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Patritumab deruxtecan (HER3-DXd) may present a novel treatment

option for patients with active brain metastases and leptomeningeal
disease
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Background

 Brain metastases (BMs) and leptomeningeal disease (LMD) are common
complications in breast and lung cancers’-?:

= Poor prognosis;
= High symptom burden;
* Impaired quality of life.

* Novel therapies providing intra- and extracranial disease control needed.

 Antibody-drugs conjugates (ADCs) have shown CNS activity in BMs and LMD?3-.

« HERS3 is an emerging treatment target in oncology”’.

"Preusser M et al. Curr Opin Neurol (2012) | 2Le Rhun E et al. ESMO Open (2019) | 3Bartsch R et al. Nat Med (2022)
“Niikura N et al. NPJ Breast Cancer (2023) | SHarbeck N et al. Nat Med (2024) | %Vaz-Batista et al. Med (2025) | 7Garret JT et al. Nat Rev Clin Oncol (2025)
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HER3 as ADC target

HER3 in BMs Patritumab deruxtecan (HER3-DXd)
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TUXEDO-3 Design

* Open-label, single-arm, three-cohort, non-comparative, phase 2 trial.

F N

KEY INCLUSION CRITERIA

« Age 218 years
* Histologically documented:
- Metastatic BC with active BMs
(cohort 1).
- Advanced NSCLC with active BMs
(cohort 2).
- Any advanced solid tumor with
type /Il LMD" (cohort 3).
« 21 measurable (210 mm) brain
lesion (cohorts 1 and 2).
« 21 line of systemic treatment in the
advanced setting (cohort 1 and 2).
« KPSz 70%, ECOGPS =2

» LVEF 2 50%.

Yy A

* Type | LMD: positive CSF cytology (confirmed LMD).
Type Il LMD: typical clinical and MRI findings (probable

or possible LMD).
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Cohort 1 (N=20)
Metastatic BC with active BMs

Cohort 2 (N=20)
Advanced NSCLC with active BEMs

Cohort 3 (N=20)
Advanced solid tumors with LMD

1=t stage 2" stage

-+

w

MN=10 N=10

Interim analysis:

Futility stop if O/10 patients with
infracranial ORR (cohorts 1 and 2)
or alive after 3 months (cohort 3).

HER3-DXd
= 5.6 mg/kg intravenously.
= Every 21 days.
= Until progressive disease,

discontinuation, or death.
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PRIMARY ENDPOINTS

h 1and 2 Cohort 3
* [Intracranial ORR™. * 3J-month OS5 rate.

Primary endpoint met if:
- 2 15% patients with intracranial response (cohorts 1 and 2.
- 2 15% patients alive after 3 months (cohort 3).

SECONDARY ENDPOINTS
All cohorts

« CBR, DCR, DoR, and TTR for
extracranial and overall lesions™.

+ PFS.

- 0S5

+ Best percentage of change in tumor burden.

+ Safety and tolerability (CTCAE v.5.0).

* QoL and neurccognitive function (EORTC QLQ-
c30, and BN20).

* MNeurolegic function (NAND scale).

Cohorts 3
* Intracranial ORR*".

intracranial,

Cohorts 1 and 2

* Extracranial and
bicompartmental ORR*".

EXPLORATORY ENDPOINTS
All cohorts

= Association between HER3 expression with efficacy
endpaints™*.

'

** Intracranial assessments as per RANO-BM (Complete response: disappearance of all target and non-
target lesions. Partial response: 230% decrease in the sum longest distance relative to baseline),
Extracranial and bicompartmental assessments as per RECIST v.1.1.

*** HER3 expression was assessed in tissue simples for intracranial or extracranial lesions.
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Statistical design

* Simon’s two-stage design.

Cohort Indication e:r;rsg;z t hypgrr::asis ':;t:;?:;isviz Type | error Power N

1 BMs from mBC Intracranial ORR* <5% >25% 10% 88% 20

2 BMs from aNSCLC Intracranial ORR* <5% 225% 10% 88% 20

g tMDfomsolid 5 onthosrate  <5% >25% 10%  88% 20
tumors

* As per RANO-BM criteria
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Patient characteristics (full analysis population)

Cohort 2 Cohort 3
(aNSCLC with BMs) (LMD from solid tumors)
N=20 N=20
N (%) N (%)
Age (years), 57.0 59.5 51.5
median (range) (35.0-75.0) (37.0-72.0) (40.0-66.0)
Gender
Female 21 (100) 10 (50.0) 18 (90.0)
Male 0 (0) 10 (50.0) 2 (10.0)
ECOG PS
0 13 (61.9) 5 (25.0) 6 (30.0)
1 7 (33.3) 13 (65.0) 9 (45.0)
2 14.7) 2 (10.0) 5 (25.0)
Status of BMs or LMD*
Newly diagnosed 6 (28.6) 7 (35.0) 20 (100)
Progressive after local therapy 15 (71.4) 13 (65.0) 0 (0)
Previous treatment lines in advanced disease,
median (range) 4 (1-13) 1.5 (1-5) 2 (0-6)
* BMs in cohorts 1 and 2; LMD in cohort 3.
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Tumor (sub)types

Cohort 3
(LMD from solid tumors)
N=20
N (%)
LMD type
Breast cancer phenotype | 9 (45.0)
HER2-positive 9 (42.9) Il 11 (55.0)
Lu_mlnal _ 5 (23.8) Primary tumor location
Triple-negative 7 (33.3) Breast 12 (60.0)
Lung 6 (30.0)
Cohort 2 Ovary 1 (5.0)
(aNSCLC with BMs) Melanoma 1(.0)
N=3° Breast cancer phenotype
N (%) HER2-positive 1(8.3)
Lung cancer phenotype Luminal 9 (.0
Histological Triple-negative 6 (50.0)
Non-squamous 17 (85.0) Lung cancer phenotype
Squamous 3 (15.0) Histological
Molecular Non-squamous 5 (83.3)
No activating driver mutations 15 (75.0) Squamous 1(16.7)
Activating driver mutations 5 (25.0) Molecular
KRAS G12C 1(5.0) Negative 16 (80.0)
EGFR 4 (20.0) Positive 4 (20.0)
Common 2(10.0) KRAS G12C 1 (5.0)
Uncommon 2 (10.0) EGFR 3 (15.0)
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Tumor (sub)types

Breast cancer phenotype

HERZ2-positive 9 (42.9)
Luminal 5 (23.8)
Triple-negative 7 (33.3)
Cohort 2
(aNSCLC with BMs)
N=20
N (%)
Lung cancer phenotype
Histological
Non-squamous 17 (85.0)
Squamous 3 (15.0)
Molecular
No activating driver mutations 15 (75.0)
Activating driver mutations 5 (25.0)
KRAS G12C 1(5.0)
EGFR 4 (20.0)
Common 2 (10.0)
Uncommon 2 (10.0)

ﬁ
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Cohort 3
(LMD from solid tumors)
N=20
N (%)
LMD type
I 9 (45.0)
[l 11 (55.0)
Primary tumor location
Breast 12 (60.0)
Lung 6 (30.0)
Ovary 1(5.0)
Melanoma 1 (5.0)
Breast cancer phenotype
HER2-positive 1(8.3)
Luminal 5(41.7)
Triple-negative 6 (50.0)
Lung cancer phenotype
Histological
Non-squamous 5 (83.3)
Squamous 1(16.7)
Molecular
Negative 16 (80.0)
Positive 4 (20.0)
KRAS G12C 1(5.0)
EGFR 3 (15.0)
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Primary endpoint: Cohort 1 (BC with BMs)

* Median follow-up: 4.9 (range: 1.4-14.5) months.
« 5/21 (23.8%) patients with intracranial response using RANO-BM.
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Primary endpoint: Cohort 1 (BC with BMs)

* Median follow-up: 4.9 (range: 1.4-14.5) months.
« 5/21 (23.8%) patients with intracranial response using RANO-BM.

90

Primary endpoint met Status of brain metastases:

~ Newly diagnosed

70

50

# Progressive after local therapy

30

10

(

-20

-40

-60

80
++
H

Best percentage change from baseline in sum of target lesions (%)
4
[

-100

iUnconfirmedresponse

2025 ASCO #ASCO25 presenteD B: Maftthias Preusser, MD ASCO Ty oF
ANNUAL MEETING Presentatio erty of the author and ASCO. Permission required for reuse; contact permissions@:

asco.org. KNOWLEDGE CONQUERS CANCER



Primary endpoint: Cohort 1 (BC with BMs)

* Median follow-up: 4.9 (range: 1.4-14.5) months.
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90

Primary endpoint met Status of brain metastases:

~ Newly diagnosed

70

# Progressive after local therapy

Breast cancer subtype
I HER2-positive

I:l Luminal

. Triple-negative

Best percentage change from baseline in sum of target lesions (%)

-100

iUnconfirmed response.
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Primary endpoint: Cohort 1 (BC with BMs)

* Median follow-up: 4.9 (range: 1.4-14.5) months.
« 5/21 (23.8%) patients with intracranial response using RANO-BM.

90

Primary endpoint met Status of brain metastases:

~ Newly diagnosed

70

# Progressive after local therapy

Breast cancer subtype
I HER2-positive

I:l Luminal

. Triple-negative

Previous ADCs*

N Yes
|:| No

*All previous ADCs had a topoisomerase | inhibitor as payload.

Best percentage change from baseline in sum of target lesions (%)

-100

iUnconfirmed response.
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Primary endpoint: Cohort 2 (aNSCLC with BMs)

* Median follow-up: 5.3 (range: 0.2-13.1) months.
« 6/20 (30.0%) patients with intracranial response using RANO-BM.

90

Primary endpoint met

T0

50

30

10

:

40

Best percentage change from baseline in sum of target lesions (%)
20

3 i%n onfirmed respon se.
- 1 The patient experienced dis prog ssion due to
new lesions, des pt >30% r d uction in target lesions
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Primary endpoint: Cohort 2 (aNSCLC with BMs)

* Median follow-up: 5.3 (range: 0.2-13.1) months.
« 6/20 (30.0%) patients with intracranial response using RANO-BM.

8 Status of brain metastases:

Primary endpoint met ~ Newly diagnosed

# Progressive after local therapy

10
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40
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t
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Best percentage change from baseline in sum of target lesions (%)
B0 -20
l
2
it
l

-100

i% nconfirmed response.
1 The patient experienced disease progression due to
# new lesions, despite >30% reduction in target lesions.
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Primary endpoint: Cohort 2 (aNSCLC with BMs)

* Median follow-up: 5.3 (range: 0.2-13.1) months.
« 6/20 (30.0%) patients with intracranial response using RANO-BM.
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The patient experienced disease progression due to
# new lesions, despite >30% reduction in target lesions.
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Primary endpoint: Cohort 2 (aNSCLC with BMs)

* Median follow-up: 5.3 (range: 0.2-13.1) months.
« 6/20 (30.0%) patients with intracranial response using RANO-BM.

£ 8 Status of brain metastases:

g o Primary endpoint met ~ Newly diagnosed
-~ # Progressive after local therapy
&3
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E 2 # Activating driver mutations
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e ¥ o~

g # # Histologic type
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i% nconfirmed response.
1 The patient experienced disease progression due to
# new lesions, despite >30% reduction in target lesions.
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Primary endpoint: Cohort 3 (LMD from solid tumors)

« Median follow-up: 5.4 (range: 0.8-12.0) months.
« 13/20 (65%) patients alive after 3 months.

1.00 1
Primary endpoint met

<
i
o

OS probability
o
3

o
[N
a

e
o
S

0 1 2 3 4 5 6 7 8 9 10 11 12
Time (Months)
Number at risk
= 20 19 17 13 12 10 10 7 6 4 3
5 6 7 8 9 10 11 12
Time (Months)

Strata

o 1 2 3 4

Events 3-month OS (95%Cl), %  6-month OS (95%Cl), %
10/20 69.6 (44.5-85.1) 58.9 (34.3-77.0)
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Primary endpoint: Cohort 3 (LMD from solid tumors)

1.001
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o
3

Median follow-up: 5.4 (range: 0.8-12.0) months.
13/20 (65%) patients alive after 3 months.

Primary endpoint met
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Secondary efficacy endpoints

100

100 100
80 80 82.4 %0
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. Intracranial |:| Extracranial |:| Bicompartmental . Intracranial |:| Extracranial |:| Bicompartmental . Intracranial . Extracranial |:| Bicompartmental
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Secondary efficacy endpoints
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Secondary efficacy endpoints
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Safety

Cohort 1 Cohort 2 Cohort 3
(mBC with BMs) (aNSCLC with BMs) (LMD from solid tumors)
N=21 N=20 N=22
N (%) N (%) N (%)
Adverse Events (AEs) 18 (85.7) 18 (90.0) 21 (95.5)
Treatment-emergent AEs (TEAES) 18 (85.7) 18 (90.0) 21 (95.5)
HER3-DXd-related 17 (81.0) 16 (80.0) 18 (81.8)
Serious TEAEs 6 (28.6) 10 (50.0) 11 (50.0)
HER3-DXd-related 1(4.8) 4 (20.0) 4 (18.2)
Grade 23 TEAEs 9 (42.9) 13 (65.0) 15 (68.2)
HER3-DXd-related 6 (28.6) 8 (40.0) 7 (31.8)
AEs of special interest 1(4.8) 1 (5.0) 1(4.5)
HER3-DXd-related 0 (0) 1 (5.0) 1(4.5)
Death due to TEAEs 1(4.8) 1 (5.0) 0 (0)
HER3-DXd-related 0 (0) 0 (0) 0 (0)
TEAESs leading to dose reduction 4 (19.0) 3 (15.0) 2(9.1)
TEAESs leading to interruption 2 (9.5) 2 (10.0) 6 (27.3)
TEAEs leading to permanent discontinuation 1(4.8) 1 (5.0) 1(4.5)
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Cohort 2 Cohort 3
(aNSCLC with BMs) (LMD from solid tumors)
N=20 N=22
N (%) N (%)
Adverse Events (AEs) 18 (85.7) 18 (90.0) 21 (95.5)
Treatment-emergent AEs (TEAES) 18 (85.7) 18 (90.0) 21 (95.5)
HERS3-DXd-related 17 (81.0) 16 (80.0) 18 (81.8)
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TEAEs leading to interruption 2 (9.5) 2 (10.0) 6 (27.3)
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Safety (Grade 23 TEAEs)
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Conclusions

« HER3-DXd has CNS activity in patients with active BMs of breast and lung cancers, and LMD

of solid cancers.

* Noteworthy observations:

o HER3-DXd showed activity in BC after prior ADC and irrespective of the BC subtype.

o HER3-DXd showed activity in NSCLC patients with EGFR-wild-type tumors.

* Neurological symptoms, QoL and neurocognitive function remained stable or improved during
HER3-DXd treatment.

* No new safety signals were observed.
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Accrual
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Neurological symptoms

Cohort 2 Cohort 3
(aNSCLC with BMs) (LMD from solid tumors)
N=20 N=20
N (%) N (%)
Neurological symptoms at baseline
No 13 (61.9) 12 (60.0) 8 (40.0)
Yes 8 (38.1) 8 (40.0) 12 (60.0)
Best neurological response*
Neurological response 0 (0) 0 (0) 2 (10)
Neurological stability 17 (81.0) 12 (60.0) 11 (55.0)
Neurological progression 0 (0) 0 (0) 0 (0)
Not evaluated 4 (19.0) 8 (40.0) 7 (35.0)
* As per NANO scale.

Neurological response: Improvement of 22 level in at least one domain, without worsening in others, from baseline or best function level, and not due to medication change
or recovery from a comorbidity. Neurological stability: Neurologic function does not meet criteria for neurologic response, progression, non-evaluable, or not assessed.
Neurological progression: Worsening of =2 level from baseline or best function in 21 domain, or worsening to the highest score in 21 domain, attributed to tumor

progression (excluding medication changes or comorbidity).
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HER3 expression

* There were no associations between HER3 expression and treatment response.
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