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P h as e 3 St u dy Of Tu cati n i b O r’ * The .Currer?t 1L S_OC for HER2+ MBC.is trastuzumab plus pertuzumab and a ’ta.xaneﬂ’2 | « HER2CLIMB-05 (NCTO_5132582) is a phag,e 3, randomi_zed, doub_le-blind_ study evaluating tucatinib or pl_acebo in combination with tras_tuzumab
 This regimen improved overall survival outcomes by 16 months compared with the prior SOC, trastuzumab and a taxane.? plus pertuzumab as maintenance therapy in the 1L setting for patients with unresectable LA or metastatic HER2+ breast cancer following SOC
n = = -  Despite advances in 1L SOC therapy, most patients progress on maintenance therapy with trastuzumab and pertuzumab.’ induction therapy.
P I a ce b o I n C O m b I n atl O n WI t h  Tucatinib is an oral TKI approved in multiple countries in combination with trastuzumab and capecitabine for adult patients with HER2+ MBC Tucatinib?
with or without BMs. 47 1L HER2+ unresectable LA/IMBC + trastuzumab®° \ _ _
- Tucatinib in combination with trastuzumab and capecitabine has demonstrated a statistically significant and clinically meaningful Completed induction therapy: + pertuzumabc Primary endpoint
TraSt u Z u m a b a n d P e rt u Z u m a b as improvement in PFS and OS with a tolerable safety profile in patients with HER2+ MBC.47:8 trastuzumab every 21 days PFS by investigator
_ - As up to 50% of patients with HER2+ MBC will develop BMs, prevention and treatment of BMs is an urgent unmet clinical need.® - p+e:tuzumab iy P'?CGbOa b Key secondary endpoint
M a I n t e n a n Ce T h e ra f o r  Adding tucatinib to trastuzumab plus capecitabine also reduced the risk of disease progression or death in patients with active or stable BMs.* 78 =Gl . rgft Szzlljjr;n:bc’;’ L » OS
py - The addition of tucatinib to 1L SOC maintenance therapy with trastuzumab and pertuzumab may extend PFS while maintaining QOL.0 4-8 cycles e?/ery 21 days

o * In patients with _BMS’ _tucatinib haS_ demonstrated the _abi”ty to im_p'_'ove PFS_ elmd OS and/or delay the emergence of BMS; therefore’ itis Randomization will be stratified by diagnosis (de novo vs recurrent MBC), hormone receptor status (positive vs negative), and presence or history of BMs (yes vs no).
+ eta s tat I C re a St a n c e r thought that patients in the 1L setting may also benefit from receiving tucatinib.® Patients are permitted to receive up to 2 cycles of carboplatin during the start of induction therapy in combination with trastuzumab, pertuzumab, and taxane.
= =
(HER2CLIMB-05, Trial in Progress)

aTucatinib/placebo 300 mg will be administered PO from Cycle 1 Day 1 onward, BID on each day of study treatment. PIV trastuzumab will be given at a dose of
6 mg/kg once every 21 days. Alternatively, trastuzumab may be administered as an SC dose, at a fixed dose of 600 mg once every 21 days. SC trastuzumab does not require a loading dose. °A fixed dose

Tu C ati n i b P ro po sed Mech an i 11 of Acti on of trastuzumab + pertuzumab (600 mg pertuzumab, 600 mg trastuzumab, and 20,000 units hyaluronidase) can be administered every 21 days by SC administration, in lieu of trastuzumab and pertuzumab

administered IV individually. 9Pertuzumab 420 mg will be administered every 21 days intravenously over 30-60 minutes.
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Miguel Martin, MD, PhD#, Ciara C. O’Sullivan, MD, BCh, BAO>, y y Dl T e G 2 - Patients will receive tucatinib 300 mg or placebo PO BID, trastuzumab 6 mg/kg IV or 600 mg SC once every 21 days, and pertuzumab 420
Joohyuk Sohn, MD8, Konstantinos Tryfonidis, MD, PhD?, INhibitor selective for HER?Z2 it b Img IV once e\t'?ry 21 f.ay‘:" e 600 et traet 600 90,000 units Fualironidace SC e o
: . . . . : s : | + In some countries, patients will receive pertuzuma mg, trastuzuma mg, and 20,000 units hyaluronidase SC every 21-day cycle in
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'Sarah Cannon Research Institute/Tennessee Oncology-Nashville, Nashville, TN, USA; 2Advanced Cancer Translational Research Institute at HER2/HERS

« Patients with HR+ tumors may receive endocrine therapy per institutional SOC.

Showa University, Tokyo, Japan; 3lstituto Europeo di Oncologia, Milan, IRCCS and University of Milano, Milan, Italy; o The small molecule
“Hospital General Universitario Gregorio Marafnoén, Madrid, Spain; °Mayo Clinic, Rochester, MN, USA; ¢Yonsei Cancer Center, Seoul, South Korea; : tucatinib diffuses Binding, - & Cycle 1 ! Cycle 2
"Merck & Co., Inc., Rahway, NJ, USA; 8Seagen Inc., Bothell, WA, USA; °Eugene Marquis Centre, Rennes, France ' into cells HER2/HER2 sl D1 DS D15 : D22 D29
| Binding —_—m™Smmnmn—n—t t—_rrno—on —o-n 5NN
TOVL AN subdomain IV Tucatinib 300 mg/placebo PO BID :
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Summary 107> 1T 4 6.8 RS & ST 8 Trastuzumab + pertuzumab A A
‘,,}; d 4 g ‘ 4 m, . HER2+ turﬁgr cell Kinase domain .
{ | , o ) ? Tucatinib Study treatment will continue until unacceptable toxicity, disease progression, withdrawal of consent, or study closure. If a patient is found to have radiographic progressive disease per RECIST v1.1 criteria
HER2CLIMB-05 will evaluate whether addmg tucatinib to 1L SOC maintenance therapy with , based on isolated CNS progression without progression of extracranial disease, the patient may be eligible to continue study treatment after completion of local treatment of BMs.
trastuzumab and pertuzumab will extend PFS while maintaining A ikes BES L L T T R R T ) )
HR-QOL in patients with HER2+ MBC L AR = e Objectives

Selectively binds ~ «

s e @) Decreased HER2 signaling

reduces tumor cell proliferation,

| poomen o . survival, andimelasias Primary Objective Endpoints
In addition, the effect of adding tucatinib to 1L SOC for treatment and potential prevention of BMs is of EGFR x © Inhibits activation Evaluate antitumor activity of tucatinib in combination with Primary endpoint: PFS by investigator per RECIST v1.1
great interest 2 I s R trastuzumab and pertuzumab Key secondary endpoint: OS
; P N e . e | e A Other Secondary Objectives Endpoints
Enroliment is ongoing in the US, Canada, LATAM, APAC, and European countries with additional sites -4 ...... >- A s T PFS by BICR per RECIST v1.1, and CNS-PFS by investigator

B ; et st T Evaluate overall PFS and PFS in the brain

planned per RECIST v1.1

EGFR: epidermal growth factor receptor; HER: human epidermal growth factor receptor;
MAPK: mitogen-activated protein kinase; PI3K: phosphoinositide 3-kinase

Time to deterioration of HR-QOL, defined as time to 10-point decrease in the

Assess the change in HR-QOL global health status/QOL scale of the EORTC QLQ-C30

Tucatinib is an investigational agent, and its safety and efficacy have not been established. There is no guarantee that tucatinib will receive regulatory approval and become commercially
available for uses being investigated. © 2023 Seagen Inc. Bothell WA 98021. All rights reserved. USM/TUC/2019/0018

 AEs

Abbreviations L « Clinical laboratory assessments
1L, first-line; AE, adverse event; APAC, Asia-Pacific; ASCO CAP, American Society of Clinical Oncology College of American Pathologists; BICR, blinded independent central review; BID, twice a E I Ig I bl I Ity E\_/aluate the Safety and t0|erab|“ty of tucatinib in combination : InC|den?e_ of dose hOIdmg’ dose reductions, and discontinuations
day; BM, brain metastases; CNS, central nervous system; CNS-PFS, time from randomization to investigator-assessed disease progression in brain; D, day; ECOG, Eastern Cooperative with trastuzumab and pertuzu mab of tucatinib
Oncology Group; EGFR, epidermal growth factor receptor; EORTC QLQ-C30, European Organization for the Research and Treatment of Cancer Core Quality of Life Questionnaire; EOT, end of Key |nC|USi0n Crite ria  |ncidence of dose h0|ding and discontinuations of trastuzumab
treatment; EQ-5D-5L, 5-level European Quality of Life 5-Dimensional; HER2, human epidermal growth factor receptor 2; HER2+, HER2-positive; HR+, hormone receptor positive; HR—-, hormone and pertuzumab
receptor negative; HR-QOL, health-related quality of life; IV, intravenous; LA, locally advanced; LATAM, Latin American; LMD, leptomeningeal disease; MBC, metastatic breast cancer; MR, o Centrally confirmed HER2+ breast carcinoma per 2018 ASCO CAP guidelines, P
magnetic resonance imaging; OS, overall survival; PFS, progression-free survival; PK, pharmacokinetics; PO, by mouth; QOL, quality of life; R, randomization; RECIST v1.1, Response Evaluation . : o _ o
Criteria in Solid Tumors, version 1.1; SC, subcutaneous; SOC, standard of care; TKI, tyrosine kinase inhibitor; US, United States * Unresectable locally advanced or metastatic disease Evaluate the PK of tucatinib Plasma concentrations of tucatinib

* If recurrent (after [neo]adjuvant therapy), there must be a 26-month treatment-free interval from any trastuzumab and pertuzumab received in
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|dentify somatic alterations potentially associated with
resistance to study treatment

Somatic alterations associated with resistance to tucatinib

of Oncology, Volume 33, 2022 Supplement 3. All rights reserved. This poster was accepted and previously presented at International and French Oncology Days (IFODS), June 14-16, 2023: « Known hormone receptor status (per local guidelineS' may be HR+ or HR_).
Abstract No. AB367. ’ _y .y : :

» ECOG performance status score of 0 or 1. Evaluate health utilities HR-QOL utilities as assessed with the EQ-5D-5L instrument
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