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TALAPRO-2: A Randomized, Double-blind, Placebo-Controlled Study

Talazoparib 0.5 mg* + Primary endpoint
Patient population enzalutamide 160 mg, « PFS by BICR?

+ First-line mCRPC once daily
Key secondary endpoint

+ Overall survival (alpha protected)

+ ECOG performance status (PS) 0 or 1 (*0.35 mg daily if moderate renal
+ Ongoing androgen deprivation therapy impairment)

Stratification
+ Prior abiraterone? or docetaxel in
castration-sensitive setting (yes vs no)
* HRR gene alteration status Placebo +

(deficient vs nondeficient or unknown) )
(all-comers cohort only) enzalutamide _1 60 mg,
once daily

Other secondary endpoints

Time to cytotoxic chemotherapy
PFS2 by investigator assessment¢
Objective response rate (ORR)
Patient-reported outcomes

Safety

Samples prospectively assessed for HRR gene alterations (BRCA1, BRCA2, PALB2, ATM, ATR, CHEK2, FANCA,
RAD51C, NBN, MLH1, MRE11A, CDK12) using FoundationOne®CDx and/or FoundationOne®Liquid CDx

BICR=blinded independent central review; rPFS=radiographic progression-free survival.
a0ne patient in each freatment arm received prior orteronel. ®Per RECIST version 1.1 (soft tissue disease) and Prostate Cancer Clinical Trials Working Group 3 (bone disease). “Time from randomization to the date of documented progression on
the first subsequent antineoplastic therapy or death from any cause, whichever occurred first.
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TALAPRO-2 HRR-Deficient: Baseline HRR Gene Alterations

Representation of HRR gene alterations was consistent with previously published studies

A 267 m Talazoparib + Enzalutamide (N=200) m Placebo + Enzalutamide (N=199)
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Gene alterations

During the mid-point of the study (January-November 2021), recruitment of patients with ATMand/or CDK12alterations was paused to avoid over-representation.
aNumber of participants with one or more alterations in corresponding gene. Three patients (1 in the talazoparib arm and 2 in the placebo arm) did not have HRR gene alterations, and 1 pafient in the talazoparib arm was of unknown HRR gene
alteration status.
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TALAPRO-2 HRR-Deficient Primary Endpoint: rPFS by BICR

Treatment with talazoparib plus enzalutamide resulted in a 55% reduced risk of progression or death

1.0 5
TALA + ENZA  PBO +ENZA
(N=200) (N=199)
" 2o Events, n 66 104
E Talazoparib + Enzalutamide Median (95% Cl),  Not reached 13.8
g 0By months (NR) (21.9-NR) | (11.0-16.7)
2
= 0.45(0.33-0.61);
0

3 041 R (BSe Sl P<0.0001
9
o

02 - Median follow-up for rPFS was

' 17.5 and 16.8 months, respectively
Placebo + Enzalutamide
0.0 -

I I I I I I [ I I I I I I [ I | 1

1T 1T 1T 1
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42

No. at risk Months

TALA +ENZA 200 191 180 168 163 131 107 8 82 60 49 45 34 26 21 19 9 4 2 1
PBO+ENZA 199 171 149 131 126 9% 67 51 47 38 29 26 21 11 7 7 4 0 0 O

A consistent treatment effect was seen for investigator-assessed rPFS: HR 0.48 (95% Cl, 0.33-0.67); P< 0.0001

Stratified hazard ratios (HRs) and 2-sided P values are reported throughout this presentation unless otherwise stated.

. s g " AMERICAN SOCIETY OF
2023 ASCO presentep BY: Professor Karim Fizazi ASCO AMERCAN SOCIETYQ

ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.or KNOWLEDGE CONQUERS CANCER

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.




TALAPRO-2 HRR-Deficient: Subgroup Analysis of rPFS by BICR

A consistent treatment effect with talazoparib plus enzalutamide was seen in prespecified subgroups

Talazoparib + Placebo +
Enzalutamide Enzalutamide HR (95% CI)  2-Sided P Value
Subgroup Events/N
Overall 66/200 104/199 »—‘—1 0.45 (0.33-0.61) <0.0001
Age, years 270 41/105 56/111 l—.—4 0.57 (0.38-0.86) 0.006
<70 25195 48/88 —— 0.34 (0.21-0.55) <0.0001
ECOG PS 0 471128 631118 |—‘—| 0.50 (0.34-0.74) 0.0003
1 19/72 41/81 —@— 0.39 (0.23-0.68) 0.0005
Gleason score <8 13/42 20/52 I L i 0.71 (0.35-1.42) 0.33
28 52/152 811143 '—.—| 0.40 (0.28-0.57) <0.0001
Stage at diagnosis MO 24/84 43/84 — 0.42 (0.26-0.70) 0.0005
M1 421115 591112 n—‘—c 0.48 (0.32-0.72) 0.0002
Site of metastasis Bone only 17179 36/78 — 0.34 (0.19-0.60) 0.0001
Soft tissue only 17120 25/40 —— i 0.47 (0.20-1.10) 0.075
Bone and soft tissue 41/96 43/80 — 0.50 (0.32-0.77) 0.0014
Prior abiraterone? or docetaxel Yes 26/75 39174 — @ 0.43 (0.26-0.70) 0.0006
No 40/125 65/125 ._._. 0.46 (0.31-0.69) <0.0001
BRCA1/2 Yes 15171 54/84 —@— 0.20 (0.11-0.36) <0.0001
No 51129 50115 l—.——l 0.72 (0.49-1.07) 0.10
|
0.0 0.5 1.0 1.5
The HR for all patients, and by BRCA1/2 status, was based on a Cox model stratified < L
by the randomization stratification factors. For all other subgroups, the HR was based Favors Talazoparib + Enzalutamide Favors Placebo + Enzalutamide

on an unstratified Cox model with treatment as the only covariate.
3ncludes one patient in each treatment arm who received prior orteronel.
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TALAPRO-2 HRR-Deficient: Overall Survival (Interim Analysis)

Overall survival data are immature (24% maturity overall)

1.0
TALA + ENZA  PBO + ENZA
(N=200) (N=199)
08 - Talazoparib + Enzalutamide
: Events, n 43 93

8_ Median (95% Cl), NR 33.7
; 06 - months  (36.4-NR) (27.6-NR)
5 HR 0.69 (95% CI, 0.46-1.03
§ 04 4 HR (95% CI) (P =A0 068 )
g Placebo + Enzalutamide

0.2 -

BRCAm HR 0.61 (95% Cl, 0.31-1.23; P= 0.16)
non-BRCAm HR 0.71 (95% Cl, 0.43-1.18; P=0.18)
0.0

) e s
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 18 patients in the control arm and

No. at risk Months 3 patients in the talazoparibarm |

TALA+ENZA 200 199 197 193 187 172 152 130 118 103 90 79 59 43 31 27 19 9 5 subsequently received olaparib
PBO+ENZA 199 198 190 184 176 159 140 116 99 83 74 60 44 36 27 23 11 5 1
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TALAPRO-2 HRR-Deficient: Time to PSA Progression

Treatment with talazoparib plus enzalutamide prolonged time to PSA progression

1.0 q XscaBuan;
TALA + ENZA  PBO + ENZA

; (N=200) (N=199)
g 087 Events, n 59 %
£ : .
g Talazoparib + Enzalutamide Median (95% Cl), 28.6 11
2- 06 1 : months  (26.7-NR) (9.3-13.9)
0
o HR 0.41 (95% ClI, 0.30-0.57)
° 04 HR {85% Ell P <0.0001
2z
8
®
e 02-
& Placebo + Enzalutamide

0.0 -

I e |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42

No. at risk Months

TALA +ENZA 200 192 181 154 135 117 87 69 55 47 43 34 30 22 13 11 9 4 2 0 0 O
PBO+ENZA 199 184 164 118 88 71 48 38 33 28 26 18 12 8 6 5 4 1 0 0 ]
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TALAPRO-2 HRR-Deficient: Objective Response by BICR

Higher rates of complete response (CR) suggest a cooperative effect of talazoparib plus enzalutamide treatment

Rate, %

80
70
60 -
50 -
40 -
30
20 -
10 -

| P=0.0015
ORR

67.1%
(49/73)

SD
26.0%
(19/73)

)
5.5%
(4173)

ORR
40.0%
SD
| (26/65) 3 3%
= (21/65) .
18.5% 20.0%

(13/65)

Talazoparib + Enzalutamide (N=73)

PD=progressive disease; PR=partial response; SD=stable disease.
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TALAPRO-2 HRR-Deficient: Most Common All-Cause TEAEs

Talazoparib + Enzalutamide  Placebo + Enzalutamide
(N=198) (N=199)

' In the talazoparib arm:
L * Most common TEAEs leading to a
dose reduction of talazoparib were:

Fatigue 33.3 15 f10 250 XS = Anemia (42.9%)

m

Anemia 64.6

* Neutropenia (15.2%)

6.5

Neutropenia 92 S (1.070.075.5) * Thrombocytopenia (5.6%)
, 25 55.6% had grade 1-2 anemia
Thrombocytopenia 24.7 RGN W (05/20) at baseline
Grade 3-4 anemia
Nausea 207 EZIEE R 171
* Median time to onset was
) 3.2 months
Decreased appetite 20.2 1.0 131 IR

» Reported in 40.9% of patients

All grades All grades . . .
: 4.0% discontinued talazoparib due
e O] -+ [EXER [ j
. @ The median relative dose intensity of
GO L 126 m m 21 | ©rade 2 talazoparib remained >80%
80 60 40 20 00 20 40

Patients, % Further safety details can be found by accessing abstract No. 5053 (poster No. 147)
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Phase Ill CONTACT-03 study

4 )

Key eligibility criteria
+ Advanced/metastatic clear cell or non—clear cell? Atezollzum.al? 1200 mg IY q3w
RCC with or without a sarcomatoid component R + Cabozantinib 60 mg daily PO
» Radiographic progression on or after prior ICI 141
treatment '
* |Cl as adjuvant, 1L or 2L (single agent or in N=522 A :
combination with another permitted agent) Cabozantinib 60 mg daily PO
\ * |Cl in the immediately preceding line of therapy )
( Stratification factors 2 (Primary endpoints )
. 2] c
+ IMDC risk group . I(r)wgependent centrally-assessed PFS
Ovs 1-2vs 23
+ Histology Key secondary endpoints
Dominant clear cell without sarcomatoid vs * Investigator-assessed PFS¢
dominant non-clear cell without sarcomatoid vs * ORR (per central review and per investigator)
any sarcomatoid® » Duration of response (per central review and per
* Most recent line of ICI investigator)e
\_ Adjuvantvs 1L vs 2L ) \_ Safety )

ClinicalTrials.gov ID, NCT04338269. IMDC, International Metastatic RCC Database Consortium. Patients were enrolled between July 28, 2020 and December 27, 2021.
3 Papillary, chromophobe or unclassified (chromophobe requires sarcomatoid differentiation). ® Clear cell or non-clear cell. ¢ Assessed according to RECIST 1.1.
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Most common prior systemic cancer treatment

Atezo + Cabo

First-line treatment, n (%)2P 262 (99.6) 258 (99.6)
Ipilimumab + nivolumab 80 (30.9) 0(27.1)
Sunitinib 17 (29.4) 2(27.9)
Pazopanib 36 (13.7) 43 (16.6)
Axitinib + pembrolizumab 36 (13.7) (10.9)
Nivolumab 6 (2.3) 10(3.9)
Avelumab + axitinib 2.1 6 (2.3)
Bempegaldesleukin + nivolumab 3(1.1) 9(3.9)
Lenvatinib + pembrolizumab 6(2.3) 3(1.2)
Sorafenib 3(1.1) 1(0.4)

Second-line treatment, n (%)2° 119 (45.2) 125 (48.3)
Nivolumab 104 (87.4) 116 (92.8)
Ipilimumab + nivolumab 4(3.4) 3(2.4)
Axitinib + pembrolizumab 2(1.7) 3(2.4)

Adjuvant treatment, n (%)2P 8(3.0) 4(1.5)
Sunitinib 2 (25) 2 (50)

Percentages for each regimen were calculated based on the total number of patients receiving the corresponding line of therapy.
3 Treatments were mutually exclusive within each line of therapy, and patients could have received agents for >1 line of treatment. ° Only regimens received by 24 patients are shown.
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Primary analysis of centrally reviewed PFS
(primary endpoint)

100 1 (n=263) (n=259)
PFS events, n (%) 171 (65) 166 (64)
- Median PFS (95% Cl), mo ‘ 10.6 (9.8, 12.3) 10.8 (10.0, 12.5)
X J
9; 80 12-month PFS (95% Cl), % 44 (38, 50) 48 (42, 54)
g Stratified HR (95% CI)? 1.03 (0.83, 1.28); P=0.784°
Qo
= 60
[0}
=
c
Q
0
= 404
Qo
o
)]
i
20 1
0

I I I 1 1 1 1 I I I I 1 I I

0 2 4 6 8 10 12 14 16 18 20 22 24 26
Number at risk Time (months)

Mezo+Cabo 263 253 226 188 158 133 100 68 43 2 7 6 2 1
Cabo 259 242 216 183 153 130 109 71 52 34 12 8 5 1
3 Stratified for IMDC risk group. ° Not significant at a=0.02.
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Interim analysis of OS (primary endpoint)

100
80 1
= 604
=
o L
0 Atezo + Cabo Cabo
- 40 (n=263) (n=259) S
OS events, n (%) 89 (34) 87 (34)
Median OS (95% Cl), mo 25.7 (25.1, NE) ‘ NE (21.1, NE)
o 12-month 0S (95% Cl), % 79 (73, 84) ‘ 76 (71, 81)
Stratified HR (95% CI)? 0.94 (0.70, 1.27); P=0.690
0 —
1 1 I I | I | |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
Number at risk T (menths)

Atezo +Cabo 263 259 240 229 215 207 1% 157 127 91 50 31 15 3 1
Cabo 259 247 235 221 207 195 182 145 113 &8 50 22 1 3 2

3 Stratified for IMDC risk group.
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1"

Safety summary

Adverse event, n (%) Ate(z:=;6cza;bo (::2%%)
Any-cause AE 262 (100) 254 (99.2)
Any-cause treatment-related AE 252(96.2) 249 (97.3)
Grade 3 or 4 AE 177 (67.6) 158 (61.7)
[ Grade 3 or 4 treatment-related AE 145 (55.3) 121 (47.3) ]
Death due to AE 17 (6.9) 9(3.9)
| Death due to treatment-related AE 3(1.1) 0 )
Serious AE 126 (48.1) 84 (32.8)
Serious treatment-related AE 63 (24.0) 30 (11.7)
AE leading to withdrawal from a trial drug 41 (15.6) 10(3.9)
AE leading to withdrawal from atezo 29 (11.1) =
AE leading to withdrawal from cabo 25 (9.9) 10(3.9)
AE leading to interruption or reduction of a trial drug 240 (91.6) 223 (87.1)
AE leading to interruption of atezo® 159 (60.7) H
AE leading to interruption or reduction of cabo 234 (89.3) 223 (87.1)

3 Treatment-related AEs leading to death were immune-mediated enterocolitis and renal failure (both related to atezo) and intestinal perforation (related to cabo). ® Dose reduction of atezo was not permitted.
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Is I0+TKI superior to TKI alone
for front-line ccRCC treatment? Yes (10S)

KN-426

End of Pembrolizumab

1007

Events,n (%)  Median (35% CI), mo

Treatment

Pembrolizumab +
Axitinib

270(62.5)
90 —

80 —
70 —
60 —

(pembrolizumab+axitinib)

Sunitinib

280(65.3)

62.6%

53.8%
. 9

49.2% 4.9%

37.1%

Overall Survival, %

47.2(43.6-54.8)

40.8(34.3-47.5)

HR, 0.84 (95% CI, 0.71-0.99)

Positive for OS,

24 30 36 42 48 54 60
Months From Randomization

CLEAR

(pembrolizumab+lenvatinib)

.......

S 04 [ Median 08, months (95% CI)

2 .| [LEN+PEMBRO 537 487-NE) _
@ SUN 54.3 (40.9-NE)
HR (95% Cl) 0.79 (0.63-0.99)
Nominal P-value | 0.0424

0 + Censored

 SEm— T - T v
0 6 30 36 42 48
Time (months)

T T T
12 18 24

Rini, ASCO 2023, LBA4501; Motzer & Hutson, ASCO 2023, 4501.
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Is I0+TKI superior to TKI alone

for front-line ccRCC treatment? Yes (10S)
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First-Line Lenvatinib Plus Pembrolizumab
Treatment Across Non-Clear Cell Renal Cell

Carcinomas: Results of the Phase 2
KEYNOTE-B61 Study
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Background/Study Design of KEYNOTE-B61

* Immunotherapy-based combinations
including pembrolizumab plus lenvatinib are
standard of care for first-line clear cell
RCC," however these combinations are not
well characterized in non—clear cell RCC

* Non-clear cell RCC is a heterogenous
group of aggressive tumors with limited
treatment options?3

* Pembrolizumab plus lenvatinib showed
antitumor activity in patients with advanced
non—clearcell RCC who had opportunity for
at least 24 weeks of follow-up (n = 82)in
the initial analysis of the single-arm, phase
2 KEYNOTE-B61 (NCT04704219) study*

Tumor Assessments

+ 12 weeks from allocation,
then Q6W for 54 weeks,
then Q12W thereafter

Key Eligibility Criteria

Histologically confirmed diagnosis of
nccRCC (per investigator)

Pembrolizumab
400 mg IV Q6W for
<18 cycles? (~2 years)
+
Lenvatinib
20 mg PO QD

Locally advanced/metastatic disease

No prior systemic therapy

Measurable disease per RECIST v1.1
KPS 270%

End Points

* Primary: ORR per RECIST v1.1 by BICR

+ Secondary: CBR, DCR, DOR, and PFS per RECIST
v1.1 by BICR; OS; safety and tolerability

BICR, blinded independent central review; CBR, clinical benefit rate; DCR, disease control rate; DOR, duration of response; IV, intravenously; KPS, Kamofsky Performance Status score; nccRCC, non—clear cell renal cell carcinoma; ORR, objective response
rate; OS, overall survival; PFS, progression-free survival, PO, orally; QBW, every 6 weeks; Q12W, every 12 weeks; QD, every day; RCC, renal cell carcinoma.
1. Motzer R etal. N Engl J Med. 2021;384:1289-1300. 2. Escudier B et al. Ann Oncol. 2019;30:706-720. 3. Hsieh JJ et al. Nat Rev Dis Primers. 2017;3:17009. 4. Albiges L et al. Ann Oncol. 2022;suppl! 7:S660-680.
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Baseline Characteristics

Pembrolizumab + lenvatinib

N =158

Age, median (range) 60.0 (24-87)
Histology

Papillary 93 (58.8)

Chromophobe 29 (18.4)

Unclassified 21 (13.3)

Translocation 6 (3.8)

Other 9(5.7)
Presence of sarcomatoid features?

Yes 19 (12.0)

No 96 (60.8)

Unknown 43 (27.2)
Site of metastases at screening

Lymph node 102 (64.6)

Lung 54 (34.2)

Bone 49 (31.0)

Liver 31(19.6)

Abdominal cavity 20 (12.7)
IMDC risk category

Favorable 70 (44.3)

Intermediate/poor 88 (55.7)
PD-L1 status®

CPS <1 50 (31.6)

CPS 21 93 (58.9)

Unknown 15(9.5)

CPS, combined positive score; IMDC, Intemational Metastatic Renal Cell Carcinoma Database Consortium. Dataare n (%) unless otherwise specified. 2As determined by investigator review. "CPS was calculated as the number of PD-L1-staining cells (tumor
cells, lymphocytes, macrophages) divided by the total number of viable tumor cells, multiplied by 100. Data cutoff date: November 7, 2022.
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Best Confirmed Objective Response by Histology per
RECIST v1.1 by Blinded Independent Central Review

Pembrolizumab +
lenvatinib 1001
N =158 CR T
ORR (CR +PR), 49 01 HPR _
% (95% Cl) @10 0
DCR (CR + PR + SD), 82
% (95% Cl) (75-88) _ 70
CBR (CR, PR, or SD for 72 S 60
>6 months), % (95% C) (66-18) 8
Best response, n (%) ;\;
40
o
CR i) c
30
PR 69 (44) o
sD 52 (33) 2-
PD 17 (1) 104 28%
NE: 1(0.6) 0
Total population Papillary  Chromophobe Unclassified Translocation ~ Other
NA® 10(6) N=158  n=93 n=29 n=21 n=6 n=9

CR, complete response; NA, not applicable; NE, not evaluable; PD, progressive disease; PR, partial response; SD, stable disease. 2Post-baseline assessment available but not evaluable. °No post-baseline assessment available. Data cutoff date: November7,
2022.
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Best Percentage Change From Baseline in Target Lesion
Size by Histology

100 — S
B Papilary histology Any reduction in tumor burden

0 m Chromophobe histology Histology n/Na %
80 Unclassified

B Translocation and other histology subtypes All 139/158 88.0

60 Papillary 85/93 914
50— Chromophobe 21129 2.4
40+ Unclassified 2021 952
Translocation and other 13/15 86.7

-10 =
-20 4
-30 4 . ! .

Change From Baseline in Target Lesion Size, %
7a

148 patients had a baseline and 21 postbaseline assessment. Data cutoff date: November 7, 2022.
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Progression-Free Survival per RECIST v1.1 and Overall
Survival

Progression-Free Survival Overall Survival
o 100 - 100- ' 82% (95% Cl, 75-88)
o\. 90 90 - :
.‘é’ 80 :63% (95% CI, 54-70) < 80 - :
2 704 | — 70- :
3 ' g :
0 60— | E 60 - |
I; 50— E U’, 50— E
§ 40- : 5 401 |
5 20- Events, n (%) (95%%7)(,’i;1r:)nths : 20' Events, n (%) (95%'\(“:7)(,ﬁranr:mths :
8 17.9 : NR :
o 104 &9 (144R) | 104 *@ (NR-AR) .
T T T T+t T T T —TT T T T 1T 171
0 2 4 6 8 10 12 14 16 18 20 0 2 4 6 8 10 12 14 16 18 20
No-atrisk 158 150 124 110 100 70 59 40 18 3 0 No-atrisk 158 155 150 144 140 108 88 68 52 20 0

Data cutoff date: November 7, 2022.
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Phase 3 THOR Study: Results of Erdafitinib
Versus Chemotherapy in Patients With
Advanced or Metastatic Urothelial Cancer
With Select Fibroblast Growth Factor
Receptor Alterations
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Unmet Need for Post-Checkpoint Inhibitor Therapies

in the Metastatic Urothelial Carcinoma Population

First-Line Systemic Therapy Second-Line Systemic Therapy
Platinum-eligible population' Checkpoint inhibitor-naive population.2
* Platinum-based chemotherapy +/- maintenance avelumab * Anti-PD-(L)1 where approved

Cisplatin-ineligible/platinum-ineligible population'.2 Prior checkpoint inhibitor population®*

+ Anti~PD-(L)1 where approved » Single-agent chemotherapy (taxanes, vinflunine)

* Enfortumab vedotin, sacituzumab govitecan, and

* Pembroli b + enfortumab vedotin wh d
embrolizumab + enfortumab vedotin where approve aedfitinib WHERE Ao

Post-Checkpoint Inhibitors

Checkpoint inhibitors are used in both the first- and second-line settings'-

~30% of patients with mUC respond to immune checkpoint inhibitors*

Treatment options after progression on PD-(L)1 inhibitors are limited':?

In the real-world setting, only ~30% of patients received subsequent anticancer treatment after anti-PD-(L)1 discontinuation?
* No large, randomized studies have demonstrated survival benefit in biomarker-selected populations after anti-PD-(L)1 treatment

O
A

FGFR, fibroblast growth factor receptor; mUC, metastatic urothelial carcinoma; PD-1, programmed cell death protein 1; PD-L1, programmed death-ligand 1. )
1. National Comprehensive Cancer Network. Available at: https://www.nccn.org/professionals/physician_gls/pdf/bladder.pdf. Accessed April 20, 2023. 2. Rhea LP, et al. Clin Med Insights Oncol. 2021;15:11795549211044963;
3. Bellmunt), et al.  Clin Oncol. 2009;27:4454-4461; 4. Lopez-Beltran A, et al. Cancers (Basel). 2021;13:131; 5. Morgans AK, et al. Clin Genitourin Cancer. 2022;20:543-552. 2 E
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Erdafitinib is a Pan-FGFR Inhibitor With

Activity in Metastatic Urothelial Carcinoma

* FGFRalt are observed in ~20% of advanced or mUC and may
function as oncogenic drivers'?

Mt
Erdafitinib is an oral selective pan-FGFR tyrosine kinase inhibitor

- Erdafitinib was granted accelerated approval in the United
States and is approved in 17 other countries to treat locally
advanced or mUC in adults with susceptible FGFR3/2alt who
have progressed after platinum-containing chemotherapy*®

* THOR is a confirmatory, randomized phase 3 study:

- Cohort 1 assessed whether erdafitinib improved survival over
chemotherapy in patients with FGFRalt mUC who progressed
on or after 21 prior treatment that included anti-PD-(L)1

FGFR, fibroblast growth factor receptor; FGFRalt, FGFR alterations; mUC, metastatic urothelial carcinoma; ORR, overall response rate; OS, overall survival; PD-1, programmed cell death protein 1; PD-L1, programmed

death-ligand 1; PFS, progression-free survival.
2Patients received erdafitinib 8 mg/d with pharmacodynamically guided uptitration to 9 mg/d.

1. NecchiA, et al. Eur Urol Focus. 2019;5:853-586; 2. di Martino E, et al. Future Oncol. 2016;12:2243-2263; 3. Perera TPS, et al. Mol Cancer Ther. 2017;16:1010-1020; 4. LoriotY, et al. N Engl | Med. 2019;381:338-348;

In the single-arm phase 2 BLC2001 trial,
erdafitinib showed a benefit in patients with
FGFR-altered advanced urothelial cancer*

200]]_
180

100
80

ORR, 40%
Median PFS, 5.5 months
Median OS, 11.3 months

60

Best overall response
BCR MPR MSD WPD

Patient

Patients received erdafitinib 8 mg/d with pharmacodynamically guided

uptitration to 9 mg/d.

5. BALVERSA® (erdafitinib) [package insert]. Horsham, PA: Janssen Products, LP; 2023; 6. Siefker-Radtke AO, et al. Lancet Oncol. 2022;23:248-258.
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Phase 3 THOR Study: Erdafitinib Versus Chemotherapy of Choice in

Patients With Advanced Urothelial Cancer and Selected FGFR Aberrations

Cohort 1

Key eligibility criteria Erdafitinib _ .
+ Age >18years (n=136) Primary end point:
» Metastatic or Once-daily erdafitinib 8 mg with ¢ 0S
unresectable UC pharmacodynamically guided uptitration to 9 mg
+ Confirmed disease
progression
« Prior tx with anti-PD-(L)1 Chemotherapy of Choice Key secondary end points:
+ 1-2lines of systemic tx (n=130) . PES
« Select FGFR3/2alt docetaxel or vinflunine once every 3 weeks
(mutation/fusion)? * ORR
« ECOG PS 02 « Safety
NCT03390504

Molecular eligibility can be confirmed using either central or local historical FGFR test results (Qiagen assay). If a patient was enrolled based on local historical testing, a tissue sample must still be submitted at the time
of enrollment for retrospective confirmation (by central lab) of FGFR status. Tumors must have 21 of the following translocations: FGFR2-BICC1, FGFR2-CASP7, FGFR3-TACC3_V1, FGFR3-TACC3_V3, FGFR3-BAIAP2LT; or 1 of the
following FGFR3 gene mutations: R248C, S249C, G370C, Y373C.

®Number of patients randomized at the time of the interim analysis (data cutoff January 15, 2023).

ECOG PS, Eastern Cooperative Oncology Group performance status; FGFR, fibroblast growth factor receptor; FGFR3/2alt, FGFR3/2 alterations; ORR, overall response rate; OS, overall survival; PFS, progression-free
survival; PD-1, programmed cell death protein 1; PD-L1, programmed death-ligand 1; Q3W, every 3 weeks; tx, treatment; UC, urothelial cancer.
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Overall Survival for Erdafitinib Was Superior to

Investigator’s Choice of Chemotherapy

100
=@~ Erdafitinib == Chemotherapy
- * Median follow-up was 15.9 months
* Median OS was 12.1 months for
| erdafitinib versus 7.8 months for
S chemotherapy
@
O 4o- » Erdafitinib reduced the risk of death
by 36% versus chemotherapy
20 - HR, 0.64 (95% Cl, 0.47-0.88;
B P=0.005)?
O—T—TT T T T T T T T T T T T T T * Based on these interim analysis
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 results, the IDMC recommended to
Months Since Randomization stop the study, unblind data, and
No:atrsk cross over patients from
Chemotherapy 130 87 66 43 30 18 13 9 8 3 2 2 1 0 0 0 0 O
Of=>10
g b
Cl, confidence interval; HR, hazard ratio; IDMC, independent data monitoring committee; OS, overall survival. !
aThe significance level for stopping for efficacy was p=0.019, corresponding to a HR of 0.69. 8 E
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Erdafitinib Significantly Improved Progression-Free

Survival Versus Chemotherapy

100
=@ Erdafitinib =fi= Chemotherapy

« Median PFS was 5.6 versus 2.7
months for erdafitinib versus
chemotherapy

* Erdafitinib reduced the risk of
progression or death by 42%
versus chemotherapy

- HR, 0.58 (95% Cl, 0.44-0.78;

PFS, %

P=10.0002)
’I I I|
0 3 6 9 12 15 18 21 24 27 30 33 36
Months Since Randomization
No. at risk
Erdafitinib 136 90 39 24 12 7 3 3 3 2 1 1 0
Chemotherapy 130 43 23 9 4 2 2 1 1 0 0 0 0
Bz
|
Cl, confidence interval; HR, hazard ratio; PFS, progression-free survival. 10 E
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Objective Response Rate Was Significantly Higher

for Erdafitinib Versus Chemotherapy?

50 ORR 45.6%
CR6.6%
40 1 (n=9) Relative risk, 3.94 (95% Cl, 2.37-6.57;
P <0.001)
Y
v 304
e}
c
3
& 90 - PR 39.0%
o (n=53)
ORR 11.5% CR0.8%
10 - Ll
PR 10.8%
(n=14)
0 -
Erdafitinib Chemotherapy
(n=136) (n=130)
Opi0)
e
Cl, confidence interval; CR, complete response; ORR, objective response rate; PR, partial response. !
“Responses were best overall response per investigator assessment. 11 E
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The Safety Profiles Were Consistent With the Known

Profiles of Erdafitinib and Chemotherapy (1/2)

Erdafitinib * In the erdafitinib group: Chemotherapy
Patients with AEs, (n=135) ) Patients with AEs, (n=112)
n (%)? - 18 patients (13.3%) had treatment- YR
Any grade related serious AEs

>1 treatment-related AE  131(97.0) 62 (45.9) - 1 treatment-related death >1 treatment-related AE 97 (86.6) 52 (46.4)

. occurred¢ _
Hyperphosphatemia 106 (78.5) 7(5.2) Anemia 31(27.7) 7(6.3)

- AEs with erdafitinib were mostly

Diarrhea 74 (54.8) 4(3.0) ; Alopecia 24 (21.4) 0
manageable with dose
Stomatitis 62 (45.9) 11(8.1) modifications and supportive care Nausea 22 (19.6) 2(1.8)
Dry mouth 52 (38.5) 0 « Inthe ch emotherapy group: Neutropenia 21(18.8) 15(13.4)
PPE syndrome 41(30.4) 13(9.6) - 27 patients (24.1%) had treatment- Leukopenia 13(11.6) 9(8.0)
Onycholysis 31(230)  8(5.9) related serious AEs Febrile neutropenia 9(80)  10(8.9)
T - 6 treatment-related deaths e

discontinued study occurred? discontinued study
treatment, n (%)

treatment, n (%)

Discontinuation due to Discontinuation due to

. f
treatment-related AEs 11(8.1%) B hrentrclaton AR 15(13.4)

3AEs by preferred term are listed if events of any grade occurred in 230% of patients in the erdafitinib group or if events of grade 3-4 occurred in 25% of patients.

®Most frequent treatment-related AEs leading to discontinuation of erdafitinib included eye disorders (3 patients) and skin and subcutaneous disorders (3 patients).

Treatment-related AE leading to death was reported as sudden death.

“Treatment-related AEs leading to death in the chemotherapy armincluded febrile bone marrow aplasia (2 patients), febrile neutropenia (1 patient), septic shock (2 patients), and atypical pneumonia (1 patient).
¢AEs by preferred term are listed if events of any grade occurred in 220% of patients in the chemotherapy group or if events of grade 3-4 occurred in 25% of patients.

Most frequent treatment-related AEs leading to discontinuation of chemotherapy included blood and lymphatic system disorders (5 patients) and infections and infestations (3 patients).

AE, adverse event; PPE, palmar-plantar erythrodysesthesia. 12 E
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NORSE Phase 2 Study Design?

Key eligibility criteria Erdafitinib Primary end point
+ Age >18years (n=44) ; ORR

« mUC diagnosis Once-daily erdafitinib 8 mg with

 Ineligible for cisplatin® pharmacodynamically guided uptitration to 9 mg * Safety

+ Select FGFR alterations

(mutation/fusion)© .

+ No prior systemic therapy ‘ (n=45) _ *+ DCR
formlic Once-daily erdafitinib 8 mg + cetrelimab DOR

Time to response
PFS
0S

Patients with any PD-L1

status could be enrolled

* Molecular eligibility was determined by central or local testing; a total of 1430 patients underwent central molecular screening®

* No formal statistical comparisons between arms were prespecified

2Data cutoff was December 19, 2022.

®Cisplatin-ineligible patients were defined as meeting 21 of the following criteria: (1) impaired renal function defined as calculated by Cockcroft-Gault (230 to <60 mL/min), (2) Grade 2 peripheral neuropathy,

(3) Grade 22 hearing loss, or (4) ECOG Performance Status 2.

“Central or local FGFRtesting. Local test reports were submitted for central verification, and archival tumor tissue and blood samples were submitted for retrospective confirmation of FGFR status (retrospective central
confirmation did not affect the patient's study eligibility). Central testing was based on archival or fresh biopsy tumor tissue.

96 patients in the erdafitinib plus cetrelimab group were uptitrated before uptitration was discontinued in the erdafitinib plus cetrelimab group following protocol amendment 3.

DCR, disease control rate; DOR, duration of response; ECOG, Eastern Cooperative Oncology Group; FGFR, fibroblast growth factor receptor; mUC, locally advanced or metastatic urothelial carcinoma; ORR, overall
response rate; 0S, overall survival; PD-L1, programmed death-ligand 1; PFS, progression-free survival; R, randomization.

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



ORR of 44% and 55% Was Observed With Erdafitinib

and Erdafitinib + Cetrelimab, Respectively

* ORR with erdafitinib monotherapy was consistent with

previous results in FGFR-altered mUC, and responses were
ORR, 54.5% durable

60 - (95% Cl, 38.8-69.6)
ORR. 44.2% * ORR >50% was observed with combination therapy, with a
T (95% C1,29.1-60.1) Coflpics durable DOR
A =) - For patients with CR in the combination arm (n=6), median
S 401 Confirmed DOR has not been reached
a CR (n=1)
€ | * In patients with CPS <10, ORR was 46.4% in monotherapy and
.g 50.0% in combination arm
T o . ; - ;
& 5 Corfivied Conf;;med - Data are limited in patients with PD-L1 high status (CPS >10)
(nzl:S) (n=18)
. o Erdafitinib +
Er(ﬁ:gg;'b Cetrelimab
5 (N=44)
Erdafitinib Erdafitinib + Cetrelimab DCR, median (95% Cl), % 88.4(74.9-96.1)  79.5(64.7-90.2)
(N=43)2 (N=44)2
Responses are investigator assessed. DOR, median (95% Cl), months 9.72(4.6-NE) 11.10(8.8-NE)

31 patientin the erdafitinib group and 5 patients in the erdafitinib plus cetrelimab group were inevaluable.

Cl, confidence interval; CR, complete response; DCR, disease control rate; DOR, duration of response; mUC, locally advanced or metastatic urothelial carcinoma; NE, not evaluable; ORR, objective response rate;
PR, partial response.
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Erdafitinib Alone and in Combination With Cetrelimab

Showed Responses in the Cisplatin-Ineligible Population

¥ alfonaian Erdafitinib Erdafitinib + Cetrelimab
Mutation W s s s = « e s % & & &
Mutationaadlfusjon ¢ &g g g FGFR fusion partners ¢ B g s £ & ¢ ¥¥ g 2
nKNnown
EENEEEN EEEENENEEENEEEEEEEEEEEEEEEEENEEEEN ENNEEEEENEEEEENENEEN NEEEENEENEEEEEEEE
PD-L1status | HENENE" HE EEEEE N ENEER EEER  EEN EEEEE EEN  EEENE EEE NN EEEN EEEN  EEN EEEE
CPS210 W
CPS<10 W
Unknown
120 o 120
E 50+ E g
S S
'S '8
o $ 40 1 Best overall response 5 $ 40 Best overall response
-~ -~
gu HCR WPR mSD® mPD S0 n=392 HmCR PR =~ SD° mPD
c c
83 o 835 0
x @ l
e ia
F: 401 30% reduction E 401 30% reduction
S S
-80 - -80 4
-120 - -120

21 patientin the erdafitinib group and 5 patients in the erdafitinib plus cetrelimab group were inevaluable.
®For a response to qualify as SD, follow-up measurements must have met the stable disease criteria at least once at a minimum interval <6 weeks after the first dose of study agent.

FGFR-TACC fusion was detected by local testing or central blood sample, but not confirmed by central tissue testing.
CPS, combined positive score; CR, complete response; FGFR, fibroblast growth factor receptor; PD, disease progression; PR, partial response; SD, stable disease.
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PFS and OS Underscore Durable Responses to the Erdafitinib

+ Cetrelimab Combination (Median Follow-up 14 Months)

Progression-free Survival

100=-
—— Erdafitinib + cetrelimahb
—e— Erdafitinib
80—
8
3\ _ Median PFS:
= 00 11.0 months (95% Cl, 5.5-13.6)
-g 5.6 months (95% Cl, 4.3-7.4)
]
9
o 40—
w
'8
o
—
20—
Y
—TTTTTT—T—TT"T T
0 3 6 9 12 15 18 21 24 27 30 33 36

Months

Patients at risk

Erdafitinib +
cetrelimab

Erdafitinib 43 32 17 10 8 5 4 3 2 1 0 0 0

4 32 25 22 11 6 5 3 3 1 0 0 0

Cl, confidence interval; NE, not evaluable; OS, overall survival; PFS, progression-free survival.

Overall Survival

100
—— Erdafitinib + cetrelimab
—o— Erdafitinib
80—
8
' Median OS:
E o0 20.8 months (95% Cl, 12.0-NE)
- N U 16.2 months (95% Cl, 8.3-NE)
o]
0
a 40— —p—t—0
(7))
(o]
20— .
12-month OS rate:
68% (95% Cl, 50-81)
56% (95% Cl, 40-70)
0 T T 1 1 1 T 1T T 7T 1
0 3 6 9 12 15 18 21 24 27 30 33 36

Patients at risk

Erdafitinib +
cetrelimab

Erdafitinib 43 40 30 21 17

36 35 27 19

Months
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MULTICENTER RANDOMIZED PHASE Iil OF
DOSE DENSE MVAC OR GC AS PERIOPERATIVE
CHEMOTHERAPY FOR MUSCLE INVASIVE
BLADDER CANCER

Overall Survival at 5 years in the GETUG/AFU V05 VESPER trial

Ch Pfister, G Gravis, A Flechon, C Chevreau, H Mahammedi, B Laguerre, A Guillot,

F Joly, Y Allory, V Harter and S Culine for the Vesper trial investigators
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Trial design (1)

Chemotherapy

» 4 cycles of GC  Gemcitabine 1250 mg/m? d1 and d8
Cisplatin 70 mg/m? d1 every 3 weeks

» 6 cycles of ddAMVAC Methotrexate 30 mg/m? d1

Vinblastine 3 mg/m? d2
Doxorubicin 30 mg/m? d2
Cisplatin 70 mg/m? d2

+ G-CSF support from d3 to d9 every 2 weeks

’ " AMERICAN SOCIETY OF
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Trial design (2)

Inclusion criteria

» Pure or mixed urothelial bladder cancer (neuroendocrine excluded)
» ECOG PS <2 and all criteria for cisplatin eligibility
» Written informed consent
AND
» 2T2,NO (LN <10 mm on CT scan), MO (Neoadjuvant CT)
» > pT2 or pN+ and MO (Adjuvant CT)

L MEETING
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PFS at 3 years il

i o O ) "B GAMAC (1219 Perioperative dd-MVAC
B GC (n=245) b | GC (n=218) .
improve 3-y PFS over GC

In the neoadjuvant group,
better bladder tumor local
control with a significant
improvement on 3-y PFS
in the dd-MVAC arm

Progression—free survival
(probability)
Progression—free survival
(probability)

HR=0.77 (95% ClI, 0.57-1.02)
P=0.066 HR=0.70 (95% ClI, 0.51-0.96)
Padj=0.077 4 P=0.025
18 24 30 36 18 24 30 36

Time (months) Time (months)

Pfister et al. J Clin Oncol 2022
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Results (1) Overall Survival at 5 years

All patients j Neoadjuvant CT
B dd-MVAC (n=248) B dd-MVAC (n=218)
B GC (n=245) B GC (n=219)

Overall survival
(probability)

‘_>“A
S2
£=

8
=9
©o
‘Q-)L
S
0

HR=0.77 (95% Cl, 0.58-1.03)
P=0.078 HR=0.71 (95% Cl, 0.52-0.97)

Padj=0.098 : P=0.032

T T T T T T
1 2 3 1 2 3

Time (years) Time (years)

No. at risk No. at risk
dd-MVAC 248 193 17 dd-MVAC 218 174 156
GC 245 184 157 GC 219 163 140
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Results (2) Disease-specific Survival

All patients A Neoadjuvant CT
B dd-MVAC (n=248) B dd-MVAC (n=218)
B GC (n=245) B GC (n=219)

Disease—specific survival
(probability)

©
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-
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HR=0.63 (95% Cl, 0.46-0.86)
P=0.004 HR=0.56 (95% ClI, 0.39-0.80)
Padj=0.005 o4 P=0.001

T T T T T T

1 2 3 1 2 3

Time (years) Time (years)

No. at risk No. at risk
dd-MVAC 248 193 dd-MVAC 218 174 156
GC 245 184 GC 219 163 140
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Results (3) Causes of Death

GC dd-MVAC

Bladder cancer progression

Toxic death

Cardiovascular event

Second cancer

Intercurrent disease

Unknown cause of death without relapse

Other undocumented death
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Study EV-103 Dose Escalation/Cohort A: Long-term
Outcome of Enfortumab Vedotin + Pembrolizumab in
First-line (1L) Cisplatin-ineligible Locally Advanced or
Metastatic Urothelial Carcinoma (la/mUC) with Nearly 4
Years of Follow-up

Shilpa Gupta, MD?; Jonathan E. Rosenberg, MD?; Rana R. McKay, MD?; Thomas W. Flaig, MD*; Daniel Peter Petrylak, MD®; Christopher J.
Hoimes, DOS; Terence W. Friedlander, MD’; Mehmet Asim Bilen, MD3; Sandy Srinivas, MD?; Earle Burgess, MD!%; Jaime R. Merchan, MD!;
Scott Tagawa, MD'2; Jason Brown, MD'3; Yao Yu, PhD'#; Anne-Sophie Carret, MD'#; Heidi S. Wirtz, PharmD, PhD'#; Maria Guseva, MD,

PharmD*5; Blanca Homet Moreno, MD, PhD'6; Matthew 1. Milowsky, MD'’

ITaussig Cancer Institute, Cleveland Clinic Foundation, Cleveland, OH, USA; “Memorial Sloan Kettering Cancer Center and Weill Cornell Medical College, New York, NY, USA; *University
of California San Diego, San Diego, CA, USA; “University of Colorado Comprehensive Cancer Center, Aurora, CO, USA; *Yale Cancer Center, New Haven, CT, USA; Duke Cancer Institute,
Duke University, Durham, NC, USA; University of California San Francisco Medical Center, San Francisco, CA, USA; *Winship Cancer Institute of Emory University, Atlanta, GA, USA;
*Stanford University Medical Center, Stanford, CA, USA; Atrium Health Levine Cancer Institute, Charlotte, NC, USA; !University of Miami, Miami, FL, USA; “Weill Comell Medical
Center, New York, NY, USA; “University Hospitals Cleveland Medical Center, Cleveland, OH, USA; *Seagen Inc, Bothell, WA, USA; Astellas Pharma, Northbrook, IL, USA; **Merck &
Co., Inc., Rahway, NI, USA; VUniversity of North Carolina, Lineberger Comprehensive Cancer Center, Chapel Hill, NC, USA
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Rationale of Combining Enfortumab Vedotin and
Pembrolizumab
ENFORTUMAB VEDOTIN | st imsior semboiaont

Immunostimulatory
Tumorcell '+  signal release
apoptosis O

Enfortumab

vedotin s * _ Tcell activation
\ ) d
\g\\, ' MMAE-induced e
/\ , ERstress p |
&, - Y |
Lysosome . R . APC \
L) .0 e
. L
.
. .
Direct cytotoxicity Immunogenic cell death
Nectin-4 ‘
Protease-cleavable
me-vc linker \
T-cell activation is amplified Tumor cell
by PD-1 blockade ) death
T cell Pembrolizumab 4 N ) My 4
pO- v @ 0 4Y 9
4 . ¢ & ”
< - )
( Tumor
Reactivated _% cels
PD-LVL2 1 I;:‘ >
/ < \
PD-1 checkpoint Checkpoint inhibition Potential enhancement of enfortumab vedotin-induced
inactivates T cells T-cell response by PD-1 checkpoint inhibition
Tumor cell
APC: antigen-presenting cell; ER: endoplasmic reticulum; me-ve: maleimidocaproyl-valine-citrulline; MMAE: y E; PD-1: prog
cell death protein 1; PD-L1/L2: programmed cell death-ligands 1and 2
*Enfortumab vedotin plus p i isani i drug inati thuaMyand cfﬁcacyohhodrug bination has not been The p! d mechanism of action for the combination is based
upon preclinical studies with enfortumab vedotin and other antibody-di g conjug ided is for scientific information only and should not be Inurpmod as an intent to promote unapproved uses.

£ 2022 Seagen Inc., Bothell, WA 98021. Al rights reserved. USM/EVMI2022/0017

2023 ASCO #ASC023 presenten gy: Dr. Shilpa Gupta, MD ASCO AMERICAN SOCETYOF

ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org KNOWLEDGE CONQUERS CANCER

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Study Design — EV+P Cohorts

EV-103 is an open-label, multiple cohort, phase 1b/2 study

Dose Escalation?

Enfortumab
vedotin +
pembrolizumab

Cisplatin-ineligible
1L
(n=3)

Expansion
Cohort A

Enfortumab vedotin
+ pembrolizumab

Cisplatin-ineligible
1L
(n=40)

Cohort K
1:1 Randomization

Enfortumab vedotin
+ pembrolizumab
or
Enfortumab vedotin

Cisplatin-ineligible
E
(n=151)

* Dosing: EV 1.25 mg/kg IV
on Days 1and 8, and P 200
mg [V on day 1 of every
3-week cycle

* Primary endpoints: AEs, lab
abnormalities

* Key secondary endpoints:
confirmed ORR, DOR, DCR,
and PFS per RECIST v1.1 by
BICR® and investigator; OS,
plasma/serum PK of EV

AE = adverse events; BICR = blinded independent central review; DCR =disease confrol rate; DOR = duration of response; EV = enfortumab vedotin; ORR = objective response rate; OS = overall survival, P = pembro; PFS = progression-free survival;
PK = pharmacokinetics; 1L = first-fine
Exploratory endpoints: biomarkers of actiity including baseline PD-L1 status and Nectin-4 expression; Dose Escalation/Cohort A completed enrollment in Jan 2019; Data cutoff was 16 Sep 2022
#Patients assigned to EV 1.25 mglkg + pembro and for whom study treatment was administered as 1L therapy
®The eficacy endpoints per RECIST v1.1 by BICR are presented for the first time herein. Results by investigator assessment have been previously published (Hoimes CJ, et al. JCO 2022).
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Overall Objective Response Rates by BICR

High confirmed ORR (73.3%) with high concordance rate between BICR and
INV assessments

Dose Escalation

+ Cohort A
(N = 45)
Objective Response Rate, n (%) 33 (73.3)
95% Cl2 for ORR 58.1-85.4
Best Overall ﬁesponse, n (%)
Complete response 7(15.6)
Partial response 26 (57.8)
Stable disease d(11.1)
Progressive disease 9(11.1)
No assessment® 2(4.4)
Disease Control Rate, n (%) 38 (84.4)
95% Cl2 for DCR 70.5-93.5
Concordance rate of BOR between BICR and INVC assessment 95.3%

BICR = blinded independent central review; BOR = best overall response; Cl = confidence interval; DCR = disease control rate; INV = investigator; ORR =objective response rate

#Cl was computed using the Clopper-Pearson method (Clopper 1934)
%Patients had no response assessment post-baseline
ORR per INV assessment was 33/45 (73.3%)
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Duration of Treatment and Summary of Disposition
40% of patients remain on study after ~4 years of follow-up

Dose Escalation +

CohortA

(N =45)
Patients on treatment, n (%) 0
Patients off treatment, n (%) 45 (100%)

Reason for treatment discontinuation, n (%) * Patients were treated for a median
Progressive disease per INV 19 (42.2) duration of 7 months (min’ max:
Adverse event 15 (33.3)

Patient decision? 9(20.0) 0.7, 32'9)

Physician decision® 112.2)

Othere 1(2.2) : . ,
Patients off study, n (%) 27 (60.0) « Patients received a median of 9

Reason for study discontinuation, n (%) treatment cycles (min, max: 1, 36)

Death 22 (48.9)
Patient withdrawal of consent 4(8.9)
Lost to follow-up 1(2.2)

Median follow-up (min, max) 47 months (0.66, 55.49)

INV =investigator assessment; UC = urothelial carcinoma

& patients no longer wanted treatment and/or chose hospice; 2 had no evidence of disease; 2 underwent surgery for UC (1 radical cystectomy, 1 nephroureterectomy),
1 wanted standard of care without protocol restriction, 1 had multiple adverse events, and 1 withdrew consent

®Patient with sustainable partial response and treatment hold of > 1 year

Patient completed 35 cycles of pembrolizumab and EV discontinued earlier due to grade 2 peripheral neuropathy
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Progression-Free Survival by BICR

41.1% of patients were progression-free at 24 months

100 4
90
80
704
60
50
404

Dose Escalation +

304
204
10

Progression-free survival (%)

Cohort A
(N =45)
PFS events, n 25
Median PFS (95% CI?) 12.7 months (6.11-NE)
LR PFS rateP at:

6 months, % (95% Cl8)  72.4 (56.47-83.26)

12 months, % (95% Cl?) ~ 55.0 (38.84-68.58)

1) T

| PO (TR VRN ORI [N /PR P N [TRENNT) IR TR (e SR e M 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 40 42 44 46 48 950

Time (months)

No.atrisk 45 40 35 30 23 22 22 18 18 17 16 15 14 13 13 13 11 10 10 10 10 8
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24 months, % (95% Cle)  41.1(25.69-55.88)

4 2 BICR = blinded independent central review; Cl = confidence interval; NE = not estimable;
PFS = progression-free survival
#Cl was calculated using the complementary log-log transformation method (Collett, 1994)
®As estimated using Kaplan-Meier method
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Overall Survival

Median survival exceeds 2 years

Dose Escalation +

100- CohortA
& (N =45)
801 OS events, n 22
= 7.
§ i Median OS (95% CI?) 26.1 months (15.51-NE)
% 51 L H-HHHH—+  OSratebat:
— 40
g 304 6 months, % (95% Cl?) 95.4 (83.00-98.84)
5 204
10- 12 months, % (95% CI?) 83.4(68.25-91.72)
04

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 24 months, % (95% Cl?) 6.4 (40.03-69.91)

Ti h
ime (months) Median follow-up time 47.0 months

No.atrisk 45 43 41 41 38 36 34 29 26 26 24 24 23 21 20 20 20 20 20 19 19 19 17 12 8 4 2 2

Cl = confidence interval; NE = not estimable; OS = overall survival
&Cl was calculated using the complementary log-log transformation method (Collett, 1994)
®As estimated using Kaplan-Meier method
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Treatment-Related Adverse Events of Special

Interest for Enfortumab Vedotin
Skin reactions and PN were the most common treatment-related AESI for EV

Dose Escalation + Cohort A

(N = 45)
Any ?/r;lde Grac:e/ )23 * Most of the events were of
n (% n (%
Skin reactions 30 (66.7) 9(20.0) lOW grade (1 o 2)

Rash maculo-papular 16 (35.6) 5(11.1)

S e : + The TRAES for EV were
Peripheral neuropathy? 28 (62.2) 2 (4.4) ; : .
——— 18400 . consistent with previously

Dry eye 16 (35.6) 0 observed results

Blurred vision 5(11.1) 0

Corneal disorders 1(2.2) 0
Hyperglycemia 5(11.1) 4(8.9)

Infusion related reactions 3(6.7) 1(2.2)

AESI= adverse events of special interest EV = enfortumab vedotin; PN = peripheral neuropathy; TRAE =treatment-related adverse events
#Peripheral neuropathy Standardised MedDRA Queries (broad scope). n=8 patients had pre-exising peripheral neuropathy and n=37 did not have pre-exising peripheral neuropathy. Pre-
existing condiion includes medical history and conditions ongoing at baseline
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Duration of Response by BICR

1L EV+P is associated with durable responses

100 -
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404
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-
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Responders without PD or death (%)

T T

0 2

No. atrisk 33 31
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2

CohortA
(N =45)
DOR events, n 15
Median DOR (95% CI?) 22.1 months (8.38-NE)

Patients without PD or
death at:
6 months, % (95% CI?)

12 months, % (95% Cl2)

24 months, % (95% Cle)

74.1(54.82-86.17)
63.9(44.19-78.17)

47.0 (27.57-64.31)

BICR = blinded independent central review; Cl = confidence interval; DOR = duration of response;
EV = enfortumab vedotin; NE = not estimable; P = pembrolizumab, PD = progressive disease; 1L = firstline
#Cl was calculated using the complementary log-log transformation method (Collett, 1994)
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Subsequent Anticancer-Related Therapies

Patient may have received more than one subsequent anticancer
therapy; systemic therapy was the most common

Dose Escalation + CohortA  + 35 § patients who

(N = 45) .

Patients receiving subsequent cancer-related therapy/therapies, n (%) 27 (60.0) received SUbsequent
Systemic therapy 22 (48.9) pembm”zumab’ did so
Palliative radiotherapy 4(8.9) . ;

S i progedurs 4(89) following progression on
Othert 122) EV+P

First subsequent systemic therapy, n (%) . ;
Pembrolizumab® 8(17.8) 20f 3 patlents Who
Carboplatin-based therapy 5(11.1) received subsequent EV,
Ot i did so following
Enfortumab vedotin® 3(6.7) i

+
Sacituzumab govitecan 2(4.4) preglession 9 EV4P

AE = adverse event EV =enfortumab vedotin; P =pembrolizumab; PN = peripheral neuropathy; TURBT =transurethral resection of bladder tumour; 1L = firstine
“Radical cystectomy (n=1), nephroureterectomy (n=1), craniotomy (n=1), TURBT (n=1)
tIntravesicular gemcitabine:

“Reasons for study treatment discontinuation: AE (n=4; all PN), investigator-assessed clinical or radiographic progression (n=3), patient decision (n=1); number of cycles of study treatment received (range): 7-21
dncludes Cisplatin-based therapy (n=1), Gemcitabine (n=1), Erdafitinib (n=1), ather (n=1)
eReasons for study treatment discontinuation: investigator-assessed radiographic progression (n=2), patient decision (n=1); number of cycles of study treatment received (range): 13-36
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patients with localized renal cell carcinoma at high risk
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CheckMate 914

CheckMate 914 study design (Part A and Part B)

Adult patients with localized clear cell RCC at high risk of relapse after radical or partial nephrectomy?

Part A —»

Primary endpoint
* DFS by BICR for NIVO+IPI vs placebo

Secondary endpoints

» 05 for NIVO+IPI vs placebo Treat until
+ Safety of NIVO+IPI completion of
12 cycles,
________ Randomization > 4 weeks tun.aftcep;.able
and < 12 weeks after surgery oxicity, disease
recurrence,
) ) week 36,° or
Primary endpoint withdrawal of
* DFS by BICR for NIVO vs placebo consent
> Placebo Secondary endpoints

* 0OS for NIVO vs placebo
» DFS and OS for NIVO vs NIVO+IPI

« Patient populations for Part A and Part B were mutually exclusive

aStratification was based on type of nephrectomy and TNM staging. *Expected treatment duration of 24 weeks. Treatment could be extended up to 36 weeks to accommodate dose delays.
BICR, blinded independent central review; 0S, overall survival; R, randomization; TNM, tumor, node, metastasis.
1. ClinicalTrials.gov. Accessed April 6, 2023. https://clinicaltrials.gov/ct2/show/NCT03138512.
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Study design and treatment schedule (Part A)

N =816
. . o . Expected treatment duration of 24 weeks®
Key inclusion criteria’2 Stratification factors:
» Radical or partial nephrectomy * Pathologic TNM staging* NIVO 240 mg IV Q2W (x 12 doses)
* Type of nephrectomy IPI 1 ma/kg IV Q6W (x 4 d

» Predominant clear cell histology + Pl 1 mg/kg IV Q6W (x 4 doses)
» Pathologic TNM staging: N = 405

o pT2a, G3 or G4, NO MO/pT2b, G any, NO MO

o pT3, G any, NO MO Placebo IV Q2W (x 12 doses)

o pT4, G any, NO MO/pT any, G any, N1 MO . g + Placebo IV Q6W (x 4 doses)
» No evidence of residual disease or metastases after BI04 FIEY N =411

and < 12 weeks after surgery
nephrectomy, confirmed by BICR

Primary endpoint: DFS by BICR for NIVO+IPI vs placebo
Secondary endpoints: OS for NIVO+IPI vs placebo, safety of NIVO+IPI

Schedule
Study week

NIVO+IPI NIVO NIVO NIVO+IPI NIVO NIVO NIVO+IPI NIVO NIVO NIVO+IPI NIVO NIVO
Dosing®

PBO+PBO PBO PBO PBO+PBO PBO PBO PBO+PBO PBO PBO PBO+PBO PBO PBO

Median follow-up, 37.0 months (minimum follow-up, 15.4 months).

aStratification by TNM staging (pT2a, G3 or G4, NO MO or pT2b, G any, NO MO vs pT3, G any, NO MO vs pT4, G any, NO M0 or pT any, G any, N1 M0). "Treatment could be extended up to 36 weeks to
accommodate dose delays. “Dose given on day 1 of each cycle.

G, grade; IV, intravenously; PBO, placebo; QxW, every X weeks.

1. ClinicalTrials.gov. Accessed April 28, 2023. https://clinicaltrials.gov/ct2/show/NCT03138512. 2. Motzer RJ, et al. Lancet 2023;401:821-832.
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Adjuvant NIVO+IPl in CheckMate 914 (primary endpoint)

100+ . i
Disease-free survival by BICR'
90
& g0l
2
3 704
m
o I
0 :
a 60" :
3 i |
E |
3 l U
o 40 |
& Median DFS, |
é 304  Treatment Events/patients months (95% Cl) !
§ NIVO+IPI 110/405 NR (NE) :
5 204 :
. Placebo 118/411 50.7 (48.1-NE) !
104 HR (95% Cl), 0.92 (0.71-1.19); P = 0.5347 i
|
0 | | I | | | | | I
0 6 12 18 24 30 36 42 48 54
Months
No. at risk
NIVO+IPI 405 337 299 270 224 150 89 42 13 0
Placebo 411 340 299 275 227 155 90 38 8 0

As the DFS endpoint was not met, no formal OS analysis was performed (in total, there were 33 deaths in the NIVO+IP| arm and 28 deaths in the placebo arm).
1. MotzerRJ, et al. Lancet 2023;401:821-832.
Cl, confidence interval; HR, hazard ratio. NE, not estimable; NR, not reached.
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Efficacy assessments in select subgroups

Pathological TNM stage
RCC pathology grade
Sarcomatoid features
Tumor PD-L1 expression
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Key baseline characteristics of ITT patients in select subgroups

CheckMate 914

NIVO+IPI

Placebo

Pathological TNM staging per CRF, %

(n = 405)

(n = 411)

pT2a, G3 or G4, NO MO or pT2b, G any, NO MO 15 14

pT3, G any, NO MO g 77

pT4, G any, NO MO or pT any, G any, N1 MO 8 9
RCC pathology grade per CRF, %P

G1-2 34 36

G3 47 42

G4 20 22
Sarcomatoid features, %? 5 9
Baseline tumor PD-L1 status, %<4

> 1% 14 11

< 1% or indeterminate/not evaluable i 78

Not reported 11 11

2RCC pathology grade and sarcomatoid status were determined by a local pathologist. "Data were reported using the Fuhrman grading system for the duration of enrollment. If assessment of RCC
pathology grade was performed using the WHO/ISUP system, grade was correlated back to the Fuhrman system in order to assess eligibility. PD-L1 testing was performed locally (Labcorp) using a
validated TPS-based PD-L1 immunohistochemical assay (Dako PD-L1 IHC 28-8 pharmDx). YData by tumor PD-L1 expression were analyzed from a March 2023 database lock as these data were not

available from the July database lock used for all other data reported in this presentation.

CRF, case report form; ISUP, International Society of Urological Pathology; ITT, intent-to-treat (all randomized population); PD-L1, programmed death ligand 1; TPS, tumor proportion score;

WHO, World Health Organization.
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Disease-free survival per BICR in select subgroups

NIVO+IPI Placebo

Subgroup Eventsino. of patients Unstratified HR for DFS (95% Cl)
Overall 110/405 118/411 + 0.94(0.72-1.22)
TNM staging per CRF i

PT2a, G3 or G4, NO MO/pT2b, G any, NOMO  11/59 17/58 . 0.66 (0.31-1.41)

pT3, G any, NO MO 85/313 83/317 —io— 1.06 (0.79-1.44)

PT4, G any, NO MO/pT any, G any, N1 M0 14/32 18/35 * 0.61 (0.30-1.24)
RCC pathology grade® per CRF i

G1-2 29/136 33/147 —oi— 0.95 (0.58-1.57)

G3 54/189 47/173 + 1.08 (0.73-1.60)

G4 27/80 38/91 —oﬂ:— 0.72 (0.44-1.18)
Sarcomatoid features i

Yes 4/19 12/21 < o i 0.29 (0.09-0.91)

No 106/386 106/390 —:9— 1.02 (0.78-1.33)
Baseline tumor PD-L1 status® i

2 1% 11/56 20/46 ° i 0.40 (0.19-0.84)

< 1% or indeterminate/not evaluable 89/305 85/320 —%—o— 1.14 (0.85-1.54)

0.1l25 0.125 0?5 } l2 411

Favors NIVO+IPI «—— Favors placebo

aData were reported using the Fuhrman grading system for the duration of enrollment. If assessment of RCC pathology grade was performed using the WHO/ISUP system, grade was correlated back to
the Fuhrman system in order to assess eligibility. PData by tumor PD-L1 expression were analyzed from a March 2023 database lock as these data were not available from the July database lock used
for all other data reported in this presentation.
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Disease-free survival per BICR by pathological TNM stage

pT2a, G3 or G4, NO, MO/pT2b, G any, NO, MO pT4, G any, NO, MO/pT any, G any, N1, MO
(n=117) (n=67)
1004 1004
90 & 90
g 2
2 80+ | I 1 T L | = 807
£ 2
| 70- 2 704
4 I [ 1 1 g_
a 60 = 601
"n>i 2
E 30 E 50 l Il |
2 $ L | |
o 40-' ] 40'
o Median DFS, = Median DFS,
"q-: 304 Treatment Events/patients  months (95% Cl) % 304 Treatment Events/patients  months (95% Cl)
(7]
9 20{ NVO+IP 11/59 NR (NE) g 204 NIVO+IPI 14/32 39.7 (12.0-NE)
: i Placebo 17/58 NR (30.3-NE) 0 Placebo 18/35 23.7 (5.3-NE)
; HR (95% Cl), 0.66 (0.31-1.41) HR (95% Cl), 0.61 (0.30-1.24)
1 I | I | | I | I 0 U T T T T T T T T
0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 54
Months Months
No. at risk No. at risk

NIVO+IPI 59 49 41 35 29 18 13 7 - 0  NIVO+IPI 32 27 22 19 16 1" 6
Placebo 58 50 42 34 30 21 12 7 0 0  Placebo 35 18 17 14 11 5 2 0 0 0

Pathological TNM stage was collected per CRF.
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Disease-free survival per BICR in patients with RCC ot 31
pathology grade 4 or sarcomatoid features

RCC pathology grade 42 Sarcomatoid features
(n=171) (n = 40)
100- 100+
90 90~
g 8
.4? 80_ 3‘ 80_ 1l | | 1l 1 L] |
2 70 2 70-
Hal Q
o o
o 60+ Al | T L [ a 60
g g
2 50 = i
s 3 50
=) - | [l | | (=] |
o 40 o 40
o Median DFS, o Median DFS,
"q-,' 304 Treatment Events/patients  months (95% Cl) E 304 Treatment Events/patients  months (95% Cl)
(7] (%]
g 204 NIVO+IPI 27/80 NR (35.9-NE) g 20{ MNVO+PI 4/19 NR (NE)
Q - Placebo 38/91 41.4 (23.8-NE) a 0 Placebo 12/21 21.0 (5.2-NE)
; HR (95% Cl), 0.72 (0.44-1.18) HR (95% Cl), 0.29 (0.09-0.91)
1 I I I I I I I 1 0 I I I I | I | | I
0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 54
Months Months
No. at risk No. at risk

NIVO+IPI 80 63 54 48 44 33 21 8 3 0  NIVO+IPI 19 17 15 14 12 10 8 5
Placebo 91 64 54 50 40 27 17 6 2 0  Placebo 21 13 " " 8 7 3 2 0

aData were reported using the Fuhrman grading system for the duration of enrollment. If assessment of RCC pathology grade was performed using the WHO/ISUP system, grade was correlated back
to the Fuhrman system in order to assess eligibility.
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Disease-free survival per BICR in patients by PD-L1 expression

CheckMate 914

PD-L1 > 1%? PD-L1 < 1% or indeterminate/not evaluable?
(n=102) (n = 625)
100+ 100+
904 . 90+
e\i | il LIl 1 | | é
> 80- > 80
2 70 3 70-
fal Q
S e
a 60- a 60
2 50- = 4
S S 50
= =]
: 40 3 40
v Median DFS, o Median DFS,
“5 304 Treatment Events/patients  months (95% Cl) ‘&: 304 Treatment Events/patients  months (95% Cl)
(%]
g 20  NIVO+IPI 11/56 NR (NE) § 204 NIVO+IPI 89/305 NR (NE)
Q 0 Placebo 20/46 50.7 (12.1-NE) Q " Placebo 85/320 48.1 (48.1-NE)
HR (95% CI), 0.40 (0.19-0.84) HR (95% CI), 1.14 (0.85-1.54)
0 I I I 1 1 I 1 I I 0 1 I 1 I 1 I 1 1 I
0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 54
Months Months
No. at risk No. at risk
NIVO+IPI 56 46 43 39 35 25 17 12 6 0 NIVO+PI 305 252 221 200 167 106 59 27 8
Placebo 46 36 27 25 20 15 1 1 5 0 Placebo 320 271 241 224 186 126 66 25 3

aData by tumor PD-L1 expression were analyzed from a March 2023 database lock as these data were not available from the July database lock used for all other data reported in this presentation.
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Characteristics and outcomes of patients with
< 6 treatment cycles

« We assessed the relationship between early treatment discontinuation and treatment outcomes

« The majority (77/132) of patients who discontinued treatment due to AEs received
< 6 treatment cycles (1-2 doses of the NIVO+IPl combination)

« 102 (25%) of 404 treated patients in the NIVO+IPl arm received < 6 treatment cycles

Schedule Cycle 1 Cycle 7 Cycle 8 Cycle9 | Cycle 10 | Cycle 11 | Cycle 12

Study week

NIVO+IPI

Treatment Treatment discontinued
PBO+PBO

AE, adverse event.
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Drug exposure, topline safety, and patient disposition in st 51
patients who received < 6 treatment cycles

NIVO ‘ IPI

(n=102) (n=101)
Median no. of doses received (range) 3(1-6) 1(1-2)
NIVO+IPI
(n=102)
Median duration of therapy (range), months 1.1 (< 0.1-4.4)
Any grade treatment-related AEs, n (%)? 93 (91)
Grade 1-2 40/93 (43)
Grade > 3 53/93 (57)
Any grade treatment-related AEs leading to treatment discontinuation, n (%)? 69 (68)
Grade 1-2 29/69 (42)
Grade > 3 40/69 (58)

« The most common any-grade treatment-related AEs leading to discontinuation were diarrhea (6%), increased alanine
aminotransferase (4%), and thyroiditis (4%)

3ncludes events reported in all treated patients between first dose and 30 days after the last dose of study drug.
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Disease-free survival per BICR by treatment cycles received

100+

90+

80+

70

60

50+

40

30+

Disease-free survival probability (%)

20+

10+

Received > 6 treatment cycles (n = 302) vs < 6 treatment cycles (n = 102)

Median DFS, HR
months (95% Cl) (95% CI)

NRINEL 0.74
(0.48-1.13)

Treatment Events/patients

82/302

> 6 treatment cycles

No. at risk

6 12 18 24 30 36 42
Months

NIVO+IPI > 6 cycles 302 269 240 213 178 120 76 35
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Disease-free survival per BICR by treatment cycles received

Received > 6 treatment cycles (n = 302) vs < 6 treatment cycles (n = 102) vs placebo (n = 407)

100+
90+
& 80- %
2
3 70-
0 Il (||
0
a 60
T; |
g 50
o 40- Median DFS, HR HR ——
2 Treatment Events/patients  months (95% Cl) (95% Cl) (95% Cl)
& %1 placebo 118/407 50.7 (48.1-NE) - _—
i A
& 201 > 6 treatment cycles 82/302 NR (NE) 0.74 (0.66-1.16)
10- (0.48-1.13) _
0 | | | | | | | | |
0 6 12 18 24 30 36 42 48 54
Months
No. at risk
NIVO+IPI > 6 cycles 302 269 240 215 178 120 76 35 11 0
Placebo 407 340 299 275 227 155 90 38 8 0
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Patient-reported outcomes in
all treated patients

» EQ-5D-3L
* FKSI-19
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Patient-reported outcomes assessments

EQ-5D-3L"2 (global health status) FKSI-1934 (kidney cancer symptom index)
« Utility index: 5 items; range, 0 (death) - 1 (full * Total score: 19 items; range, 0-76
health) — Meaningful change threshold: > 5 points vs baseline®

— Meaningful change threshold: > 0.08 points vs baseline2  * Disease-related symptoms: 9 items; range, 0-36
— Meaningful change threshold: > 3 points vs baseline®

Schedule
Targeted week
Collection PRO PRO PRO PRO PRO
Completion rate, %¢
NIVO+IPI 98 - 97 - - 96 . . 94 - . 99
EQ-5D
Placebo 97 . 97 - - 96 . - 97 . . 99
NIVO+IPI 98 - 97 - - 95 - - 95 - - 98
FKSI-19
Placebo 96 . 98 - . 97 - . 97 E . 99

3EQ-5D-3L threshold is based on literature.? YAs there are no established thresholds for the FKSI-19 scores, except for the DRS where 2-3 points was suggested in the literature, the threshold used

here was established using a distribution-based approach. Specifically, one-half the baseline standard deviation rounded to the next integer was used. “Completion rate is equal to the number of
patients who filled the questionnaire divided by number of available patients.

1. EuroQol Group. Health Policy 1990;16:199-208. 2. Pickard AS, et al. Health Qual Life Outcomes 2007;5:70. 3. Rothrock NE, et al. Value Health 2013;16:789-796. 4. Cella D, et al. Value Health
2007;10:285-293.

EQ-5D-3L, EuroQoL Group’s 3-level version of the EQ-5D; FKSI-19, Functional Assessment of Cancer Therapy-Kidney Symptom Index 19.
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Mean scores and changes from baseline in EQ-5D-3L (utility index)

EQ-5D utility index score over time'

0.975 { =4=NIVO+IP| -m=Placebo
0.95 -
0.925 -

0.9 -
0.875 -

Better

0.85 { UK population
0.825 A mean score: ~0.86

0.8 -
0.775 -

0.75 T T T | I
Baseline ~ Week5  Week 11 Week 17  Week 23

Mean scores

Worse

CheckMate 214 baseline score: ~0.79

No. of patients with measurement at time point
NIVO+IPI 395 364 312 270 250
Placebo 395 388 378 367 361

* Mean scores over time with NIVO+IP| were comparable to or
higher than the referenced general population (UK) score

Higher score indicates better health state. Bars show 95% Cls.
1. Pickard AS, et al. Health Qual Life Outcomes 2007;5:70.

Better

Worse

Mean change from baseline
in EQ-5D utility index Score

0.1 1
0.08 -
0.06 -
0.04 1
0.02 4

0

-0.02 4
-0.04 4
-0.06 -
-0.08 4

-0.1

=4=N|VO+IP| -E=Placebo

g e

Meaningful change threshold: -0.08

Baseline ~ Week5  Week 11 Week 17  Week 23

No. of patients with measurement at time point
NIVO+IPI
Placebo

395 358 306 265 245
395 380 369 358 351

Mean change from baseline with NIVO+IPI did not
reach the threshold for meaningful change
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Mean changes from baseline in FKSI-19 total and DRS scores

Mean change from
baseline in Total Score

FKSI-19 total score over time'a FKSI-DRS score over time?
6 - 4 -
~-=NIVO+IP| -m=Placebo
5 =+-NIVO+IP| -m=Placebo
3 A
4
A 4 o .
3 E § A 2
§ 4] g il 1
A v | &
o0 A g
° | s ‘ 5
v -1 I I I G o !
g ) -1 A L
g 21 I | | il S= | ¢ ! l :
2% |2
v 3] 2 w© -2
0 vy
-4 - ) Meaningful change threshold: -3
5 Meaningful change threshold: -5 3 e o e e
'6 T T T T T '4 T T T T T
Baseline  Week5  Week 11 Week 17  Week 23 Baseline  Week 5  Week 11 Week 17  Week 23
No. of patients with measurement at time point No. of patients with measurement at time point
NIVO+IPI 395 358 304 266 242 NIVO+IPI 395 358 304 266 242
Placebo 391 379 369 353 348 Placebo 391 379 369 353 348

* Mean changes from baseline with NIVO+IPI in FKSI-19 total and DRS scores did not reach the threshold considered
meaningful based on the literature'?

Higher score indicates better health state. Bars show 95% Cls.

3As there are no established thresholds for the FKSI-19 scores, except for the DRS where 2-3 points was suggested in the literature,” the threshold used here was established using a distribution-
based approach. Specifically, one-half the baseline standard deviation rounded to the next integer was used.

1. Rothrock NE, et al. Value Health 2013;16:789-796. 2. Cella D, et al. Value Health 2007;10:285-293.
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Summary

» Exploratory analyses from CheckMate 914 Part A suggest that tumor-specific
characteristics (eg, sarcomatoid features) influenced outcome of adjuvant
NIVO+IPI treatment

» Early treatment discontinuation (< 6 cycles) was associated with shorter
disease-free survival but did not appear to be a key factor in trial outcome

» Health-related quality of life scores were relatively stable in the NIVO+IPI
group over the entire treatment period, with no meaningful differences
compared with placebo

* CheckMate 914 Part B is ongoing to investigate the role of NIVO monotherapy
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