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CNS Eligibility Criteria?

BACKGROUND _ o _ o
Key CNS Inclusion Criteria Key CNS Exclusion Criteria
 Patients with a history of brain metastases must have 1 of » Based on medical history and screening contrast brain MR,
HER2+ Metastatic Breast Cancer (MBC) the following: patients must not have any of the following:
* Approximately 15%—-20% of breast cancers overexpress HERZ, - Untreated brain metastases not needing immediate local therapy - Brain metastases requiring immediate local therapy
but HER2+ MBC remains incurable and patients will ultimately - Previously treated brain metastases o Untreated brain lesions >2.0 cm in size®
progress on currently available therapies' - Brain metastases previously treated with local therapy may either be - Ongoing treatment with corticosteroids for control of symptoms of brain
* Up to 50% of patients with HER2+ MBC will develop brain stable or have progressed since prior local CNS therapy metastases at a total daily dose of >2 mg dexamethasone or equivalent
metastases over their disease course® « Patients treated with CNS local therapy for newly identified or - Known or suspected leptomeningeal disease
Tucatinib FI\)/IrI?R\I/iOUSIy treated progressing lesions found on contrast brain > Poorly controlled generalized or complex partial seizures or manifest
. _ _ o S performed durlng screening may be ellglble to enroll if all the neur0|og|ca| progression due to brain metastases
 An oral TKI hlghly selective for HER2 with minimal inhibition predefined criteria are met
of EGFR’

aA full list of brain metastases inclusion and exclusion criteria can be found at: https://www.clinicaltrials.gov/ct2/show/NCT04539938.

° Approved for use in Combination W|th trastuzumab and bUnless discussed with medical monitor and approval for enroliment is given.
capecitabine in patients with HER2+ MBC, including those with
brain metastases, who have received prior anti-HER2 therapy?®®

o The first treatment regimen to demonstrate a statistically significant
and clinically meaningful improvement in PFS and OS in this group of STUDY DESIGN/SCHEMA

patients™® "

Trastuzumab Deruxtecan

* An ADC comprising a HER2-directed monoclonal antibody
conjugated to a topoisomerase | inhibitor payload, approved

Safety lead-in
(N=10)

In patients with HER2+ MBC who have received a prior anti— Cohort A

HERZ2-based regimen either in the metastatic setting, or in the (n=~30)

neoadjuvant or adjuvant setting and have developed disease Patients Primarv endpoints

recurrence during or within 6 months of completing therapy' without a ry P

. . SMC _ _ * cORR per

Tucatinib + Trustuzumab Deruxtecan Tucatinib o history of brain RECIST 1.1 by
* In xenograft models, tucatinib increased the antitumor activity of Unresectable, 300 mg PO BID Review metastases NV asses-sment

a HERZ2-directed ADC comprising a HER2-directed monoclonal locally +

antibody conjugated with 8 exatecan moieties (T-Ex) when advanced, Trastuzumab :

Compared to T-Ex alone™ or metastatic deruxtecan Secondary endpomts
« Combining tucatinib with trastuzumab deruxtecan may result HER2+ 5.4 mg/kg IV on Cohort B * PFS, DOR, DCR

in further improvement on the efficacy seen with both agents breast cancer Day 1 of each ONe per RECIST 1.1 by

individually 21-day cycle =) INV assessment

Patients 0S

Safety

« HER2CLIMB-04 (NCT04539938) is a single-arm, open-label,
multicenter, phase 2 study evaluating the efficacy and safety of
tucatinib in combination with trastuzumab deruxtecan in previously
treated patients with unresectable, locally advanced, or metastatic
HER2+ breast cancer, with or without brain metastases

with a
history of brain
metastases

alf there are no safety signals in the safety lead-in (=1 cycle), 50 additional patients will be enrolled in the study.

ELIGIBILITY

Eligibility Criteria OBJECTIVES ASSESSMENTS

Key Inclusion Criteria
* Histologically confirmed HER2+ LA or MBC=?

 Received prior treatment with a taxane and trastuzumab (with or

without pertuzumab) in the LA/M setting or progressed within
6 months after neoadjuvant or adjuvant treatment involving a regimen

Efficacy?

* Primary and secondary efficacy assessments will be made by
the INV according to RECIST 1.1

» Exploratory efficacy assessments will be made by ICR according

Primary

* CORR per RECIST 1.1 by INV assessment

Including a taxane and trastuzumab (with or without pertuzumab) Secondary to RECIST 1.1

* Progression of unresectable LA or MBC after last systemic - Contrast MRI scan of the brain will be performed for all patients
therapy, or intolerant of last systemic therapy » PFS, DOR, and DCR per RECIST 1.1 by INV assessment at screening or baseline

* Measurable disease per RECIST 1.1 « OS

Safety and Tolerability

* 218 years * Safety - Adverse events will be recorded and graded according to
« Adequate baseline hematologic, hepatic, and cardiac function National Cancer Institute Common Terminology Criteria for

« ECOG performance status of 0 or 1 Adverse Events version 5.0 criteria

Exploratory

- Life expectancy of 26 months - cORR, PFS, DOR, and DCR per RECIST 1.1 by ICR assessment PK
Key Exclusion Criteria . PK * Plasma and serum PK samples for analysis of tucatinib will be
» Previously had: « Change from baseline in patient-reported outcomes by EQ-5D-5L performed from baseline through Cycle 6

- Lapatinib or neratinib within 12 months of starting study treatment® » Biomarkers of response, resistance, or toxicity from blood-based or Patient-Reported Outcomes

o Tucatinib (or enrolled on a tucatinib clinical trial) tumor samples * The EQ-5D-5L instrument will be used®

> Any investigational HER2/EGFR or HER2 TKI 2Assessments every 6 weeks through Week 24, then every 9 weeks through end of treatment

o TraStuzumab derUXtecan or anOther ADC ConSiSting Of an . Eff|cacy and safety W|” be summanzed usmg descrlptlve stat|st|cs ®To be completed prior to evaluation by study personnel and administration of study treatment on treatment days

exatecan derivative

o Any systemic anticancer therapy or experimental agent <21 days after
first dose of study treatment or are currently participating in another
Interventional clinical trial®

o Non-CNS radiation <7 days prior to first dose of study treatment

o Major surgery <28 days from first dose of study treatment SUMMARY
* Clinically significant cardiopulmonary disease

o Current ILD/pneumonitis

o History of ILD/pneumonitis that required systemic corticosteroids

o Suspected ILD/pneumonitis which cannot be ruled out at screening

* The response rate will be estimated and reported with 2-sided 95%
exact confidence intervals using the Clopper-Pearson method

 The HER2CLIMB-04 trial is investigating the efficacy and safety of tucatinib in combination with trastuzumab deruxtecan in previously
treated patients with unresectable, locally advanced, or metastatic HER2+ breast cancer, with or without brain metastases

- HER2CLIMB-04 has been amended to allow for second-line enrollment which is in line with recent advances in the treatment landscape’

2As defined by the current American Society of Clinical Oncology — College of American Pathologists guidelines, previously determined

at a Clinical Laboratory Improvements Amendments-certified or International Organization for Standardization-accredited laboratory. ¢ Com b|n|ng tu Cat|n|b W|th traStUZU mab derUXtecan, Wh|Ch ta rg etS H ER2 th rough d |ffe re nt meChanlsmS Of aCtlon, may resu |t IN fu I’ther

PExcept in cases where lapatinib or neratinib was given for <21 days and was discontinued for reasons other than disease . . . . . O

orogression or severe toxicily. improvement on the efficacy seen with either agent individually

°An exception for the washout of hormonal therapies is gonadotropin-releasing hormone agonists used for ovarian suppression in . . .

premenopausal women, which are permitted concomitant medications.  Enroliment began In late 2020 at ~30 stu dy sites in the US
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