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GETUG-AFU V05 VESPER Trial

Assessed for eligibility (N = 509)

Excluded (n=9)
Not meeting inclusion criteria (n=8)
Consent withdrawn (n=1)

Randomly assigned (n = 500)

Excluded (n=7)
Not meeting inclusion criteria following  (n = 6)
data monitoring
Consent withdrawn (n=1)

dd-MVAC arm

Allocated to intervention
Received allocated intervention

(n = 245)
(n = 245)

Discontinued intervention (toxicities, cancer
progression, patient decision, and death)

<4 cycles of GC (n =40)
Cystectomy not performed after (n=21)
NAC
Lost to follow-up for primary outcome (n=12)

Analyzed (n = 245)

Allocated to intervention

(n = 248)

Received allocated intervention (n = 246)

Did not receive allocated intervention (patients (n=2)
died before the first cycle)

Discontinued intervention (toxicities, cancer
progression, patient decision, and death):

< 6 cycles of dd-MVAC (n =102)
Cystectomy not performed after (n=19)
NAC
Lost to follow-up for primary outcome (n=18)

Analyzed (n = 248)

88% received NAC
. 84% received GC x 4

. 60% received ddMVAC x6

Adjuvant Chemo
. 81% received GC x 4

. 40% received ddMVAC x6
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Research Frontier:
EV-103 Cohort H: Neoadjuvant Enfortumab Vedotin

Eligibility

Cisplatin-ineligible

Clinical stage
T2-T4aNOMO

No upper tract or

urethral tumors
allowed

>50% Urothelial
carcinoma histology

ECOG 0-2

Medically fit for
RC+PLND

TURBT
<90 days from C1D1

Neoadjuvant EV
monotherapy Follow-Up Imaging

——  COce  — nd poric
1.25 mg/kg of EV on Q12W for the first 2

D1 and D8 'g:::don years, then Q24W

410 12 weeks after

necadjuvant EV

" Primary endpoint: pCR rate by central pathology review

Secondary endpoints: pDS rate (central review), EFS, DFS,0S, safety, PROs, biomarkers
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22 patients treated (68.2% cT2, 68.2% pure urothelial histology)
36.4% pCR, 50% pathological downstaging

No surgical delays

Cohort L, added in adjuvant treatment as well (x6 cycles)

@ SARAH CANNON



CheckMate 274 (Adjuvant Nivolumab)

A Intention-to-Treat Population

Disease-free
No. of Events/ Survival

No. of Patients

Disease-free
Survival

at 6 Mo (95% Cl) at 12 Mo (95% Cl)
%

U
g
o
a
§ 70 Nivolumab 170/353 74.9 (69.9-79.2) 62.8 (57.3-67.8) YU TP e 1e iy ey . v
a Placebo  204/356 603 (54.9-65.3)  46.6 (41.1-51.9) Initial tumor origin ]
= 60 Nivolumab . . rinary or 360 1297279 1667281 — 0.62 (0.49-0.78)
EX 504 ) S Hazard ratio for disease recurrence or death, Renal pelvis 96 2444 25/52 —_— 1.23 (0.67-2.23)
¢ 404 RT— 0.70 (98.22% Cl, 0.55-0.90) Ureter 53 17/30 13/23 et e— 1.56 (0.70-3.48)
2 P<0.001 Minor histologic vanants '
= 30+ Placebo Yes 286 707145 76/141 ——— 0.73 (0.53-1.02)
£ 20 No 423 100/208 128215 — 0.69 (0.53-0.90)
2 104 Nodal status 4
S + 335 95/167 116/168 e 0.64 (0.48-0.85)
0 T T T T T T T T T T T T T T T T 1 NO or NX with <10 nodes removed 193 46/94 50/99 —— 0.85 (0.57-1.28)
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 NO with =10 nodes removed 179 29/91 37/838 e 0.67 (0.41-1.10)
Not reported 2 0/1 1/1 X NA
Months Pathological tumor stage '
No. at Risk pT0-2 166 35/80 40/86 —_—— 0.88 (0.54-1.43)
5 T —— | X 48-0.
Nivolumab 353 296 244 212 178 154 126 106 85 68 57 51 36 23 20 3 1 O zTia ?}_8 32;%26 1,2;8%(2)4 P — gg; }842_?%3
Placebo 356 248 198 157 134 121 105 94 80 65 54 50 37 22 19 10 2 O Other 12 1/9 33 NA
Not reported 2 1/1 1/1 ' NA
% 3 g Pathological tumor stage and nodal status '
B Patients with a PD-L1 Expression Level of 21% pTZN 54 6/25 10/29 s : 0.54 (0.16-1.86)
Di fr Di fre I pr3.aN- 317 O3/ 158 78159 o 0.75 (0.54-1.05)
No. of Events) Survival Survival pT0-4N1 143 39/71 45/72 —— 0.74 (0.47-1.15)
o 100~ No. of Patients at 6 Mo (95% CI) at 12 Mo (95% CI) PTO-4N2.3 192 56/% 71196 =0 0.57 {0.40-083)
g pTisN 1 0/1 0 ' NA
& 90+ % Not reported 2 1/2 0 ‘ NA
& ‘
2] 80 Previous neoadjuvant cisplatin therapy '
8 704 ) Nivolumab  55/140 745 (66.2-81.1)  67.2 (58.4-74.5) Yes 308 70/153 100/155 —_—— 0.52 (0.38-0.71)
a 60- N'V°'“mab Placebo 81/142 55.7 (46.8-63.6)  45.9 (37.1-54.2) _No - o 401 100/200 104201 — 0.92 (0.69-1.21)
2 £ 504 Hazard ratio for disease recurrence or death,
e ol 0.55 (98.72% Cl, 0.35-0.85)
-_3_: P<0.001
) 305 Placebo
c
=
w
a

T T T T
12 15 18 21
No. at Risk

Nivolumab
Placebo

140 113 98 091
142 90 73 59

76 68 58 50
53 49 42 37

T T T T T
24 27 30 33 36
Months

38 31 27 24 21
28 22 17 16 12

T T T T 1
39 42 45 48 51

5 | Bajorin DF et al. NEJM 2021.

CONFIDENTIAL — Contains proprietary information.

Not intended for external distribution.

@ SARAH CANNON



Metastatic Urothelial Carcinoma
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CLINICAL TRIALS
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JAVELIN Bladder 100: Avelumab Maintenance

, Pts with PD-L1+ tumors
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The ATLANTIS trial platform?

Biomarker pre-screening Screening
(archival tumour sample) < 10weeks from PBC

DRD biomarker positive

SD/PR/CR

AR biomarker positive

All biomarkers negative

TFulton et al, Trials. 2020 Apr 19;21(1):344
SD, stable disease; PR, partial response; CR, complete response; PD, progressive disease; DRD, DNA repair deficiency; AR, androgen receptor
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CONSORT and DRD biomarker

Rucaparib

CHEK?2
ATM
CDK12
FANCA
PALB2
BARD1
BRCA1
BRCAZ
RADS1
RADS1D
RADS4L

DRD gene alteration

*31 patients were screened for ATLANTIS prior to the first site opening the rucaparib comparison arm. DRD, DNA repair deficiency; %LOH, percentage of genome-wide loss of heterozygosity
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Progression Free Survival (PE) and Overall Survival (Secondary EP)
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The ATLANTIS trial platform?

Biomarker pre-screening Screening
(archival tumour sample) < 10weeks from PBC

DRD biomarker positive
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AR biomarker positive

All biomarkers negative
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Progression Free Survival (PE) and Overall Survival (Secondary EP)
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BAYOU: Phase 2 Study Design

Key Inclusion Criteria
218 years of age
Unresectable, stage IV UC

TCC of bladder, renal pelvis,
ureter, urethra

Treatment-naive

Ineligible for platinum-based
chemotherapy, defined as: unfit for
carboplatin-based chemotherapy
(per investigator), and meeting one

of the following:
- CrCl <60 mL/min

- CTCAE Grade 22 audiometric
hearing loss/peripheral neuropathy

- NYHA Class Il heart failure
- ECOG 2

ECOG PS 0-2

N=~150

Durvalumab (D) + Olaparib (O)
(D 1500 mg IV Q4W; O orally 300 mg BID)

D + Placebo
(D 1500 mg IV Q4W)

Stratification:
1. HRR status
(mutant vs wild-type)
2. Bajorin risk index
(0,1, 2)

NCT03459846
Data cutoff: October 15, 2020
Median follow-up:
+ D+0, 9.8 months (range, 0.0 to 29.0)
* D+Placebo, 10.7 months (range, 1.0 to 29.0)

Primary Endpoint:
* PFS by RECIST v1.1
(investigator assessed)

Secondary Endpoints:
PFS by RECIST v1.1
(HRR mutation
subgroup)

OS

DoR, ORR, PFS6 by
RECIST v1.1 (ITT and
HRR mutation
subgroup)

Other Endpoints:
« Safety and tolerability

CTCAE, Common Terminology Criteria for Adverse Events; DoR, duration of response; ECOG, Eastern Cooperative Oncology Group performance status; ORR, objective response rate; OS, overall
survival, PFS, progression-free survival, PFS6, PFS at 6 months, Q4W, every 4 weeks; R, randomized; RECIST, Response Evaluation Criteria In Solid Tumors; TCC, transitional cell carcinoma.

ASCO Genitourinary

Cancers Symposium
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BAYOU: Select Baseline Characteristics in (IIT Population)

Bajorin risk factors, n (%)
0 16 (21) 18 (24)
1 38 (49) 36 (47)
2 24 (31) 22 (29)
Previous therapy, n (%) 9 (11.5) 8 (10.5)
HRR status, n (%)
Mutant 17 (22) 14 (18)
Wild-type 61 (78) 62 (82)
PD-L1 status,” n (%)
High expression 34 (44) 32 (42)
Low expression 27 (395) 22 (29)
Missing 17 (22) 22 (29)

*High PD-L1 expression was defined as described in Powles, T et al Lancet Oncol 21(12):1574-1588 (2020): 225% of tumor cells with membrane staining or 225% of immune cells
staining for PD-L1 at any intensity if >1% of the tumor area contained immune cells, or 100% of immune cells staining for PD-L1 at any intensity if 1% of the tumor area contained immune
cells
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BAYOU: PFS

D+0 did not significantly prolong PFS versus D+Placebo in the ITT population The results of a pre-specified secondary analysis suggested a potential PFS benefit with D+O in the

subset of patients with an HRRm

D+0 D+Placebo
(n=78) (n=76)

Median PFS, months (95% CI) 4.2 (3.6t05.6) 35(1.9t051)

D+O D+Placebo
(n=17) (n=14)

Median PFS, months (95% CI) 56(19t08.1) 18(1.7t0 2.2)
Hazard ratio (95% CI) 0.94 (0.64 to 1.39)

free survival

Hazard ratio (95% CI) 0.18 (0.06 to 0.47)

Log-rank P value 0.789 Log-rank P value <0.001
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Number at risk
D+O 17 2 K} 3
D+Placebo 14 0 0
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Enfortumab vedotin | &leicmaeang

monoclonal antibody
J
Protease<cleavable ;
L 3 linker !
e Menomathyl
auristatin E »
(MMAE) - =

[} Antigen tinging

Nectin-4

Antibody-dependent
cellular phagocytosis

(ADCP)*

I\

Bystander killing®
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EV-301: Enfortumab Vedotin in Previously Treated Advanced Urothelial
Carcinoma

Overall Survival Median OS Update at 24 months — ASCO 2022:

100 e S « mOS: 129vs 8.9 m (HR 0.70)
ek . Chemotherapy 8.97 mo (8.05, 10.74)
. 3 HR: 0.70 (95% Cl: 0.56, 0.89) « mPFS:5.6vs 3.7m (HR 0.63)
5 i P=0.00142  No new safety signals
g 60 } Event/N
g S T e R Enfortumab vedotin 134/301
2 40 : Chemotherapy 167/307
e g L
g 30 Jﬁ'ﬁ"t% + Censored
20 PRSI
10
8 9 10 M f2 13 14 15 16 17 18 19 20 21 22 2‘3 24
Patients at risk (n) Duration of Overall Survival (Months)
Data cut-off: July 15, 2020
CONFIDENTIAL - Contains proprietary information.
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EV-201: Cohort 1: Enfortumab Vedotin Phase Il Trial

B 100
801 « Patients treated with prior
e B Chemo and IO
E 1 « 92 of 110 patients evaluable
2 27 « Target lesions reduced in 84%
o . ORR 55%
S O A . 56% in 10 responders
5 :: * 41% in IO non-responders
ORR (%)

. CONFIDENTIAL — Contains proprietary information.
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Table 2. Treatment-Related Adverse Events (Safety Population).*

Enfortumab Vedotin Group Chemotherapy Group

Adverse Event (N=296) (N=291)

Any Grade Grade =3 Any Crade Grade 23
number of patients (percent)

Any adverse event 278 (93.9) 152 (51.4) 267 (91.8) 145 (49.8)
Alopecia 134 (45.3) 0 106 (36.4) 0
Peripheral sensory neuropathyt 100 (33.8) 9 (3.0) 62 (21.3) 6 (2.)
Pruritus 95 (32.1) 4(1.4) 13 (4.5) 0
Fatigue 92 (31.1) 19 (6.4) 66 (22.7) 13 (4.5)
Decreased appetite 91 (30.7) 9 (3.0) 68 (23.4) 5 (1.7)
Diarrhea 72 (24.3) 10 (3.4) 48 (16.5) 5(1.7)
Dysgeusia 72 (24.3) 0 21 (7.2) 0
Nausea 67 (22.6) 3 (1.0) 63 (21.6) 4(1.4)
Maculopapular rash 48 (16.2) 22 (74) 5(1.7) 0
Anemia 34 (11.5) 8 (2.7) 59 (20.3) 22 (7.6)
Decreased neutrophil count 30 (10.1) 18 (6.1) 49 (16.8) 39 (13.4)
Neutropenia 20 (6.8) 14 (4.7) 24 (8.2) 18 (6.2)
Decreased white-cell count 16 (5.4) 4 (1.4) 31 (10.7) 20 (6.9)
Febrile neutropenia 2 (0.7) 2 (0.7) 16 (5.5) 16 (5.5)

CONFIDENTIAL — Contains proprietary information. @
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EV-301: Enfortumab Vedotin in Previously Treated Advanced Urothelial
Carcinoma

Enfortumab Vedotin
N=296

Treatment-Related Adverse Event All Grade Grade 23 All Grade Grade 23 ’
Skin Reactions? 47% 15% 16% 1%
Rash 44% 15% 10% 0«

Severe cutaneous adverse reactions® 20% 5% 8% 1%
Peripheral neuropathy 46% 5% 31% 2%

Sensory events 44% 4% 30% 2%
Motor events 7% 2% 2% 0

Hyperglycemia 6% 4% 0° 0

The majority of TRAESs of special interest were mild-to-moderate in severity.

CONFIDENTIAL - Contains proprietary information.
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Enfortumab Vedotin Skin
Toxicity

22 | Lacouture et al, The Oncologist, 2022.

Warning signs and symptoms
of severe cutaneous adverse
events, including SJS/TEN*?

* Routine skin assessments and follow-up starting
with the first cycle of treatment

Barrier-protecting agents (eg., zinc-containing
moisturizers), and sunscreen, regardless

of the causative mechanism of the
dermatologic event

« Malaise

+ Patient/caretaker education on possible « Fever 2100.4°F

dermatologic events and the need for « Mucosal involvement

immediate notification of new or worsening « Ocular (conjunctivitis)

dermatologic events and signs of severe « Oral

cutaneous adverse events « Genital

« Dermatodynia (skin pain, burning,
numbness, or tingling)

« Supportive care as clinically indicated

(eg., topical corticosteroids/antibiotics and antihistamines)2®
« Consider anti-infectives for the treatment of

suspected or confirmed concurrent infections®

E Supportive care as clinically indicated
(eg., topical corticosteroids/antibiotics®® and antihistamines)*

Recommended dose reduction schedule®

« Interrupt enfortumab vedotin until grade <1, Dose level

then resume treatment at the same dose level

or consider dose reduction by one dose level** 1.25 mg/kg up to 125 mg

N Starting dose

« Oral corticosteroids (eg., prednisone 0.5 mg/kg/day
or equivalent for 14 days)?

First dose reduction 1.0 mg/kg up to 100 mg

Second dose reduction 0.75 mg/kg up to 75 mg

« Consider dermatologic consultation?

Third dose reduction 0.5 mg/kg up to 50 mg

A Histological evidence of SJS/TEN*?

~—— + Biopsy demonstrating widespread full thickness
epidermal necrosis and detachment is suggestive
of SIS/TEN

* Negative direct immunofluorescence test

« Immediately withhold enfortumab vedotin?*
« Consider dermatologic consultation?
« Biopsy of multiple sites®

wR

« Discontinue enfortumab vedotin?*

« Inpatient management for specialized care with
dermatologic consultation as appropriate®

— Confirmed SJS/TEN

CONFIDENTIAL — Contains proprietary information.
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Expression of Nectin-4 and PD-L1 in bladder

cancer with variant histology.

Nectin-4 and PD-L1 staining results among BCVH subtypes.

Nectin4 H-score PD-L1

Histology No. of % of total Mean Median(range) CPS2 10 n(%)

specimens (N=117)

Squamous 31 26.5 207.7  219.5(17-300) 15/30 (50)
Adenocarcinoma 24 20.5 166.9 140.0 (45-299) 4/24 (16.7)
Sarcomatoid 24 20.5 52.3 2.5 (0-300) 17/24 (70.8)
Plasmacytoid 20 171 253.5 257.5(108-300) 1/20 (5)
Small cell 10 8.5 46.8 0(0-233) 2/10(20)
Mixed 8 6.8 122 105 (20-265) 2/8 (25)

© 2022 by American Society of Clinical Oncology
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EV-103: Cohort A: Enfortumab Vedotin + Pembrolizumab

100+ PD-L1 Score

= High (CPS 210)
80 - m Low (CPS <10)

»m Not evaluable
60 Best Response

+ Confirmed CR/PR
40
- 93% of assessable patients had tumor reduction

Tumor Size (% Change from Baseline)

¢
% s

-100 - L

AL ZR SN TF S & A MR

1st Line enfortumab vedotin 1.25 mg/kg + pembrolizumab (n=43)

Phase 3 EV-302 is randomizing EV + P vs Gem + cis/carbo in front-line aUC

. CONFIDENTIAL — Contains proprietary information.
24 | Petrylak et al. ASCO Annual Meeting 2019. Not intended for external distribution.

45 patients

Front-line Cis-ineligible
ORR 73.3%

17.8% CR

mDOR: 25.6 months
mPFS 12.3 months
mOS 26.1 months
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Sacituzumab Govitecan (SG): Trop-2-Directed ADC

microenvironment s . ..
Sacituzumab i .. s Eiar 4
Govitecan g . ‘
(SN-38) Extraceliular
drug release Death of neighboring cancer

cells due to the bystander effect

e = o N
gy
/ \

Intracellular
drug release

Trop-2

Tumor Cell

DNA Damage by
Topoisomerase 1 inhibition

1. Pavone, G. et al. Molecules. 2021.
25 | 2. Bardia, A. et al. Ann Oncol. 2021.
3. Tagawa, ST. et al. J Clin Oncol. 2021.

SG is a novel ADC composed of Trop-2 antibody
coupled to SN-38, the active metabolite of
irinotecan

SG was granted FDA —accelerated approval for
patients with locally advanced or mUC who have
previously received a platinum-chemotherapy
and a CPI.

In the mUC cohort (N=45) of IMMU-132-01 with
a median of 2 prior therapies, SG showed an
ORR of 29% and median DOR of 12.9 months.?2

In the Phase 2 registrational TROPHY-U-01
study, SG monotherapy resulted in 27% ORR
and a median DOR of 7.2 months in heavily
pretreated patients with mUC (N-113; cohort 1). 3
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>

TROPHY-U-01 Cohort 1
Prior Platinum and 10

Change From Baseline

* 113 patients

* ORR 27.4%, including 6 CR (5.3%) and 25 PR
(22.1%)

* Median DOR 7.2 mo (95% ClI, 4.7 — 8.6m)
* mPFS 5.4mo (95% CI, 3.5-7.2m;range 2.4 -8.9) | ¢
« mOS 10.9mo (95% CI 9 - 13 m; range 3.8 -19.8

Change From Baseline

Patients

-
-
-
- .
-
- -

e —_—_—_—_——

-
—_—

- -
- -
e
. ® Discontinued without event
- » Ongoing response
-
- m Onset of response
- m PD or death
- Z m Partial response
- = Complete response

k T T T T T T T T T

o 1 2 3 a 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20
Months
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TROPHY-U-01 Cohort 1

TABLE 3. Most Common TRAEs of Any Grade (Observed in = 20% of Patients) orTRAEs Grade = 3 (Observed in = 5% of Patients) (N = 113)

Category Event All Grades (%) Grade 3 (%) Grade 4 (%)
Hematologic® Neutropenia 46 22 102
Leukopenia 25 12 5
Anemia 33 14 0
Lymphopenia 11 5] =
Febrile neutropenia 10 7 3
Gl Diarrhea 65 9 1
Nausea 60 4 0
Vomiting 30 i | 0
General disorders and administrative site conditions Fatigue 57 4 0
Skin and subcutaneous tissue Alopecia 47 0 0
Metabolism and nutrition Decreased appetite 36 3 0
Infections and infestations Urinary tract infection 8 6 0

Abbreviation: TRAES, treatment-related adverse events.
“Neutrophil count decreased, WBC count decreased, lymphocyte count decreased, and hemoglobin decreased have been recoded to neutropenia,
leukopenia, lymphopenia, and anemia, respectively, for summary purposes.
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Early Results of TROPHY-U-01 Cohort 3: SG in combo with
Pembro in pts with mUC who progressed after PLT-based

regimens Overall Response and Best % Change From Baseline in Tumor Size
Median follow-up: 5.8 months (data cutoff date: 2021-09-24)
Humanized anti-Trop-2 * Median time to response: 2 months (1.3-2.8; n=14) ‘ Cohort 32
antibody highly specific for * Median DOR not yet reached: N/A (2.80-N/A) (N=41)
Trop-22 * Median PFS (95% CIl), 5.5 months (1.7-NR); median OS, not reached | Objective response rate (CR + PR), 14 (34)
100- n (%) [95%Cl] [20.1-50.6]
s o Objective response rate (CR + PR), 14 (38)
, e 3 701 63% of patients with tumor shrinkage®® gvaluable palents, (e
Hf)ét:rg:ly- gasbrI:'z:::r ~ % gg: Best overall response, n (%)
extracellularly N\ E 0 CR 1(2)
(bystander effect)? % ] Zg:
# S = PR 13 (32)
m 10
5 K sD 11 (27)
¢ - J SD 2 6 months 4(10)
SN-38 payload 7% e PD 12 (29)
more potent than g .60
irinotecan? 8 70 Not assessed 4(10)
oy Clinical Benefit Rate (CR + PR + SD), 25 (61)
e n (%) [95%Cl] [44.5-75.8]
Patient Number
« Treatment-related Gr 3-4 AEs in 59% of patients. 39% of pts had SG
dose reduction due to TRAE.
* No treatment-related death occurred.
i CONFIDENTIAL — Contains proprietary information.
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TROPHY-U-01

Figure 3 TROPHY-U-01 (NCTO3547973)

Caohort 1 (100 patients). patients with mUC
who progressed after prior platinum-based
and CPkbasead therapes

Cohort 2 (40 patients): patients with mUC
ineligible for platnum-based therapy and whe
progressed after prior CPI-based therapies

Caohort 3 (up to 61 patients): muUC CPI nalve
patients who progressed after pror
platinrum-based therapies

Cohort 4 (up to 60 patients): muC

platinum-naive patients

Cohort 5 (up to 80 patients). mUC
platinum-narve patients

SG 10 mgikg
Days 1 and 8, every 21 days

SG 10 mg/kg
Days 1 and 8, every 21 days

SG 10 mgikg
Days 1 and 8, every 21 days

Femarolizumab 200 mg
day 1 every 21 days

SG
Days 1 and 8, every 21 days

Cisplatin®

SG
Days 1 and 8, every 21 days

Cisplatin®
Avelumab 800 mg every 2 weeks

Endpoints for Cohort 4;

Pri bisclive:

* ORR by cantral review
bassd on RECIST v1.1

Continns irsattnant Secondary objectives:
in the absence of *» DOR ] = ;
unacceptable « CBR g S
toxicity or disease «PFS JOZ®
progression .« OS
« Safetytolerabilty
*ORR &
*DOR | 5§
. CBR g 3
«PFS JE

Continue until a
maximum of 6 cycles
has been completed,

disease progression, Maintenance

avelumab with SG for
those without
disease progression®

lack of clinical
benefit, toxicity,
or withdrawal
of consent

29 | presented by Scott Tagawa at GU ASCO 2022
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Erdafitinib
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« FDA approved for patients with
susceptible FGFR3 or FGFR2
alterations that have progressed
following platinum

30 | Loriot et al. NEJM 2019.
D’Angelo A er al. Expert Rev Clin Pharmacol. 2020.

Table 1. Demographic and Clinical Characteristics of the 99 Patients

in the Selected-Regimen Group at Baseline.*

FGF : v [y ‘\.\_/ —
w w FGF T B e 1
| : B <%

Characteristic
Age —yr
Median
Range
ECOG performance-status score — no. (%)
0
1
2
Treatment history — no. (%)
Progression or relapse after chemotherapy
No previous chemotherapy
Progression or relapse after immunotherapy
No. of previous treatments — no. (%)
0
1
22
Visceral metastasis — no. (%)
Present:
Absent
Creatinine clearance rate — no. (%)
<60 ml/min

260 ml/min

Value

68
36-87

50 (51)
42 (42)
7(7)

87 (38)
12 (12)
22 (22)

11 (11)
45 (45)
43 (43)

78 (79)
21 (21)

52 (53)
47 (47)
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Erdafitinib

Update 2022:
Siefker-Radtke et al,
The Lancet Oncology

« ORR 40%
(40/101)

* No new safety
signals

31 | Loriot et al. NEJM 2019.

Table 2. Antitumor Activity of Erdafitinib in the 99 Patients in the Selected-Regimen Group.*

Variable

Response per investigator assessment — no. of patients
Any objective response
Complete response
Partial response
Stable disease
Progressive disease
Could not be evaluated or unknown
Median time to response — mo

Median duration of response (95% Cl) — mo

Response according to daily dose of erdafitinib — no./total no.

8 mg
8 mg with dose escalation to 9 mg
Response according to genetic alteration — no./total no.
FGFR3 mutation
FGFR2/3 fusion

CONFIDENTIAL — Contains proprietary information.

Value

40

3
37
39
13

2
1.4

5.6 (4.2-7.2)

20/58
20/4)

36/74
4/25

Not intended for external distribution.

Rate of Response (95% Cl)

percent

40 (31-50)
3
37
39
18
2

34 (22-47)
49 (34-64)

49 (37-60)
16 (2-30)

@ SARAH CANNON



A Progression-free Survival

100+
904
oo 280
R
g m ] = 704
£
Erdafitinib j o
a
. B e = e B U S SIS R (R
X
s
.2 404
74
]
& 30
o
* 201
Median progression-free survival,
104 5.5 mo (95% Cl, 4.2-6.0)
No. of progressions or deaths, 77
0 T T T T T 1
0 3 6 9 12 15 18
Months
No. at Risk 99 63 35 16 6 1 0

B Overall Survival

100+
90
804
— 704
&
= 604
2
g 50
a
T 40
]
5 30
20+
Median overall survival,
104 13.8 mo (95% Cl, 9.8-NR)
No. of deaths, 40
c T T T T T 1
0 3 6 9 12 15 18
Months
No. at Risk 99 87 70 42 22 4 0
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Table 3. Adverse Events in the 99 Patients in the Selected-Regimen Group.*
Adverse Event Any Grade Grade 1 Grade 2 Grade =3
mEgm m number of patients (percent)

E rd afl tl n I b Hyperphosphatemia 76 (77) 53 (54) 21 (21) 2 (2
Stomatitis 57 (58) 21 (21) 26 (26) 10 (10)
Diarrhea 50 (51) 31 (31) 15 (15) 4(4)
Dry mouth 45 (46) 34 (34) 11 (11) 0
Decreased appetite 38 (38) 18 (18) 20 (20) 0
Dysgeusia 37 (37) 23 (23) 13 (13) 1(1)
Fatigue 32 (32) 12 (12) 18 (18) 2 (2)
Dry skin 32 (32) 24 (24) 8 (8) 0
Alopecia 29 (29) 23 (23) 6 (6) 0
Constipation 28 (28) 19 (19) 8 (8) 1(1)
Hand-foot syndrome 23 (23) 6 (6) 12 (12) 5 (5)
Anemia 20 (20) 9(9) 7(7) 4 (4)
Asthenia 20 (20) 2(2) 11 (11) 7(7)
Nausea 20 (20) 13 (13) 6 (6) 1(1)
Dry eye 19 (19) 14 (14) 4(4) 1(1)
Onycholysis 18 (18) 6 (6) 10 (10) 2(2)
Alanine aminetransferase in- 17 (17) 13 (13) 2(2) 2(2)

creased
Paronychia 17 (17) 3(3) 11 (11) 3(3)
Blurred vision 17 (17) 10 (10) 7(7) 0
Nail dystrophy 16 (16) 5(5) 5(5) 6 (6)
Urinary tract infection 16 (16) 0 11 (11) 5 (5)
Vomiting 13 (13) 10 (10) 1 (1) 2(2)
Hyponatremia 12 (12) 1(1) 0 11 (11)
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Research Frontiers:
HER 2 Targeting
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HER2 Failures

* Trastuzumab + Carboplatin, Paclitaxel, Gemcitabine

o 22.7% suffered cardiac toxicity, 2 deaths

« Platinum/Gemcitabine £ Trastuzumab: No PFS difference (10.2 vs 8.2 m)
« Lapatanib: 3% PR as single-agent

« Lapatanib as maintenance post-chemo (Phase lll). No PFS or OS benefit
« Afatanib: 21.7% had a 3 month PFS

« TDM1 basket study without much efficacy in urothelial cancer

« Tucatanib + Trastuzumab basket study ongoing

Hussain MH et al. JCO 2007.
Oudard S et al. European Journal of Cancer. 2015.
Wulfing C et al. Cancer. 2009 CONFIDENTIAL — Contains proprietary information.
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Trastuzumab Deruxtecan + Nivolumab (DS8201-a-U105)

Figure 2. Best Percentage Change in Tumor Size in HER2 IHC 3+/2+ by ICR®*

« Cohort 3, UC HER2 IHC 2/3+ (n=30)
* ORR 36.7% § o
@
o CR13.3% § w
o PR 23.3% f ol
o SD 40% L ®
« mPFS 6.9m 5
. mOS 11 m N
* No previous IO §4,
* Most common TEAEs: Nausea (73.5%),
Fatgiue (52.9%), Vomitting (44.1%). TP ———
o ILD/Pneumonitis in 23.5%. 1 G5. n Moan 50 Modan Mo Max

“n cohort 3. 4 patients cid not have best percentage change avaslable. of whom 2 were IHC 3
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Disitamab vedotin (RC-48)

A

> Y 2 Y Y v
I I MC Val-Cit PAB MMAE
\ 7% SN ~
Antibody Linker Cytotoxic Drug

« mPFS 6.9 months
¢« mOS 13.9 motns

43 Patients
« CR0%

 PR51%
« SD 40%

Duration of Response 6.9 m

38 | Sheng X et al. Clin Cancer Res. 2021.

Porcent chango from baseline (%)

= HER2 IHC 2+, FISH uninown
m HER2 HC 2+ & FISH* ¢¢ HC 3+
e=m HER2 MC 2+ & FISH-
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Disitamab vedotin (RC-48) + Toripalimab (anti-PD1)

* Phase 1b/ll Trial of 41
patients

o 61% had NOT received

Confirmed ORR: 71.8% (28/39) S &

prior systemic therapy g - i
o 954% HAD visceral
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o HERZ2 IHC 2/3+ in 59%;
PD-L1 CPS 210 in 32%
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MMAE Payload
(B_Iocks polymerization of tubulin)

PD-L1 Score

High (CPS 210)
804 | Low (CPS <10)
Not evaluable

604 Best Response

+ Confirmed CR/PR
404

)13% of assessable patients had tumor reduction

20+ »

Tumor Size (% Change from Baseline)

1st Line enfortumab vedotin 1.25 mg/kg + pembrolizumab (n=43)

EV + PD1: OR 73%

Confirmed ORR: 71.8% (28/39)
(CR 3, PR 25)

RC-48 + PD1: OR 72%

40 | Sheng X et al. ASCO 2022. .

SN-38 Payload (Topo-1 inh)
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SG + PD1: OR 34%
Dxd Payload (Topo-1 inh)

+ IHC 3+

T-Dxd + PD1: OR 37%
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Research Frontiers:
TKI + 10
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Cosmic-021 Cohort 2: Cabozantinib + Atezolizumab in
patients previously treated with platinum

Cabozantinib 40 mg QD PO +
Atezolizumab 1200 mg Q3W IV
(N =30)

Single-arm Phase 1b

Patients with locally advanced or metastatic UC with transitional cell histology, radiographic evidence of
progression on/after platinum-containing CT, and no prior ICls or cabozantinib (N = 30)

CONFIDENTIAL - Contains proprietary information.
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COSMIC-021 Cohort 2 Expansion: Efficacy

Tumor Response per Investigator by RECIST v1.1

UC Cohort 2
(N=30)

Objective response rate (80% Cl), % 27 (16-40)
Best overall response, n (%)
Complete response 2(6.7)
Partial response 6 (20)
Stable disease 11(37)
Progressive disease 7(23)
Missing 4(13)
Disease control rate, n (%) 19(63)
Duration of objective response, median (range), months NR (1.4+-15.64)
Time to objective response, median (range), months 3.0(1-6)
‘ Disease control rate = complete response + partial response + stable disease; NR, not reached

43 | Pal SK et al. ASCO 2020.

Median PFS: 5.4 mos (95% Cl: 1.5-7.6)
27% with response

Reduction in target lesion size observed in
16 (53%) patients

No association between PD-L1 expression
and tumor response based on preliminary
data
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COSMIC-021 Cohorts 3,4, 5

C3 (cisplatin C4 (cisplatin C5 (received
ineligible) eligible) prior ICI)
(N =30) (N=30) (N=31)
ORR, % (95% CI) 20 (8, 39) 30(15, 49) 10 (2, 26)
Best overall response, n
(%)
Complete response (CR) 1(3) 2(7) 0
Partial response (PR) 5(17) 7 (23) 3(10)
Stable disease (SD) 18 (60) 10 (33) 16 (52)
Progressive disease 3(10) 7 (23) 8 (26)
Disease control rate, %
(95% CI)* 80 (61,92) 63 (44, 80) 61 (42, 78)
e DCIO)R' mo (95% 7.1 (2.8, NE) NE (7.2, NE) 4.1 (2.6, NE)
Median PFS, mo (95% CI) 5.6(3.1,11.1) 7.8(1.6,13.8) 3.0(1.8, 5.5)
Median OS, mo (95% CI) 14.3 (8.6, NE) 13.5(7.8, 23.2) 8.2 (5.5, 9.8)
*CR + PR+ SD.

© 2022 by American Society of Clinical Oncology
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Thank You!

Please email me at
Benjamin.Garmezy@sarahcannon.com
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