123 = 81% of
patients remain alive

Michael B Atkins, et al. ASCO © 2020. Abstract 5006.
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