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KEYNOTE-564 (NCT03142334) Study Design

Key Eligibility Criteria
Histologically confirmed clear cell renal cell carcinoma Pembrolizumab 200 mg
 Intermediate-high risk: pT2, grade 4 or sarcomatoid, Q3w
NO, MO; pT3, any grade, NO, MO for ~1 year®
* High risk: pT4, any grade, NO, MO; any pT, any
grade, N+, MO
* M1 no evidence of disease (NED) after surgery?
Surgery <12 weeks prior to randomization - Placebo

No prior systemic therapy Q3w .
ECOG PS 0 or 1 ‘ for ~1 year
» Tissue sample for PD-L1 assessment

Stratification Factors

- Metastatic status (M0 Y M1 NED) Primary endpoint: DFS per investigator
« MO group further stratified: Key secondary endpoint: OS

- ECOGPS0Ovs1 Other secondary endpoints: Safety
* US vs non-US

e Median (range) time from randomization to cutoff: 30.1 (20.8-47.5) months
Q3W, every 3 weeks.
aM1 NED: no evidence of disease after primary tumor + soft tissue metastases completely resected <1 year from nephrectomy; b<17 cycles of treatment were equivalent to ~1 year.

Data ciitoff date: June 14, 2021. Courtesy of Thomas Powles, MBBS, MRCP, MD



KEYNOTE-564: Primary Endpoint — DFS, ITT Population

100+
90-
80+
70+
60+
50+
40-
30+
20+
10-

DFS, %

24-mo rate

78.3%

Pembro

Placebo

Pts w/ Event Median, mo (95% ClI)
114 NR (NR-NR)
169 NR (40.5-NR)

HR 0.63 (95% CI 0.50-0.80)
Nominal P < 0.0001

No. at risk

Pembro 496
Placebo 498

ITT population included all randomized participants. DFS, disease-free survival

— Pembro
—— Placebo
———T— T
5 10 15 20 25
Months
458 416 389 361 255
437 389 356 325 230

: NR, not reached. Data cutoff date: June 14, 2021.

30

135
125

35

77
74

40 45 50

37 0 0
33 1 0

Choueiri K et al. ASCO GU 2022;Abstract 290
Courtesy of Thomas Powles, MBBS, MRCP, MD



KEYNOTE-564: Key Secondary Endpoint — OS, ITT Population

Primary Analysis: 24.1 mo Follow-Up

100 L L 24-mo rate
90- 96.6%
80- 93.5%
70+
50 60-
0y 504
O 40-
30- HR 0.54 (95% CI 0.30-0.96)
[ a
20- P=0.0164
od 7 Pembro
— Placebo
0 A S,
0 5 10 15 20 25 30 35 40 45
No. at risk Months
Pembro 496 490 486 482 338 215 124 51 3 0
Placebo 498 494 485 480 336 209 117 48 3 0
Pts w/ Event Median, mo (95% CI)
Pembro 18 NR (NR-NR)
Placebo 33 NR (NR-NR)

aDid not cross prespecified p-value boundary for statistical significance.
ITT population included all randomized participants. NR, not reached. Primary analysis data cutoff date: December 14, 2020. Updated analysis data cutoff date: June 14, 2021. Choueiri K et al. ASCO GU 2022:Abstract 290

Courtesy of Thomas Powles, MBBS, MRCP, MD

Updated Analysis: 30.1 mo Follow-Up

24-mo rate

100 — T
80~ 93.8%
70+
50 60-
oy 50-
O 40-
30- HR 0.52 (95% CI 0.31-0.86)
P =0.00482
20-
104 —— Pembro
— Placebo
0
0 5 10 15 20 25 30 35 40 45 50
No. at risk Months
Pembro 496 489 485 482 477 360 231 146 63 8 0
Placebo 498 494 486 481 474 352 219 138 61 9 0
Pts w/ Event Median, mo (95% ClI)
Pembro 23 NR (NR-NR)
Placebo 43 NR (NR-NR)



Powles KN426 ASCO-GU 2019

Treatment-Related Adverse Events:
Incidence 220%

Pembro + AXi Sunitinib

Diarrhea-
Hypertension-

PPE-

Fatigue -
Hypothyroidism-
Nausea-

Decreased appetite -
Dysgeusia-

ALT increased-
AST increased-

Stomatitis -
Mucosal inflammation-
Dysphonia- | Grade 12 [l
Thrombocytopenia- | Grade3-5 [ B
100 90 80 70 60 50 40 30 20 10 O 10 20 30 40 50 60 70 80 90 100
Events are shownin order of decreasing incidence in the total population. Incidence, %

PPE, palmar-plantar erythrodysesthesia.
Data cutoffdate: Aug 24, 2018. Courtesy of Thomas Powles, MBBS, MRCP, MD
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Ipilimumab + Nivolumab (I0/10):
CheckMate 214

Patients Randomize 1:1 Treatment
! Arm A
- Treatment-naive i 3 mg/kg nivolumab IV +
advanced or Stratified by i 1 mg/kg ipilimumab Q3W
metastatic clear-cell « IMDC prognostic score i for 4 doses, then
RCC (favorable vs intermediate | ! 3 mg/kg nivolumab Q2W
* Measurable disease Vs poor risk) K
* KPS 270% * Region (US vs Canada/ i
* Tumor tissue Europe vs rest of world) ! Arm B
available for PD-L1 | 50 mg sunitinib orally
testing i once daily for 4 weeks
i (6-week cycles)
IMDC, International Metastatic RCC Database Consortium; KPS, Karnofsky performance status; Q2W, every 2 weeks; Q3W, every 3 weeks Motzer RJ et al. Lancet Oncology. 2019;20(10):1370-1385;

Motzer RJ et al. N Engl J Med. 2018;378:1277-1290.

Courtesy of Thomas Powles, MBBS, MRCP, MD



CheckMate 214: OS and PFS in ITT — 5-year Update

ITT

Overall survival (probability)

Overall survival

NIVO+IPI
(N = 550)

SUN
(N = 546)

Median OS
(95% CI), mo

HR (95% Cl) 0.72 (0.62-0.85); P < 0.0001

55.7 (46.3-64.6)| 38.4 (32.0-45.0)

30 36 42 48 54 60 66
Months

72 7

12 18 24

O—
0\—

No. at risk
NIVO+IPI 550 493 444 411 372 337 309 291 274 256 236 138 5 0
SUN 546 472 405 347 310 281 257 234 213 192 171 108 6 0

Courtesy of Thomas Powles, MBBS, MRCP, MD

Progression-free survival

NIVO+IPI SUN
1.0 (N = 550) (N = 546)
0.9- 1 ?g%‘!};acnl)"':ns‘o 12.3 (9.7-16.5)| 12.3 (9.8-15.2)
08 HR (95% CI) 0.86 (0.73-1.01); P = 0.0628

Progression-free survival (probability)

30 36 42 48 54 60 66 7
Months

0 6 12 18 24

No. at risk
NIVO+IPI 550 315 217 171 132 121 103 92 86 75 62 14
SUN 546 285 178 130 87 59 42 33 21 15 10 3

Motzer RJ et al. ESMO 2021. Abstract 661P.



CheckMate 214: OS and PFS for Patients with
Intermediate- or Poor-Risk Sarcomatoid RCC

1.0 NIVO +IPI SUN
n=74 n=65
0.9 - ( ) ( )
. Median OS 48.6 14.2
> 0.8~ (95% Cl), mo (25.2-NE) (9.3-22.9)
% 0.7 - HR (95% CI), 0.46 (0.29-0.71); P =0.0004
a
E:,. 0.6
g 0.5
&
S 04-
w
T 0.3
~
g
1 21%
0.1~ :
R e oy e e T I R T e T
0 36 9 12151821242730333639424548515457606366697275
Months
No. at risk

NIVO+IPl 7469 65 61 59 57 554944 40 39 36 3535343434333332313017 5 2 0

SUN

656047 41 3731 28252322191918171414141313131312107 1 0

Tannir NM et al. Genitourinary Cancers Symposium 2022;Abstract 352.

1.0 NIVO+IPI SUN

— n=74 n==65
5 094 (n=74) | (n=65)
E Median PFS 26.5 5.5

B 0.8 (95% CI), mo (7.2-NE) (4.1-6.9)
(o]

E_ 0.7 4 HR (95% Cl), 0.50 (0.32-0.80); P = 0.0036
.g 0.6 4

g 0.5 B——forfr—ti

n | V" N Y vo—
$ 0.4 46% |

-

(= ]

5§ 03

ﬁ ;

o 0.2 S ;

on = I A 12%

5_‘2 0.1 - €

0.0 BN B S e e p e e s e e S S S T T
0 3 6 9 121518212427 30 333639424548 51545760636669 72
Months

No. at risk

NIVO+IPI 74 54 46 41 37 36 323027 2525242322 201918 17171616 8 3 3 0

SUN

6539201511109 9 6 6 5 4 3 3 3 3 2 2 2 2 1

1700 0
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PRISM: Study design

Stratify by:
IMDC risk score
Nephrectomy status

Metastatic v locally advanced MODIFIED IPI
NIVO 3mg/kg + IPl 1mg/kg Q12W x4
Patients with intervening NIVO 240/480mg
+ Treatment-naive locally Treated qntil
advanced/metastatic RCC Randomize 2:1 progression?

in favor of or
Clear cell component modified

unacceptable
. KPS> 70% STANDARD IPI (safety comparator)

toxicity
. +
S Ay TG Ak G NIVO 3mg/kg + IPI 1mg/kg IV Q3W
x4 followed by NIVO 480mg Q4W
HISTORICAL CONTROL (efficacy comparator)
12-month PFS associated with sunitinib®
a patients were allowed to continue treatment beyond RECIST defined progression if clinically stable and tolerating therapy
bMotzer RJ et al. N Eng J Med 2013;14:141-8
Q2, 3, 4, 12W - every n weeks; KPS — Karnofsky Performance Status; IMDC - International Metastatic RCC Database Consortium
i:ongress Vasudev et al Content of this presentation is copyright and responsibility of the author. Permission is required for re-use

Courtesy of Thomas Powles, MBBS, MRCP, MD



PRISM: Primary endpoint — Proportion of patients with G3/4
trAE within 12m

32.8
IPI % A -20.3% (90%CI -32.6, -8.0)
STANDARD 53.1
IPI %

0 10 20 30 40 50
6ﬂroportion of patients with G3/4 trAE within 12m (%)

OR 0.43 (90% Cl 0.25-0.72); p = 0.0075

trAE - treatment-related adverse event

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use

EBEvMD Vasudv ot
Courtesy of Thomas Powles, MBBS, MRCP, MD



PRISM: Progression-free survival: modified ITT

100
90
12m PFS rate (one-sided 90% ClI)
80
Modified IPI  46.1% (38.6%, 53.2%)
g "] 39.7%*
£ 8 *pased on 9m median PFS with sunitinib in
I COMPARZ trial2
g 40q The study was not
S designed to allow
o Wit W rmal comparison
204 Median PFS, months (95% Cl) i ik le:'-oSba comparison of
104 Modified IPI 11 (8-14) s etween treafment
Standard IPI 10(7-13) HR? (Exploratory) arms, only against
o1, , . r r . . r l , . historical control.
0 3 6 9 12 15 18 21 24 27 30

Months since randomisation
Number at risk (number censored)

Modified IPI 128 (0) 102 (1) 84 (2) 67 (2) 54 (6) 40 (12) 21(23) 18 (25) 6 (35) 1(39) 0 (40)
Standard IPI 64 (0) 54 (1) 42 (3) 31(3) 27 (3) 19 (7) 10 (11) 8(11) 5(14) 1(17) 0(18)

Modified intention to treat (mITT) population - randomized patients who received at least one dose of trial therapy
a Motzer et al. N Eng J Med 2013;14:141-8

2021 ongress Content of this presentation is copyright and responsibility of the author. Permission is required for re-use
- Vasudev et al

Courtesy of Thomas Powles, MBBS, MRCP, MD



e CheckMate 9ER

CheckMate 9ER: Study design

Stratification factors:
*IMDC risk score

*Tumor PD-L1 expression?
*Geographic region

N =651

Key inclusion criteria’-

NIVO 240 mg IV Q2W
 Previously untreated advanced or + CABO 40 mg PO QD

metastatic RCC with a clear cell
component

Treat until RECIST v1.1-
defined progression or
unacceptable toxicity®

SUN 50 mg PO QD,
cycle of 4 weeks on/

« No prior systemic therapy 2 weeks off

* Any IMDC risk group

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

aDefined as the percent of positive tumor cell membrane staining in a minimum of 100 evaluable tumor cells per validated Dako PD-L1 immunohistochemistry assay.
®NIVO dosing may not exceed a total of 2 years (from cycle 1); CABO and SUN treatment may continue beyond 2 years in the absence of progression or unacceptable toxicity.

Patients may be treated beyond progression.
IMDC, International Metastatic Renal Cell Carcinoma Database Consortium; IV, intravenously; PD-L1, programmed death ligand 1; PO, orally; Q2W, every 2 weeks; QD, once daily;

RECIST, Response Evaluation Criteria in Solid Tumors.
1. clinicaltrials.gov/ct2/show/NCT03141177. Accessed June 8, 2020; 2. Choueiri et al. Poster presented at the American Society of Clinical Oncology Annual Meeting 2018. TPS4598.

Courtesy of Thomas Powles, MBBS, MRCP, MD



e CheckMate 9ER

CheckMate 9ER — PFS

Median PFS, months (95% CI)

> 1.0- NIVO+CABO 16.6 (12.8-19.8)

B 0.9- SUN 8.3 (7.0-9.7)

S 0.8-

a 07 HR = 0.56 (95% CI, 0.46-0.68)

R P < 0.0001

2 0.6

c

3 0.54

$ 0.4 A 20

&

c 0.3-

2 ~

a 0.24 =

v e|

tén 0.1+

o 0.0-

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

No. at risk Months
NIVO+CABO323 279 234 196 144 77 35 11 4 0
SUN 328 228 159 122 79 31 10 4 1 0

Powles T et al. ASCO GU 2022;Abstract 350.

Minimum study follow-up, 10.6 months. Courtesy of Thomas Powles, MBBS, MRCP, MD



CheckMate 9ER — 24-month OS

A. Overall survival

1.0 @
Median OS (95% Cl), months
~ 0.9 - NIVO+CABO SUN
g 0.8 - 37.7 (35.5-NE) 34.3 (29.0-1E)
B . HR (95% Cl), 0.70 (0.55-0.90)
1§ 0.7
& 0.6 .
§ 0.5
S 0.4-
a
- 0.3-
©
o 0.2+
>
© 0.1-
0.0 l I I I T I l I I I l I I |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Months
No. at risk

NIVO+CABO 323 310 297 284 270 258 247 235 219 199 138 80 42 11 1 0
SUN 328 299 275 257 239 226 215 198 187 166 109 59 23 6 2 0

Courtesy of Thomas Powles, MBBS, MRCP, MD Powles T et al. ASCO GU 2022:Abstract 350.



CLEAR Study Design

Lenvatinib
20 mg oral QD
+
Pembrolizumab?
200 mg IV Q3W

Sunitinib
50 mg oral QD
4 weeks on /

2 weeks off

apatients could receive a maximum of 35 pembrolizumab treatments.
DOR, duration of response; HRQoL, health-related quality of life; IRC, independent review committee; IV, intravenous; MSKCC, Memorial Sloan Kettering Cancer Center; ORR, objective response rate; OS,
overall survival; PFS, progression-free survival; QD, once daily; Q3W, once every 3 weeks; R, randomization; RCC, renal cell carcinoma; RECIST v1.1; Response Evaluation Criteria In Solid Tumors version 1.1.

Courtesy of Thomas Powles, MBBS, MRCP, MD
kers.kidneycan.org #KGRS?1
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CLEAR/KEYNOTE-581: PFS

1.0 —ray
i
0.9
0.8 LEN + PEMBRO vs SUN:
HR (95% Cl): 0.39 (0.32-0.49); P<0.001
2 07—
= LEN + EVE vs SUN:
_'é’ 0.6 1 HR (95% Cl): 0.65 (0.53-0.80); P<0.001
a 0.5-
T
2 0.4 LEN + PEMBRO
& 03- MedianPFS, mo (95% Cl) ) |
07 LEN + PEMBRO 23.9 (20.8-27.7) LEN + EVE
LEN +EVE 14.7 (11.1-16.7) o :
0.1 SUN 9.2 (6.0-11.0) SUN
O I I I I I I I I I I I I I I I I I I I ]
0 4 8 12 16 20 24 28 32 36 40
Time (months)
No. at Risk 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 Committee per RECIST v1.1.
Cl, confidence interval; HR, hazard ratio; mo, months; PFS, progression-free survival; RECIST, Response Evaluation Criteria in Solid Tumors.
1. Motzer R et al. Presented at ASCO-GU 2021; 2. Motzer R et al. N Engl J Med 2021. doi: 10.1056/NEJM0a2035716. Epub ahead of print.

T N I G T, - T 4 S T O T T T e e

Adapted from: Motzer R et al. ASCO-GU 2021
Courtesy of Thomas Powles, MBBS, MRCP, MD




CLEAR/KEYNOTE-581: Overall Survival?

1.0+
0.94
0.8
0.7 4
0.6

0.44
0.34

Survival Probability

Median OS, months (95% CI)
0.24 LEN + PEMBRO: NE (41.5-NE)
014 — SUN:NE (38.4-NE)

HR (95% Cl): 0.72 (0.55-0.93)

o= e ——,—,——————————————————————.——

oo I I 1 1 I I 1 1 1 1 I 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39

Time (months)
Number of patients at risk:

LEN + PEMBRO 355 342 338 327 313 300 294 280 232 207 174 133 75 31
SUN 357 332 307 289 264 253 242 234 195 177 153 116 66 34

51 54
0
1 0

* Median duration of follow-up for OS was 33.7 months (95% Cl, 32.8-34.4) in the LEN + PEMBRO arm and 33.4

months (95% Cl, 32.5-34.1) in the SUN arm

e 250(70.4%) and 235 (65.8%) patients in the LEN + PEMBRO and SUN arms were censored, respectively

aData cutoff occurred on March 31, 2021.
Cl, confidence interval; HR, hazard ratio; NE, not estimable; OS, overall survival.

" ke MV

Kers.kidneycan.orgd

Courtesy of Thomas Powles, MBBS, MRCP, MD
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Advanced ccRCC

| mtermediate- and
poor-risk IMDG groups

Lenvafinib—pembrolizumab [I, A; MCBS 4]+
Axitinib—pembrolizumab [I, A; MCBS 4]
Cabozantinib—nivolumab [l, A; MCBES 4]

|pilimumab-nivolumab [, A; MCBS 4]
Lenvatinib—pembrolizumab [I, A; MCBS 4]=*
Axitinib—pembrolizumab [l, A; MCBS 4]
Cabozantinib—nivolumab [I, A; MCBS 4]

ESMO eUpdate
Powles et al 2021

A VEGFR systemic therapy that has not
been given previously

Axitinib [1l1, B]
Cabozantinib [lil, B]
Lenvatinib—everolimus [l11, B]
Pazopanib [lll, B]
Sunitinib [111, B]
Tivozanib [ll, B]

Courtesy of Thomas Powles, MBBS, MRCP, MD



Cabozantinib in Combination With
Atezolizumab for Advanced Renal Cell
Carcinoma: Results From the COSMIC-021 Study

>
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H CR + Sarcomatoid component H CR + Sarcomatoid component
Il PR B PR * Lymph nodes as target lesions
B SD l sD
il PD il PD
[l PD-L1CPS =1% IMDC risk B PD-L1CPS=1% IMDC risk
Il PD-L1CPS < 1% F  Favorable I PD-L1CPS < 1% F  Favorable
O PD-L1 not assesse d I Intermediate O PD-L1 not assessed 1 Intermediate
Pr Poor Pr Poor

Courtesy of Thomas Powles, MBBS, MRCP, MD Pal SK et al. J Clin Oncol 2021:39(33):3725-36.



Cabhozantinib in Combination With
Atezolizumab for Advanced Renal Cell
Carcinoma: Results From the COSMIC-021 Study

A No.of Median (95% CI)
N Events Months
1.0
= Cabozantinib 40 mg 34 17 19.5 (11.0 to NE)
plus atezolizumab
B —— Cabozantinib60 mg 36 19 15.1 (8.2 to 22.3)
_E- plus atezolizumab
=
2 0.6 A
0
o
. -
2 04
W
L
0.
(L2
| I | | | | |
0 4 8 12 16 20 24 28

Time (months)

Courtesy of Thomas Powles, MBBS, MRCP, MD Pal SK et al. J Clin Oncol 2021:39(33):3725-36.
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Belzutifan in VHL driven primary renal tumors

B Longitudinal Change in Target Renal Tumors

1004 @Confirmed partial response
gg" A Stable disease

- 70: A Could not be evaluated
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Courtesy of Thomas Powles, MBBS, MRCP, MD Jonasch E et al. N Engl J Med 2021:385(22):2036-46.



Belzutifan in heavily pretreated advanced RCC

100 — , e B ; ;
« 35 (64%) patients had a reduction in target lesion size?
80 —
X
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=
© 40 —
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-60 — Progressive disease ! |
(1 Stable disease ' i
-80 — : ! I
@@ Partial response \ /

Patients

a3 patients were nonevaluable. Data cutoff: June 1, 2020.

Choueiri et al. GU Cancers Symposium #272 Courtesy of Thomas Powles, MBBS, MRCP, MD



Phase 2 Study of Belzutifan, an Oral Hypoxia-
Inducible Factor 2a Inhibitor, Plus Cabozantinib

Key Eligibility Criteria

« Advanced or metastatic
ccRCC

* Being treatment naive or
having previously received
immunotherapy and <2
regimens for locally advanced
or metastatic RCC

« ECOGPSOor1

» All IMDC risk categories
(favorable/intermediate/poor)
allowed

aFollow-up = the time from first dose to the database cutoff date.

Data cutoff: May 3, 2021.

Cohort 1:
Treatment-naive

Belzutifan 120 mg/day PO +
Cabozantinib 60 mg/day PO
N =50

Safety and tolerability were evaluated in the first 6 participants
enrolled, irrespective of cohort
If tolerability was established, enrollment continued

If tolerability was not established, dose was reviewed

Tumor Assessments
« Q8W after week 9 for

12 months and then Q12W
thereafter

End Points

* Primary: ORR

« Secondary: PFS, TTR, DOR,
OS, safety/tolerability, PK/PD

Median follow-up?
* 15.4 months (range, 8.7-30.6)

McDermott D et al. ESMO 2021 ;Abstract 656MO.
Courtesy of Thomas Powles, MBBS, MRCP, MD



McDermott D et al. ESMO 2021;Abstract 656MO.

Best Tumor Change From Baseline

« 45 of 52 patients (86.5%) experienced a reduction in target lesion size?2

(]

= 100 _ Unconfirmed complete response® 183
o gg — m Confirmed partial response o 80 1
o 70 _| M Stable disease € 70 -
g 60 _| M Progressive disease § 60
= 50 m 90 _
o 40 _ £ 40
e 30 — o 30 -
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| | . > g
© -10_] ! | §-10-
& -20_ | 10 =20 1
c =30 1 o
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Patients

Unconfirmed complete response®
® Confirmed partial response
A Stable disease
M Progressive disease

10 1

-30 1§

5 10 15 20 25
Months

a1 patient had a response of “not available” and was recorded as having no change from baseline value. PDocumented at a single time point before the data cutoff date; to be confirmed at a subsequent

time point. Data cutoff: May 3, 2021.

Courtesy of Thomas Powles, MBBS, MRCP, MD
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A comparison of sunitinib with cabozantinib, crizotinib, and 2@ ™
savolitinib for treatment of advanced papillary renal cell “
carcinoma: a randomised, open-label, phase 2 trial

Sumanta K Pal, Catherine Tangen, lan M Thompson Jr, Naomi Balzer-Haas, Daniel | George, Daniel Y C Heng, Brian Shuch, Mark Stein,
Maria Tretiakova, Peter Humphrey, Adebowale Adeniran, Vivek Narayan, Georg A Bjarnason, Ulka Vaishampayan, Ajjai Alva, Tian Zhang,

Scott Cole, Melissa Plets, John Wright, Primo N Lara Jr
Lancet 2021;397(10275):695-703.
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S
NMIBC: KEYNOTE-057

Time to complete response and recurrence of
high-risk non-muscle-invasive bladder cancer

in patients with a complete response
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Time since first dose of pembrolizumab (months)

Courtesy of Elizabeth R Plimack, MD, MS

Cohort A: BCG unresponsive NMIBC with CIS
- Treated with 1 year of pembrolizumab.

- 96 evaluable for response

This group is at low risk for metastases
This condition is curable with cystectomy

41% in CR at 3 months
11/96 = 11% maximum durable CR rate

Balar AV et al. Lancet Oncol 2021;22(7):919-30.
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Adjuvant Therapy for High Risk MIBC: IMvigor010

/[

IMvigor010 Study Design

Key eligibility® \
+ High-risk MIUC (bladder, renal pelvis, ureter)

+ Radical cystectomy/nephroureterectomy with LN
dissection within < 14 weeks
- ypT2-T4aor ypN+ for patients treated with NACP
- 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
« ECOGPS 0-2
+ Tissue sample for PD-L1 testing

DFS in ITT Population

100 A

Atezolizumab Observation

(N = 406) (N = 403)
DFS events, n (%) 212 (52) 208 (52) |
804 | Median DFS (95% Cl), 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 | DFS HR (95% Cl)? 0.89 (0.74, 1.08); P = 0.2446°
R IR, o
Caki x Atezolizumab
40 H L5 *
Observation
20 4
0 -
T T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
W 2 Months
0. at risk

Atezolizumab 406 332 281 248 223 201 169
Observation 403 305 240 211 188 177 156

142 115 92 67 52 15 10 3 2
131 109 87 67 42 17 12 2

Courtesy of Elizabeth R Plimack, MD, MS

Atezolizumab

1200 mg q3w
(16 cycles or 1 year)

No crossover allowed

Observation® q3w

Disease recurrence/
survival follow-up

——  Tumor assessments:

q12w for years 1-3,

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

Interim OS Analysis in ITT Population

100
80
N Atezolizumab
S L. ... S Observation
& 40 Atezolizumab Observation
(N = 406) (N = 403)
OS events, n (%) 118 (29) 124 (31)
20 - Median OS (95% Cl), mo Not reached Not reached
18-mo OS rate (95% Cl), % 79 (75, 83) 73 (69, 78)
OS HR (95% ClI)? 0.85(0.66, 1.09)
L& T T 1 T 1 T U 1 U I T 1 1 T U 1
0 3 6 12 15 18 21 24 27 30 33 36 39 42 45 48
No. at risk Months
Atezolizumab 406 383 369 328 306 267 229 185 144 100 72 35 22 8 4 2
Observation 403 377 345 318 289 270 235 199 163 134 100 65 36 20 6 1

Bellmunt J et al. Lancet Oncol 2021;22(4):525-37.




Adjuvant Therapy for

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 neoadjuvant

cisplatin chemotherapy and not eligible/refuse adjuvant
cisplatin chemotherapy

« Radical surgery within the past 120 days
+ Disease-free status within 4 weeks of dosing
Minimum follow-up, 5.9 months

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

High Risk MIBC: CM 274

Stratification factors:

* PD-L1 status (<1% vs > 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

Primary endpoints: DFS in ITT population and DFS in all
randomized patients with tumor PD-L1 > 1%

Secondary endpoints: NUTRFS, DSS, and OS®
Exploratory endpoints included: DMFS, safety, HRQoL

A Intention-to-Treat Population

No. of Events/  Urothelial Tract ~ Urothelial Tract
No. of Patients at 6 Mo (95% Cl) at 12 Mo (95% Cl)

Survival Free Survival Free
from Recurrence  from Recurrence
Outside the Outside the

%

Nivolumab  162/353 77.0 (72.1-81.1)  65.1 (59.6-70.0)
Placebo  190/356 62.7 (57.3-67.6)  50.4 (44.8-55.7)

Hazard ratio for recurrence outside the urothelial
tract or death, 0.72 (95% Cl, 0.59-0.89)

Patients Alive and Free from
Recurrence Outside the
Urothelial Tract (%)

T T T T T T T T T T T T 1
5 18 21 24 27 30 33 36 39 42 45 48 51
Months

| —
0 3 & 9 12 1

No. at Risk
Nivolumab 353 299 249 216 182 159 131 111 90 72 61 53 38 24 21 < [ 0
Placebo 356 257 203 163 140 126 110 99 85 71 41 24 21 11

Courtesy of Elizabeth R Plimack, MD, MS

OS data not presented,
Not mature

Bajorin et al. GU ASCO. 2020
Bajorin et al. NEJM 2021



Conclusions: Localized Disease
- NMIBC: KEYNOTE-057

- Pembrolizumab approved, but low “cure” rate in Cohort A (CIS)
- Notably cohort B which included higher risk MIBC has not reported
- Long term results will define clinical utility in this setting.

- MIBC

- Neoadjuvant Cisplatin-based chemo still SOC. DDMVAC superior
results in terms of PFS and ORR vs GC (VESPER)

- Neoadjuvant EV: ***

- ADJUVANT HIGH RISK RESECTED UC

- Nivolumab: DFS benefit, no OS benefit (yet) vs placebo
- Atezolizumab: No DFS or OS benefit vs observation

Courtesy of Elizabeth R Plimack, MD, MS



NEOADJUVANT: VESPER
Follow-up period

Arm B (experimental)

FU visits every 4 mo
6 cycles of dd-MVAC

Screening visit

(eligibility criteria)
Randomization Radical cystectomy

Table 5 - Pathological responses observed after neoadjuvant chemotherapy and cystectomy for the dd-MVAC and GC arms

FU visits every 6 mo

aaxrmm) )

- Enrolled 437 neoadjuvant patients
over 5 years in France
- Randomized 1:1

- 4 cycles of GC every 3 wks
(total 12 weeks)

- 6 cycles of DDMVAC every 2 wks
(total 12 weeks)

GC dd-MVAC p value
(n=198) (n=199)

( Complete response h
ypTO pNO 71 (36%) 84 (42%) 0.021
ypTis or ypTa or ypT1 and ypNO 42 (21%)
>ypT2 and ypNO 63 (32%) 51 (26%)
ypN+ 35 (18%) 20 (10%)

k lIncertain stasine 2 2 )

f Non-muscle invasive h
<ypT2 pNO 98 (49%) 126 (63%) 0.007
>ypT2 or ypN+ 99 (50%) 72 (36%)

> Uncertain staging 1 1 J

Organ-confined disease A
<ypT3 pNO 124 (63%) 154 (77%) 0.001
>ypT3 or ypN+ 73 (37%) 43 (22%)

\ _Uncertain staging 1 2 y

dd-MVAC = dose-dense methotrexate, vinblastine, doxorubicin, and cisplatin; GC = gemcitabine and cisplatin.
Data are presented as frequency (percentage). Comparisons between the GC and dd-MVAC groups are performed with a chi-square test. A p value of <0.05

would assume a statistical difference between the GC and dd-MVAC groups.

Courtesy of Elizabeth R Plimack, MD, MS

Pfister et al. ESMO 2021, abs 6520;Pfister et al. Eur Urol 2021



NEOADJUVANT: VESPER

1.0 4

0.8

(probability)
o
[«]

Progression—free survival
o
-
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0.0

Neoadjuvant CT
B dd-MVAC (n=219)
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[

HR=0.70 (95% CI, 0.51-0.96)

P=0 025

0

6

12

18 24 30 36

Time (months)

Courtesy of Elizabeth R Plimack, MD, MS
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Pfister et al. ESMO 2021, abs 6520;Pfister et al. Eur Urol 2021




e
NEOADJUVANT EV: EV-103 COHORT H

EV-related TEAEs seen in 220% EV Mono
patients by preferred term (N=22)
Overall (all Grades) 22 (100)
Fatigue 10 (45.9)
Alopecia 8 (36.4)
Dysgeusia 8 (36.4)
Diarrhea 6 (27.3)
Nausea 6 (27.3)
Peripheral sensory neuropathy 6 (27.3)
Dry eye 5(22.7)
Rash maculo-papular 5(22.7)

TEAES are newly occurring AEs or worsening AE after the first dose of study treatment through

30 days after the end of study treatment

Data cut date' 9 Sep 2021 EV: Enfortumab vedotin, RC+PLND: Radical cystectomy plus pemc lymph node dissection,

TEAEs: Treatment-emergent adverse events

Courtesy of Elizabeth R Plimack, MD, MS

« Overall, 4 (18%) patients had Grade 23 EV-related
TEAEs
« Grade 3 EV-related TEAEs included:
asthenia, dehydration, erythema multiforme,
hyperglycemia, post procedural urine leak,
rash maculo-papular, small intestinal
obstruction

* No EV-related Grade 4 TEAEs or deaths were
observed

» 3 deaths occurred on the study:
+ Acute kidney injury
» Cardiac arrest (related to RC+PLND)
* Pulmonary embolism (related to RC+PLND)

Petrylak DP et al. ASCO GU 2022;Abstract 435.



e
NEOADJUVANT EV: EV-103 COHORT H

Central Pathology Results (N=22)

Pathological Response

n (%) [95% Confidence Intervall

Pathological Complete Response Rate 8 (36.4%)

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

(defined as presence of ypTO, ypTis, ypTa, ypT1, and NO) [28.2—71.8]

Courtesy of Elizabeth R Plimack, MD, MS Petrylak DP et al. ASCO GU 2022;Abstract 435.



Agenda

Advances in Metastatic Renal Carcinoma — Prof Powles
Module 1: Adjuvant Therapy in Renal Cell Carcinoma (RCC)
Module 2: First-Line Treatment of Metastatic RCC

Module 3: Belzutifan for von Hippel-Lindau-Associated RCC
Module 4: Non-Clear Cell RCC

2021 Year in Review: Urothelial Carcinoma — Dr Plimack
Module 5: Non-Muscle-Invasive Bladder Cancer (NMIBC)

Module 6: Adjuvant and Neoadjuvant Treatments for NMIBC

Module 7: Sequencing Therapies for Metastatic Urothelial Bladder Cancer
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Agenda

Module 7: Sequencing Therapies for Metastatic Urothelial Bladder Cancer

 First-line checkpoint monotherapy versus gemcitabine/platinum for PD-L1-high disease
e EV-103: Dose escalation/expansion cohort A

* JAVELIN Renal 100

 EV-201

 TROPHY-U-01

e Sacituzumab govitecan

* Erdafitinib

e Disitamab vedotin (RC48-ADC)

* DSA201-A-U105: Trastuzumab deruxtecan T Vear. B
E_ J I~ 44qReview [



PD-L1-High Patients Treated with First-Line
Single-Agent Checkpoint vs Gem/Platinum: OS

Median overall survival
(95% Cl), months

Number of events/
number of patients

—— Atezolizumab monotherapy  33/88
(group B)

——  Placebo + platinum-based  42/85
chemotherapy (group C)

NE (17-7-NE)

17-8 (10-0-NE)

Atezolizumab

100
90+
80+
70
60
5O -msmmemm oo
40+
30
20 -

Overall survivl (%)

Stratified HR for death,
107 0.68 (95% Cl 0-43-1.08)

0 T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33

Time (months)

Overall survival (%)

Number at risk
(number censored)
Pembrolizumab
Chemotherapy

Pembrolizumab

HR 0-82 (95% C1 0-57-1-17)

—— Pembrolizumab
—— Chemotherapy

il | Gl i |} 2] O I 14}

84(0) 72(0) 63(0) 50(0) 47(1) 42(1) 36(1) 32(1) 30(3)
89(0)

3 6 9 12 15 18 2 24 27 30 3 36 39 42 45

Time since randomisation (months)

24(8) 21(11) 15(17) 8(23) 2(29) 0(3) 0(3)
83(0) 72(0) 58(0) 48(0) 40(0) 38(0) 36(0) 29(2) 17(7) 12(9 7(14) 4(17) 1(20) o0(21) 0(21)

Galsky MD et al. Lancet 2020;395(10236):1547-57.

Refs: PubMed PMID: 32416780, 3405117
Courtesy of Elizabeth R Plimack, MD, MS

Powles T et al. Lancet Oncol 2021;22(7):931-45.
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EV-103: EV Pembro Combo 1L UC

: CohortA
Dose Escalation* :
(Dose Expansion)
Patient .
Population giiSadimab veceun enfortumab vedotin

-+
pembrolizumab

+

Locally Advanced pembrolizumab

or Metastatic cisplatin-ineligible
Urothelial P i 9 cisplatin-ineligible
Carcinoma i

(n=5) (n=40)

Courtesy of Elizabeth R Plimack, MD, MS Friedlander TW et al. ASCO 2021;Abstract 4528.
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EV-103: EV Pembro Combo 1L UC

. R * Median number of
e, ftape treatment cycles is 9
20 - (range: 1, 34)
2
- ¢ 87.9% (29/33)
= of responses
g 204 WL -— ’ observed at first tumor
E 0 . assessment (week 9
£ +1 week)
(] . .
e 801 * Median time to
S SR ——t response at 2.1 months
-80 >
- =3 (range: 1.4, 4.2)
-100 A .
0.0 25 50 75 100 125 150 175 200 225 250 275 300
Two patients did not have post-baseline response“ggggments before end-of-study: 1 withdrew consent and 1 died before any post-baseline
response assessment

Dotted horizontal line indicates threshold for partial response (-30%), but is not necessarily indicative of response

Courtesy of Elizabeth R Plimack, MD, M5 Friedlander TW et al. ASCO 2021;Abstract 4528.



EV-103: EV Pembro Combo 1L UC

Treatment-Related Adverse Events of Special Interest (AESI)

Resolution/
Patients (N=45) Median Onset, Improvement®
n (%) months (min,max) n (%)
Any Grade 2Grade 3¢ Any Grade Any Grade
Any peripheral neuropathy 28 (62.2) 2 (4.4) 2.4(0.712.95) 19/28 (67.9)
Any skin reactions 30 (66.7) 9 (20.0) 0.7 (0.1,15.7) 27/30 (90.0)
Any hyperglycemia® a(11.1) 4 (8.9) 0.5(0.3,3.9) 5/5 (100.0)
Patients (N=495)
n (%)
AESI: ImAEs®® Any Grade 2Grade 3
Immune-mediated AE 20 (44.4) 12 (26.7)"
a. Categorized by related Medical Dictionary for Regulatory Activities (MedDRA) terms, MedDRA v. 23.0
b. Resolution/Improvement as of last follow-up. For events that are not resolved, improvement is defined as at least one grade improvement from

the worst grade at the last assessment

No Grade 5 TRAE of Clinical Interest; two Grade 4 skin reaction events (dermatitis bullous, toxic epidermal necrolysis)
Blood alucose assessments were non-fastina

oo

Courtesy of Elizabeth R Plimack, MD, M5 Friedlander TW et al. ASCO 2021;Abstract 4528.



JAVELIN 100 update

All endpoints measured post randomization (after chemotherapy)

Avelumab Primary endpoint
Unresectable locally advanced + BSC* e OS

or metastatic UC &Ral n=350 Primary analysis populations

CR, PR, or SD with standard 4-10 weeks Until PD, unacceptable * Allrandomized patients
1L chemotherapy (4-6 cycles)

N=700 : toxicity, or withdrawal * PD-L1+ population”
* Cisplatin + gemcitabine PD-L1+ tumors: Secondary shdpolits

or . * * PFS and objective response
* Carboplatin + gemcitabine n=358 goCgalone per RECIST 1.1

n=350

NCT02603432 Stratification s

* Best response to 1L chemotherapy (CR or PR vs SD)
* Metastatic site (visceral vs nonvisceral) when initiating 1L chemotherapy

* Safety

Courtesy of Elizabeth R Plimack, MD, MS Powles T et al. ASCO GU 2022;Abstract 487.



JAVELIN 100 update

100 +ou

904
80+
70
60 -
504
40
30
204
10

0_

Avelumab + BSC BSC alone
(n=350) (n=350)

Events, n (%) 215 (61.4) 237 (67.7)

OS, median 238 15.0
(95% Cl), mo (19.9-28.8) (13.5-18.2)

f,','g,'gﬁgf)’ HR 0.76 (0.631-0915)

2-sided p-value 0.0036

29.8%:

No. at risk

Avelumab + BSC 350 318 274 237 216 183 164 140 929 74 53 31 13 4 1 0

I | 1 1 1 1 1 1 I 1

16 20 24 28 32 36 40 44 48 52 56 ¢

Months

BSC 350 304 243 190 158 131 121 103 82 62 46 27 10 7 O

HR, hazard ratio.

Courtesy of Elizabeth R Plimack, MD, MS

Investigator-assessed PFS

Avelumab + BSC BSC alone
100 4 (n=350) (n=350)

Events, n (%) 263 (76.4) 287 (82.0)

204 PFS. median 5.5
(95% Cl), mo (4.2-7.2)

80 Stratified HR 5
(95% C1) 0.54 (0.457-0.445)

704 2-sided p-value <0.0001
4604
R
401
304
20 5 :
10- i7.1%

0.-

Ll L\l L\l 1 L\l 1

0 4 8 12 16 20 24 28 32 40 44 48 52 56
No. at risk Months
Avelumab + BSC 350 182 126 105 88 73 67 43 32
BSC 350 101 51 33 24 19 19 14 13

Powles T et al. ASCO GU 2022;Abstract 487.



ineligible patients with advanced urothelial carcinoma (EV-201): a

multicentre, single-arm, phase 2 trial

Cohort 2 (n=89)
Sex
Male 66 (74%)
Female 23(26%)
Age, years
Median 75(68-78)
Range 49-90
<75years 43 (48%)
275years 46 (52%)
Region
North America 57 (64%)
Asia 18 (20%)
Europe 14 (16%)
ECOG performance status
o 37 (42%)
1 41(46%)
Primary tumour location
Upper tract (renal pelvis and ureter) 38 (43%)
Bladder or other 51(57%)
Histology type
Urothelial carcinoma only 62 (70%)
Urothelial carcinoma with squamous differentiation 12 (13%)
Urothelial carcinoma with other histological 15 (17%)

variants

(Table 1 continues in next column)

Cohort 2 (n=89)
(Continued from previous column)
Current extent of disease
Locally advanced 1(1%)
Metastatic 88 (99%)
Metastasis sites
Lymph nodes only 18 (20%)
Visceral disease§ 70 (79%)
Bone 22(25%)
Liver 21(24%)
Lung 41(46%)
Number of previous systemic therapies
Median 1(1-1)
Range 1-49
Response to PD-1 or PD-L1-containing therapy
Responder 22 (25%)
Non-responder 67 (75%)
Baseline PD-L1 expression
CPS<10 53/80 (66%)l|
CPS 210 27/80 (34%)||
Baseline Nectin-4 expression, H-score™
Median 275 (230-296)
Range 0-300

Cohort 2 (n=89)

Objective response rate
95% Cl

Best overall response
Complete response
Partial response
Stable disease
Progressive disease
Not evaluable®

46 (52%)
41-62

18 (20%)

28 (31%)

27 (30%)
8(9%)
8(9%)

Courtesy of Elizabeth R Plimack, MD, MS

Overall survival (%)

Number at risk
(number censored)

Yu EY et al. Lancet Oncol 2021;22(6):872-82.

Enfortumab vedotin after PD-1 or PD-L1 inhibitors in cisplatin-

A
100
T 804
£ 60~
T
8 407
S 20— [li -------------------------------------------------------------------------------------------
-
o = I:Il.'l..]:I B - . - -
s S|
£ -20-
[ B L ElER HHH - H|
g —40- RHUHL
8 HLIL
S -60- e
g o = |
& -80- L
B U e e R R R R R R R R R R RN RN RN RN RN EEEEEEEEEEEEREE
100+ Individual patients in cohort 2
90—
80—
704
60
50—
40
55 - —it -
20
10
0 T T 1 | T T T T T U 1 T U U 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Time since first dose (months)
89 82 75 73 58 45 37 21 13 9 7 6 3 1 1 0
(0) (0) ()] (3) (8) (15) (19) (31) (37) (39) (40) (41) (44) (45) (45) (45)




TROPHY-U-01: A Phase Il Open-Label Study of Sacituzumab Govitecan in Patients With
Metastatic Urothelial Carcinoma Progressing After Platinum-Based Chemotherapy and

Checkpoint Inhibitors

TABLE 1. Patient Demographics and Baseline Characteristics

>

-

BeaRBESIR i8S

Change From Baseline

4BIELE

888

Characteristic N =113

Age, median (range), years 66 (33-90)
=75 No. (%) 26 (23) Visceral metastatic sites, No. (%)° 75 (66)

Male, No. (%) 88 (78) Lung D)

Race, No. (%) Ehies )
White 24 (74) Other 15(13)
Black 3(3) Setting of prior systemic therapy, No. (%)
T 33) Adjuvant 22(19.5)
Other ) Metastatic 108 (95.6)
Not reported 22 (20) Neoadjuvant 36(319)

ECOG PS, No. (%) Prior CPIs, No. % 112 (99)°
) 32 (28) Prior platinum anticancer therapy, No. (%) 113 (100)
1 81(72) Cisplatin 89 (79)

Type of disease, No. (%) Sotboplath 2420
Metastatic urothelial cancer 108 (96) EOreHiimes Pt N 0k 1B
Locally advanced unresectable 2(35) Prior erdafitinib, No. (%) 2(1.8)
Missing 1(0.09) Prior anticancer regimens, median, No. (range) 3.0(1-8)

Tagawa ST et al. J Clin Oncol 2021;39(22):2474-85.
Courtesy of Elizabeth R Plimack, MD, MS

1.0 A - Censored

0.8 +

Median (95% CI): 10.9 (9.0 to 13.8)

0.6 1

0.4 +

0S (probability)

0.2 1

1 1 1 1 1 T 1 I I T 1 1 1 1 1 1 1 1 T I 1
0 1 2 3 4 B 6 7 8 9 10 11 12:13: 14 15 16 “17 18 19: 20 2
Months
No. of patients:

At risk 113 107 103 91 82 77 72 70 66 60 51 39 28 22 17 13 9 6 5 3 0
Censored 0 1 1 3 3 3 4 5 7 9 11 21 30 33 36 40 43 45 47 48 50



e
Sacituzumab govitecan (SG) + Pembro

- Post platinum, checkpoint naive
- SG + Pembro ORR 34%!

Compare to:

- Pembro alone ORR 21%?2

- SG alone post platinum and CPl ORR 27%?3
- EV post platinum and CPI ORR 44%*

- Additive toxicity
- Combination not likely to enter clinical practice

1. Grivas P et al. ASCO GU 2022;Abstract 434; 2. Bellmunt J et al. NEJM 2017;376(11):1015-26; 3. Loriot Y et al. ESMO 2020;Abstract LBA24; 4.Rosenberg JE et al. JCO 2019;37(29):2592-600.
Courtesy of Elizabeth R Plimack, MD, MS



Efficacy and safety of erdafitinib in patients with locally advanced or
metastatic urothelial carcinoma: long-term follow-up of a phase 2 study

Participants (n=101)" B
Age, years 67 (61-73) 100
ECOG performance status
0 51(50%) 80
1 43 (43%) 2
- 7 (7%) T 604
Pretreatmentt §
Progressed or relapsed after 89 (88%) g 40
chemotherapy 3
Chemotherapy-naive 12 (12%) 20
Previous immunotherapy 24 (24%)
Number of lines of previous treatment 0 T 1 f T f 1 1 1 f f f 1
0 3 6 9 12 15 18 21 24 27 30 33 36
0 10 (10%)
A Time since start of treatment (months)
1 48 (48%) i _
8 (28 Numberatrisk 101 (0) 90 (4) 76 (4) 60(5) 46(6) 37(7) 33(7) 30(7) 28(7) 15(17) 8(22) 1(28) 0(29)
2 28 (28%) (number censored)
23 15 (15%) £ 8-
Visceral metastases§ Tg
Present 78 (77%) 3 60
Y
Absent 23(23%) £
c
Liver 20 (20%) g 4
Lung 57 (56%) :';-J\
14 204
Bone 23 (23%) =
Lymph node metastases only 9 (9%) o
T

0

I I 1
18 21 24 27 30 33

Numberatrisk 101(0) 67(2) 39(3) 26(3) 19(4) 14(4) 10(4) 8(5) 4(8) 1(10) 1(10) 0(11)
(number censored)

Courtesy of Elizabeth R Plimack, MD, MS Siefker-Radtke AO et al. Lancet Oncol 2022;23(2):248-58.



Open-label, Multicenter, Phase Il Study of RC48-ADC, a
HER2-Targeting Antibody-Drug Conjugate, in Patients
with Locally Advanced or Metastatic Urothelial
Carcinoma me

Xinan Sheng', Xiegiao Yan', Lin Wang?, Yanxia Shi®, Xin Yao*, Hong Luo®, Benkang Shi®, Jiyan Liu’,
Zhisong He®, Guohua Yu®, Jianming Ying'®, Weiging Han", Changlu Hu'%, Yun Ling'°, Zhihong Chi',
Chuanliang Cui', Lu Si', Jianmin Fang®™', Aiping Zhou?, and Jun Guo'

Clin Cancer Res 2021;27(1):43-51.

( T Year, [N
1 I 44Review [

Courtesy of Elizabeth R Plimack, MD, MS



Best Percent Change from Baseline with Disitamab Vedotin
(RC48-ADC)

mmm HER2 IHC 2+, FISH unknown
mmm HER2 IHC 2+ & FISH* or IHC 3+
&= HER2IHC 2+ & FISH"

Percent change from baseline (%)

88.4% patients had a decrease in tumor size from baseline as assessed by the BIRC.

RT Pizelgi\nriew E

Sheng X et al. Clin Cancer Res 2021;27(1):43-51.



DS8201-A-U105 Study Design

Part 1: Dose Escalation

Key Eligibility Criteria

+ HER2-expressing T-DXd 3.2 mg/kg
advanced/metastatic +
BC or UC (centrally Nivolumab 360 mg
confirmed) Q3Wa

« ECOGPS0or1 n=4

+ 21 measurable lesion
per RECIST v1.1

T-DXd 5.4 mg/kg

+ No prior T-DXd or I-O SRR
+ To be eligible for part 1, o uggwa -

patients must meet e
additional cohort
specific criteria of part 2

Part 2: Dose Expansion

Cohort 1: HER2-positive
(IHC 3+ or IHC 2+/ISH+) BC
after T-DM1
n=29

Cohort 2: HER2 low
(IHC 1+ or IHC 2+/ISH-) BC after
standard treatment
n=16

Cohort 3: HER2 high (IHC 3+/2+) UC
after chemotherapy
n=30

Cohort 4: HER2 low (IHC 1+) UC
after chemotherapy
n=4

Primary endpoint
« Part 1: MTD or RDE
« Part 2: ORR¢ by ICR

Secondary endpoints

« DOR by ICR, DCR,
PFS by ICR, TTR by
ICR, OS, investigator-
assessed ORRe¢

« PK/PD

» Safety and tolerability

Exploratory endpoint
« Biomarkers of
responsed

BC, breast cancer; bTMB, blood tumor mutation burden; DCR, disease control rate; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; HER2, human epidermal growth factor receptor 2; I-O, immuno-
oncology; ICR, independent central review; IHC, immunohistochemistry; MTD, maximum tolerated dose; ORR, objective response rate; OS, overall survival; PD-L1, programmed death ligand 1; PFS, progression-free survival;
PK/PD, pharmacokinetics/pharmacodynamics; Q3W, every 3 weeks; RECIST v1.1, Response Evaluation Criteria in Solid Tumors, version 1.1; RDE, recommended dose for expansion; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan;

TTR, time to response; UC, urothelial carcinoma.

aNivolumab 360 mg Q3W is an approved dose in the United States for certain indications in combination with ipilimumab or fluoropyrimidine- and platinum-containing chemotherapy (Opdivo [nivolumab] prescribing information) and is currently under
investiaation in monotherapv oncoloav studies. ®The RDE for T-DXd was 5.4 ma/ka. “ORR was based on RECIST v1.1. 9Biomarker data (PD-L1 expression by IHC and bTMB) were assessed from baseline archival or new tumor tissue biopsies.

Galsky MD et al. ASCO GU 2022;Abstract 438.
Courtesy of Elizabeth R Plimack, MD, MS
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Best Percentage Change in Sum of Diameters From Baseline

80 - 100
60 — 80 -
40 60 -
20 — * 40

=20

-40

=60

-80

=100

Change in Tumor Size

Cohort 3 HER 3+/2+ (n = 30) (part 2: T-DXd 5.4 mg/kg and nivolumab 360 mg)
Best (minimum) percentage change

Mean sD Median Min
-37.8 38.52 -22.0 -100

Change in Sum of Diameters From Baseline, %

N
o
I

o
|

-20

—40

-60

—80 -

-100 -

® |HC 2+ ®IHC 3+

Baselne 1 2 3 4 5 6 7 8 9 10 1112 1314 1516 1718 1920 2122 2324 25 26

Time From First Dose of Study Drug, months

Cohort 3 IHC 3+/2+ (n = 30) (part 2: T-DXd 5.4 mg/kg and nivolumab 360 mg)

By ICR in HER2 IHC 3+2/+ Cohort Over Time in HER2 IHC 3+2/+ Cohort

RT Pizelzgi\ndew

Galsky MD et al. ASCO GU 2022;Abstract 438.
Courtesy of Elizabeth R Plimack, MD, MS




Meet The Professor

Optimizing the Management of Acute Myeloid Leukemia

Wednesday, March 9, 2022
5:00 PM -6:00 PM ET

Faculty
Rebecca L Olin, MD, MSCE

Moderator
Neil Love, MD




Thank you for joining us!

CME and MOC credit information will be emailed to
each participant within 5 business days.
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