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Duration of Objective Response

x
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Time, months
Kaplan-Meier estimate of Cervical Endometrial Owvarian BTC Pancreatic Bladder Other All
response at 12 months (%) 47.6 72.3 45.8 41,7 0 23.2 53.6 49.6

Analyses were performed in patients with objective response who received 21 dose of T-DXd (n=83). Al data cuot-off, 44 patients {16.5%] are siill ongoing treatment, and 125 patients (47.9%) remain in the study. BTG, biliary tract cancer.
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Introduction

- Dato-DXd is an antibody-drug conjugate composed of a TROP2-directed monoclonal antibody covalently
linked to a highly potent cytotoxic payload via a plasma-stable, tumor-selective, tetrapeptide-based cleavable

linker1-5

- Dato-DXd 6-mg/kg monotherapy demonstrated encouraging antitumor activity, with an ORR of 28% and a
median DOR of 10.5 months, in patients with heavily pretreated advanced/metastatic NSCLC®

1
Humanized anti-TROP2 Deruxtecan

IgG1 mAb'

Y Ly o L, o ; o
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Cleavable tetrapeptide-based linker

Topoisomerase | inhibitor payload

Image is forillustrative purposes only; (DXd)
actual drug positions may vary.

Dato-DXd, datopotamab deruxtecan; DOR, duration of response; IgG1, immunoglobulin G1; mAb, monoclonal antibody; NSCLC, non-small cell lung cancer; ORR, objective responserate; TROP2, trophoblast cell-surface

antigen 2.

1. Okajima D, et al. Mol Cancer Ther. 2021;20(12):2329-2340. 2. Nakada T, et al. Chem Pharm Bull (Tokyo). 2019;67(3):173-185. 3. Ogitani Y, etal. Clin Cancer Res. 2016;22(20):5097-5108. 4. Ogitani Y, et al. Cancer Sci.

2016;107(7):1039-1046. 5. Shiose Y, et al. Biol Pharm Bull. 2007;30(12):2365-2370. 6. Garon EB, etal. IASLC WCLC 2021. Abstract MA03.02.
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TROPION-Lung02: Phase 1b Study

« TROPION-LungO02 is the first study evaluating Dato-DXd + pembrolizumab + platinum CT? in advanced

NSCLC without actionable genomic alterations® (NCT04526691)

= The safety of the Dato-DXd + pembrolizumab doublet was established prior to evaluation of the platinum-

containing triplet

= The safety of Dato-DXd 4-mg/kg combinations was established prior to evaluation of 6-mg/kg combinations

Key eligibility criteria
» Advanced/metastatic NSCLC

* Dose escalation®: <2 lines of prior
therapy®

- Dose expansion

= =1 line of platinum-based CT
(cohorts 1 and 2)¢

= Treatment naive (cohort 2;
enrollment after Jun 30, 2022)¢

= Treatment naive (cohorts 3-6)¢

Data cutoff: April 7, 2023.

Cohort 1 (n=20):
Cohort 2 (n=44):
Cohort 3 (n=20):
Cohort 4 (n=30):
Cohort 5 (n=12):

Cohort 6 (n=10):

Dato-DXd
IV Q3w

4 mg/kg
6 mg/kg
4 mg/kg
6 mg/kg
4 mg/kg

6 mg/kg

+

+

+

pembro
IV Q3W

200 mg
200 mg
200 mg
200 mg
200 mg

200 mg

platinum CT
IV Q3W

} Doublet

+

+

+

+

carboplatin AUC 5
carboplatin AUC S5
cisplatin 75 mg/m?

cisplatin 75 mg/m?

* Primary objectives: safety
and tolerability

- Secondary objectives:
efficacy, pharmacokinetics,
and antidrug antibodies

— Triplet

AUC, area under the curve; CT, chemotherapy; Dato-DXd, datopotamab deruxtecan; DLT, dose-limiting toxicity; IV, intravenous; NSCLC, non-small cell lung cancer; pembro, pembrolizumab; Q3W, every 3 weeks.

a Administered sequentially at the same visit. ® Patients with known actionable EGFR, ALK, ROS1, NTRK, BRAF, RET, or MET mutations or alterations in other actionable oncogenic driver kinases were not eligible for this study.
Testing for EGFRand ALK alterations was not required for patients with squamous histology who were smokers or 240 years of age. ¢ The first 3 to 6 patients in each cohort were enrolled to confirm acceptable safety/DLT rate;
the remaining patients are considered part of dose expansion (for which enrollment was ongoing at the time of data cutoff). ¢ Prior therapy requirements are for treatment in the advanced/metastatic setting.
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Best Overall Tumor Change From Baseline

All patients (n=124)2
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Data cutoff: April 7, 2023.
1L, first line.
a Patients with no baseline target lesions or no postbaseline tumor assessments were excluded from the waterfall plots. ® Planned dose level.
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Patients in the 1L setting (n=84)2
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Background

Overexpression of HER3, a member of the HER receptor tyrosine kinase (RTK) family, is
associated with disease progression and increased invasion of cancer cells into the vessels in
many solid tumors."2

HERS3 forms heterodimers with other RTKs (most notably HER2) to promote tumorigenesis and
metastasis via downstream signaling.3#~

Higher HER3 expression is found in metastatic breast cancer (MBC) samples compared with
primary breast tumor samples.?

HER3-DXd (patritumab deruxtecan) is an antibody-drug conjugate (ADC) comprising a fully
human anti-HERS3 IgG1 monoclonal antibody (patritumab) covalently linked to a topoisomerase |
inhibitor payload, an exatecan derivative (DXd), via a tetrapeptide-based cleavable linker.

1. Ocana A et al. J Natl Cancer Inst. 2013;105(4):266-73. 2. Xue C et al. Cancer Res. 2006;66(3):1418-26. 3. Lyu H et al. Acta Pharm Sin B. 2018;8:503-10. 4. Mishra R et al. Oncol Rev. 2018;12(1):355. 5. Mota
JM et al. Oncotarget. 2017;8(51):89284-306.
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Background

« A previous Phase I/ll study (NCT02980341) that evaluated patritumab deruxtecan in patients
with heavily pretreated MBC demonstrated decreased tumor size irrespective of BC subtype
and HER3 expression.

@ Membrane positivity for all patients with TNBC or HER2+ BC was 275%.
HERS3 expression: high, 275%; low, 25-74%. Efficacy data includes patients treated at all dose levels.

Figure reproduced with permission from: Krop IE et al. 2022 ASCO Annual Meeting.
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Study Design

» This Phase Il study (NCT04699630) examines the efficacy and safety of patritumab deruxtecan
administered in patients with locally advanced or metastatic BC.
» Here, we present data for Part A.

HER3 expression was not an enrollment criterion for Part A; HER3 expression was retrospectively assessed using immunohistochemistry.
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Study Objectives

Primary Objective

Evaluate objective response rate (ORR) and 6-month progression-free survival (PFS; ,) Of Single-
agent patritumab deruxtecan in patients with HER2-negative MBC

Secondary Objectives
Assess safety and tolerability of patritumab deruxtecan in patients with HER2-negative and
HER2-positive MBC

Estimate the duration of response (DoR), PFS, and clinical benefit rate (CBR) in patients
with HER2-negative and HER2-positive MBC

ASCO 2023 #1004 Oral
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Key Enrollment Criteria (Part A)

Women and men 218 years of age and ECOG status of 0 or 1
Locally advanced or metastatic BC with =21 measurable lesion
HER2-negative per ASCO-CAP guidelines (by immunohistochemistry) (includes zero and low expression)
Hormone receptor positive (HR+) or negative (HR-)
- Patients (Pts) with HR+ BC

« Unlimited lines of endocrine therapy; prior CDK4/6 inhibitor required
- <2 prior lines of chemotherapy in the metastatic setting

* Pts with HR- (triple negative) BC
+ 1-3 prior lines of chemotherapy in the metastatic setting

«  Willingness to undergo pre-treatment and on-treatment biopsies
* No prior treatment with any HER3-targeting agent or any ADC that contains an exatecan derivative

* No prior history of interstitial lung disease (including pulmonary fibrosis or radiation pneumonitis)

ASCO 2023 #1004 Oral
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Patient Disposition

(N=60)
n (%)
Patients Enrolled* 61
Patients Treated (Safety Set) 60
Treatment Status
Receiving study treatment 21 (35.0)
Discontinued from study treatment 39 (65.0)
Primary reason for discontinuation from study treatment
Adverse event** 8 (13.1)
Clinical progression/objective disease progression 25 (41.7)
Death’ 2 (3.3)
Physician/patient decision 4 (6.7)

Duration on Study (Months)

Median (range)

59(0.2, 14.5)

*1 pt was enrolled but did not receive treatment. Pt was discontinued due to “Withdrawal by Pt.”
**Pneumonitis, 3 pts; Interstitial Lung Disease (ILD), 1 pt; Muscular Weakness, 1 pt; Fatigue, 1 pt; Nausea, 1 pt;
AST/ALT Increased, 1 pt. ILD adjudication of ILD/pneumonitis events is ongoing as of data cutoff.

tPneumocystis pneumonia, 1 pt; Dyspnea, 1 pt. Neither death was treatment related.

Data cutoff: September 6, 2022.
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Demographics and Prior Systemic Therapies

(N=60)
n (%)
Sex/Age (Years)
Male 1(1.7)
Female 59 (98.3)
>18 to <65 43 (71.7)
>65 to <75 10 (16.7)
>75 6 (10.0)
Race
Asian 6 (10.0)
Black or African American 6 (10.0)
White 46 (76.7)
Other/not reported 2 (3.4)
ECOG
0 31 (51.7)
1 29 (48.3)
Stage IV at Diagnosis 13 (21.7)
BRCA1
Positive (mutated) 2 (3.3)
BRCA2
Positive (mutated) 1(1.7)

Data cutoff: September 6, 2022.

ASCO 2023 #1004 Oral

(N=60)
n (%)
Number of Prior Systemic Regimens in Metastatic
Setting
1-2 prior regimens 24 (40.0)
3 or more prior regimens 36 (60.0)
Median (range) 3(1,9)
Type of Prior Regimens in the Metastatic Setting*
Chemotherapy 54 (90.0)
PARP inhibitors 3 (5.0)
Immunotherapy 12 (20.0)
Sacituzumab govitecan 5(8.3)

*100% of the 29 patients with HR+ BC received prior therapy with CDK4/6 inhibitor.
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Tumor Characteristics

« Of the 60 patients who received treatment, 48 patients (80%) had baseline results available for
both estrogen receptor (ER) and progesterone receptor (PR), and 47 patients (78.3%) had baseline
results available for HERS.

(N=48)

n (%)
Baseline ER (N=47)
High (>10% expression) 24 (50.0) : : n (%)
Low (1-10% expression) 121 BaseI|>n7e5$ER3 Expression* -
Negative 23 (479) 25% to 74% 13 E27:7;
Baseline PR <25% 4 (8.5)
High (> 10% expression) 22 (45'8) *Membrane HERS3 expression measured at 10X objective.
Low (1-10% expression) 3 (6.3)
Negative 23 (47.9)
Baseline Triple-Negative 19 (39.6)

Data cutoff: September 6, 2022.
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Treatment Received and Dose Modifications

Treatment Duration (Months)
Median (range) 5.2 (0.7, 15.2)
Patients with Treatment Duration = 6 Months on Patritumab
Deruxtecan, n (%) 26 (43.3)
Dose Reduced, n (%) 9 (15.0)
Adverse event* 9 (15.0)
Number of Dose Reductions, n (%)
1 reduction 8 (13.3)
2 reductions 1(1.7)
Dose Interrupted, n (%) 20 (33.3)
Adverse event 14 (23.3)
Other 7 (11.7)

*Gastrointestinal Disorders, 4 pts; Thrombocytopenia, 2 pts; Fatigue, 1 pt; Dyspnea, 1 pt; Pruritus, 1 pt

Data cutoff: September 6, 2022.

ASCO 2023 #1004 Oral




Duration on Study Treatment by HER3 Membrane Expression

Response legend OCR APRD PD XDeath —» Treatment Ongoing

275%

c
2
(%]
[%)
et
[N
x
(V)
m™m
o
L
T

S 25-74%
o
Y
g

<25%

Unknown

Tumor type legend DER+ ATNBC
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15

Treatment duration (months)

Data cutoff: September 6, 2022.
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Response — Investigator Assessment

Membrane Membrane Membrane Unknown

HER3 >275% HER3 25%-74% HER3 <25%
(N=30) (N=13) (N=4)

Membrane HER3 Total (N=60)
Expression* N (%)
(N=13)

Best Overall Response, n (%)
Complete response (CR) 0 0 0 0 0]
Partial response (PR) 10 (33.3) 6 (46.2) 2 (50.0) 3 (23.1) 21 (35.0)
Stable disease (SD) 13 (43.3) 4 (30.8) 1 (25.0) 8 (61.5) 26 (43.3)
Progressive disease (PD) 5(16.7) 1(7.7) 1 (25.0) 0 7 (11.7)
Missing/no post baseline 2 (6.7) 2 (15.4) 0 2 (15.4) 6 (10.0)
ORR, n (%) 10 (33.3) 6 (46.2) 2 (50.0) 3 (23.1) 21 (35.0)
95% ClI (17.3, 52.8) (19.2, 74.9) (6.8, 93.2) (5.0, 53.8) (23.1, 48.4)
CBR, n (%)** 12 (40.0) 7 (53.8) 2 (50.0) 5 (38.5) 26 (43.3)
95% ClI (22.7, 59.4) (25.1, 80.8) (6.8, 93.2) (13.9, 68.4) (30.6, 56.8)
DoR =6 months, n (%)’ 4 (40.0) 2 (33.3) 2 (100) 2 (66.7) 10 (47.6)

*HERS3 results available for 47 pts. Remaining 13 pts had tissue not available/testing result unevaluable.
**CBR=CR, PR, or SD >180 days
*Percentage calculation uses the number of pts who responded as the denominator.

Among patients with heavily pretreated BC, all-comer ORR was 35%, overall CBR was 43%,
and DoR was at least 6 months in nearly half of all patients who responded.

Abbreviations: CBR, clinical benefit rate; Cl, confidence interval; DoR, duration of response; ORR, objective response rate. Data cutoff: September 6, 2022.

ASCO 2023 #1004 Oral

42




Response by HER3 Expression Level and Clinical Subtype

HER3 Membrane Expression 275%

HER3 Membrane Expression 25% to 74%

ER+ TNBC

(N=16) (N=11)
ORR, n (%) 6 (37.5) 2 (18.2)
95% Cl (15.2,64.6) | (2.3,51.8)
CBR, n (%) 8 (50.0) 2 (18.2)
95% Cl (24.7,75.3) | (2.3,51.8)
DoR 2 6 months, n (%) 3 (50.0) 1 (50.0)

There are 30 total pts with HER3 275%. 2 pts were ER-/PR+, and 1 pt did not
have ER/PR testing results; therefore, they are not included in the table.

ORR and CBR were not higher for patients with
HER3 expression 275% compared with patients with

HER3 expression 25% to 74%.

Abbreviations: CBR, clinical benefit rate; Cl, confidence interval; DoR, duration of response; ORR, overall response rate.

ASCO 2023 #1004 Oral

ER+ TNBC
(N=5) (N=5)
ORR, n (%) 3 (60.0) 1 (20.0)
95% ClI (14.7,94.7) | (0.5, 71.6)
CBR, n (%) 3 (60.0) 2 (40.0)
95% ClI (14.7,94.7) | (5.3, 85.3)
DoR = 6 months, n (%) 1 (33.3) 0

There are 13 total pts with HER3 25% to 74%. 2 pts were ER-/PR+, and 1 pt
did not have ER/PR testing results; therefore, they are not included in the

table.

Response Summary Irrespective of
HER3 Membrane Expression

HR+ TNBC

(N=29) (N=19)
ORR, n (%) 12 (41.4) 4 (21.1)
95% CI (23.5,61.1) | (6.1,45.6)

Data cutoff: September 6, 2022.
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Majority of Patients Had Tumor Shrinkage

Best Percent Change in Sum of Diameters from
Baseline in Target Lesions

60

40

20

-20

-40

-60

Best % Change in Sum of Diameters from Baseline

-80

-100

. >75% HERS expression . 25-74% HERS3 expression <25% HERS3 expression

HERS3 unknown

Solid=ER+  Striped=TNBC

Data cutoff: September 6, 2022.
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Percent Change from Baseline in Sum of Diameters of
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50
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25
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-50

-75

-100
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. Assessment post-RECIST PD ‘PD response
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Safety

Treatment-Related Adverse Events Occurring in 210% of Patients
by Highest Reported Grade*

Any grade

(N=60)
n (%)

Grade 3/4

(N=60)
n (%)

Any Adverse Event (AE) 56 (93.3) 19 (31.7)
Nausea 30 (50.0) 2 (3.3)
Fatigue 27 (45.0) 4 (6.7)
Diarrhea 22 (36.7) 3 (5.0)
Vomiting 19 (31.7) 1(1.7)
Anemia 18 (30.0) 0
Alopecia 17 (28.3) N/A
Hypokalemia 9 (15.0) 1(1.7)
Decreased Appetite 8 (13.3) 0
Neutrophil Count Decreased** 7 (11.7) 3 (5.0)
White Blood Cell Count Decreased** 7 (11.7) 1(1.7)

*No Grade 5 treatment-related adverse events had occurred prior to data cutoff.
**More than 1 adverse event could be reported per pt.

Treatment-Emergent Serious Adverse Events

Treatment-related SAEs

(N=60), n (%)

Interstitial Lung Disease’ 1(1.7)
Nausea/Vomiting 1(1.7)
Pneumonitis 1(1.7)
Thrombocytopenia 1(1.7)
Dyspnea 1(1.7)
Pneumocystis jirovecii pneumonia 1(1.7)
Pneumothorax 1(1.7)

TInterstitial Lung Disease (ILD) adjudication of ILD/pneumonitis

events ongoing as of data cutoff.

« The most common adverse events were nausea, fatigue, and diarrhea.

* The majority of adverse events were Grades 1 and 2. No single Grade 3/4 adverse event

occurred in more than 7% of patients.

ASCO 2023 #1004 Oral
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Conclusions

Clinical activity of patritumab deruxtecan was observed across a broad range of HER3
membrane expression levels in patients with heavily pretreated ER+ and TN metastatic
breast cancers.

- This is consistent with emerging data:

* SOLTI-TOT-HERS reported an ORR of 30% irrespective of HR status in patients with early-stage HER2-negative BC
(Oliviera M et al. ESMO BC 2023)

* ICARUS-Breast01 reported an ORR of 29% in patients with HR+ MBC irrespective of level of HER3 expression
(preliminary data) (Pistilli B et al. ESMO BC 2023)

The safety profile of patritumab deruxtecan was manageable, with very low rates of
Grade 3/4 adverse events.

Data from this analysis supports the potential entry of patritumab deruxtecan into the
therapeutic paradigm across MBC subtypes.

Part B (currently expanding) and Part Z (HER2+ MBC after progression on T-DXd) are
both enrolling patients irrespective of HER3 expression.
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BASELINE CHARACTERISTICS

Patients, N = 56

Median age, years [range] 56 [28;82] Prior (neo)adjuvant chemotherapy, n (%) * 35 (64.8)

Sex, n (%) Median number of systemic therapies for ABC,

Female 56 (100.0) n [range]** 2[1;4]

HR status, n (%) Prior treatment with CDK4/6inh, n (%) *** 96 (100.0)

ER-neg; PR-neg 1(1.8); 12 (21.4)

HER2 expression, n (%)8 Median duration of therapy with CDK4/6inh,

IHC 0 35 (62.5) months [range] 12.2 [1.9; 43.5]

IHC 1+ 8 (14.3) - -

IHC 2+, ISH- 5 (8.9) Prior PI3K1'AKT,'mT0R|nhf0rABC, n (%)

IHC 2+ ISH+ 1(1.8) Everolimus 18 (32.1)

Unknown 7(12.5) Prior chemotherapy for ABC, n (%) 56 (100.0)

HER3 expression, n (%) $ Capecitabine 26 (52.0)

>75% membrane positivity at 10x 29 (51.8) Paclitaxel 13 (26.0)

Unknown 27 (48.2) Anthracyclines 2(8.9)
Data cut-off: Feb 15th, 2023 $ 3 HER3-expression prescreening was removed by amendment on April 21%¢, 2022

% on archival tumor samples; *on 54 patients; ** on 52 patients; *** 3 patients received more than 1 CDK4/6inh
ISH: in situ hybridization
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SAFETY RESULTS

Overall safety profile, n (%)* TEAEs 2 25% of all patients, n (%) Allgrades Gradez3
Any grade TEAE 56 (100.0)
Grade =3 27 (48.2) Fatigue 50 (89.3) 8 (14.3)
» Leading to HER3-DXd discontinuation 7 (12.9)* Nausea 42 (75.0) 2(3.6)
» Leading to HER3-DXd interruption 9 (16.0) Diarrhea 26 (46.4) 2(3.6)
» Leading to HER3-DXd dose reduction 13 (23.2) Alopecia 25 (44.6) NA
» Leading to death 0 (0) Constipation 15 (26.8) 3(5.3)
Adjudicated treatment related ILD 1(1.8)*

Fatigue and gastrointestinal toxicity were the most common adverse events
All grade and grade 23 neutropenia occurred in 8 (14.0%) and 6 (10.0%) patients, respectively
All grade and grade 23 thrombocytopenia occurred in 4 (8.0%) and 2 (4.0%) patients, respectively

*grade =3 TEAEs associated with treatment discontinuation were: worsening clinical conditions (n=2); vomiting (n=2); grade 3 thrombocytopenia
(n=1); decompensation of chronic open-angle glaucoma (n=1); liver fibrosis (n=1)

data cut-off: Feb 15", 2023; all patientsreceived = 1 cycle *safety dataup to Nov 4", 2022
TEAEs: treatmentemergent adverse events **grade 1 interstiial lung disease
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EXPLORATORY BIOMARKERS OF
EARLY TREATMENT RESPONSE_______

Tumor response by 3 months from treatment initiation, n (%)

Partial response* 16 (28.6)*
Stable Disease 30 (53.6)
Progressive Disease 10 (17.8)
BASELINE ON-TREATMENT
(C1D3/C1D19/C2D3)
CTCs,HER3+CTCs CTCs,HER3+CTCs
(plannedin 35 patients) (plannedin 35 patients)

WES/RNAseq RNAseq

data cut-off: Feb 15%, 2023; no patients had complete response
Only patients enrolled before Sep 15", 2022 were included in the analyses; *9 patients included before the study amendment
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CTC COUNT AFTER FIRST HER3-DXD CYCLE

CTC counts by CellSearch HER3+ (cytokeratins+/-) CTCs by FACS*
(31 patients, 69 blood samples) (31 patients, 74 blood samples)

31 pts with evaluable CTC samples, n (%)

Partial response 9(29.0)
250+ . Stable Disease 16(51.6) 2507 .
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Time-Points Time-Points

The median number of CTCs decreased after one to two cycles of HER3-DXd, mainly HER3+CTCs

"By FACS (FluorescentActivated Cell Sorting) almost all detectable HER3+ CTCs were CK+
HER3, Thermofisher clone RTJ2 (ref MA1-860)
19 patients with assessable CTC were HER3+++ at baseline (included before the study amendment)
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CTC COUNT AFTER FIRST HER3-DXD CYCLE

HER3- (cytokeratins+/-) CTCs by FACS*

304

254

204

154

104

Count of [CK+/HER3-]
CTCs / 28mL of blood

(31 patients, 74 blood samples)
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Median
Baseline: 0
c2p1: O
EOT : 0

No substantial impact of the treatment on HER3- CTC count
No increase of HER3- CTC count at progression
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TUMOR GENOMIC ALTERATIONS AND TREATMENT
RESPONSE
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KEY FINDINGS AND PERSPECTIVES

HER3-DXd showed a manageable safety profile and early signs of clinical activity in patients who
progressed on CDK4/6inh and further lines of endocrine therapy +/- target therapies; these data are
consistent with prior results of HER3-DXd in advanced breast cancer

Total and HER3+ CTCs count decreased after the first cycle of HER3-DXd; although not statistically
significant, patients with higher HER3+ CTCs count at baseline and patients with greater
HER3+CTCs decrease were more likely to have an early treatment response (3-mos RR)

o Further analysis will be performed to evaluate the association between HER3+CTCs count and dynamics and main

treatment outcomes (ORR, PFS), to determine whether HER3+CTCs can help to better select patients who can
benefit of HER3-DXd

RNAseq showed a higher modulation of gene expression in early responders as compared to non-
responders: is primary resistance more related to reduced ADC internalization/binding ?

ICARUS BREASTO01 study is still ongoing and further efficacy and biomarker analysis will be
presented
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PATRITUMAB DERUXTECAN (HER3-DXD) IN HR+/HER2- AND TNBC:
RESULTS OF PART B OF SOLTI TOT-HER3 WINDOW OF OPPORTUNITY TRIAL

Mafalda Oliveira, T. Pascual, P Tolosa, M. Margeli, J.M. Cejalvo, J. Cruz, FJ. Salvador Bofill, M. A. Arumi de Dios, M. Vidal,

S. Pernas, S. Esker, P-D. Fan, A. Santhanagopal, O. Martinez-Saez, F. Bras6-Maristany, G. Villacampa, R. Sanchez-Bayona,
J. M. Ferrero-Cafiero, C. Falato and A. Prat
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PATIENTS’ CHARACTERISTICS

ALL HR+/HER2- TNBC
N= 37 N =20 N =17
Age
Median (Range) 51 (30-81) 51 (30-65) 50 (30-81)
Race N (%)
Caucasian 34 (92) 17 (85) 17 (100)
Other 3 (8) 3(15) 0
Menopausal status N (%)
Premenopausal 20 (54) 12 (60) 8 (47)
Postmenopausal 17 (46) 8 (40) 9 (53)
Histology N (%)
Ductal 33(89) 18 (90) 15(88)
Lobular 2 (5) 2(10) 0
Other 2(5 0 2(12

Tumor size by US
Median, mm (range)
Tsize N (%)

21(10-80) 21.5(10-32) 26 (11-80)

7 (19)
25 (68)
5 (14)

5 (25)
13 (65)
2 (10)

2 (12)
12(71)
3 (18)

ALL HR+/HER2- TNBC
N= 37 N =20 N =17

Nodal status N (%)
cNO 28 (76)
cN1 9 (24
Klo6 /7 local

Median, % (range) 30 (12-95)  20(12-90) 70 (15-95)

17 (85)
3 (15

11 (65)
6 (35

Grade N (%)

2 (5) 2 (10) 0
11 (30) 10 (50) 1(6)
19 (51) 6 (30) 13(77)
ERIHC N (%)
0 17 (48) 0 17 (100)
1-10% 5 (14) 5 (25) 0
90-100% 15 (41) 15 (75) 0
0 23 (62) 6 (30) 17 (100)
0-10% 3 (8) 3 (15) 0
60-100% 11 (30) 11 (55) 0
HER2 IHC N (%)
0 20 (54) 6 (30) 14 (82)
1+ 10 (27) 7 (35) 3(18)
2+ 7 (19) 7 (35) 0

72



ESMO 2023 #1240 Oral

73



ESMO 2023 #1240 Oral

74



ESMO 2023 #1240 Oral

75



SAFETY SUMMARY

TEAES

N (%)2

All grades 31 (84) 74 (96)
Grade 4 0 4 (3)
Grade 3 2 (5) 10 (13)
Grade 2 15 (41) 45 (58)
Grade 1 31 (84) 71 (91)
SAEs, all grades 2 (5) 4 (5)
Grade 3 13) 3 (4)

* Lower incidence of hematological and
hepatic toxicity compared to Part A
(6.4 mg/kg)

* No ILD events were observed

* No Grade 4/5 events

ESMO 2023 #1240 Oral

PartB Part A

TEAEs in >5% of patients, 5.6 mg/kg 6.4 mg/kg
N (%) N=37 N=78
All grades| Grade 3 All grades| Grade 2 3

Nausea 24 (65) 1(3) 52 (67)

Fatigue 17(46) | 0o | 32(41)
Alopecia 10227) | NA | 28(36)
Diarrhea 8 (22) 0 19 (24)
Constipation 5 (14) 0 10 (13) 0
Headache 5 (14) 0 2 (3) 0
Transaminitis 5 (14) 0 15(19) 2(3)
Vomiting 4 (11) 0 20 (26) 0
Abdominal pain 3@ | o | 17@ | o
Anemia 38 | O | 3@ | 0
Erythema 3 (8) 0 3 (4) 0

Neutrophil count decrease 0 - 0 | 15(19) 6 (8)

ILD, interstitial lung disease; SAEs, serious adverse events; TEAE, treatment-emergent adverse event.
= Patients could experience =1 adverse event
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KEY FINDINGS

* In untreated HERZ2-negative early-stage breast cancer, a significant increase
in CelTIL score is observed after one dose of HER3-DXd at 5.6 mg/kg

* A single dose of HER3-DXd induced a ~30% ORR (measured by breast US),
independently of HR status

* A lower incidence of hematological and hepatic toxicity was observed with 5.6
mg/kg of HER3-DXd (Part B) compared with 6.4 mg/kg (Part A)

« SOLTI-2103 VALENTINE (NCT05569811) neoadjuvant phase Il trial (n=120) is
currently testing 6 cycles of HER3-DXd at 5.6 mg/kg in HR+/HER2- breast

cancer
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HER2 expression and early response to patritumab deruxtecan
(HER3-DXd) in early-stage HR+/HER2- breast cancer:
A correlative analysis from TOT-HER3 trial

Fara Braso-Maristany, Mafalda Oliveira, Pablo Tolosa, Mireia Margeli, Josefina Cruz, Salvador Bofill, Juan Miguel
Cejalvo, Miriam Arumi de Dios, Maria Vidal, Sonia Pernas, Stephen Esker, Pang-Dian Fan, Anu Santhanagopal,
Olga Martinez-Saez, Guillermo Villacampa, Rodrigo Sanchez-Bayona, Juan M Ferrero-Cafiero, Claudette Falato,

Tomas Pascual and Aleix Prat
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Higher CelTIL response to HER3-DXd in tumors with
low ERBB2 mRNA/HER2 protein expression
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Higher CelTIL response to HER3-DXd in tumors with
low HER2 DNA copy-number signal
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