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Background and Rationale

TACTIVE-N: open-label, randomized,
noncomparative neoadjuvant phase 2

* Vepdegestrant monotherapy once daily (QD) showed antitumor
activity and was well tolerated in the phase 2 expansion
(VERITAC) of a phase 1/2 study (NCT04072952) in heavily
pretreated patients with ER+/HER2- advanced breast cancer’

* Neoadjuvant endocrine therapy, such as the aromatase inhibitor
anastrozole, is a standard treatment option for postmenopausal
patients with ER+/HERZ2- localized breast cancer'2

Figure 2: ER degradation (A) and tumor growth inhibition/
regression (B) with vepdegestrant in an estradiol-
dependent MCF7 xenograft model®
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Study Design Table 1: TACTIVE-N key eligibility criteria

Inclusion criteria Exclusion criteria

* In this open-label, randomized, noncomparative, multicountry, phase 2

Objective

* The phase 2, noncomparative, proof-of-concept TACTIVE-N
study (NCT05549505) will evaluate the safety and clinical
activity of neoadjuvant vepdegestrant (ARV-471) or
anastrozole in patients with breast cancer amenable
to definitive surgical resection

study, postmenopausal women with ER+/HER2- localized breast
cancer receive neoadjuvant vepdegestrant 200 mg or anastrozole

1 mg orally QD until surgical resection approximately 5.5 months after
starting treatment (Figure 3)

» Bilateral breast ductal carcinoma in situ or invasive breast cancer
* Prior treatment for breast cancer

» Postmenopausal women aged =18 years

* Histologically or cytologically confirmed ER+/HER2- breast cancer
per local assessment

— ER+ with ER staining of 210% of tumor cell nuclei
— Ki-67 score 25%
* Clinical T1c-T4c, NO-N2, MO breast cancer amenable to definitive
surgical resection
* Primary tumor =21.5 cm by imaging
« ECOG performance status of 0 or 1

« Willingness to undergo a screening biopsy, an on-treatment biopsy,
and surgical resection

« Eligible patients have confirmed ER+/HER2- breast cancer amenable
to surgical resection (Table 1)

 Qutcome measures are shown in Table 2
* Enroliment is ongoing
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SRl |Elen [l o Table 2: TACTIVE-N outcome measures

breast cancer and no prior

breast cancer treatment

Disclosure Primary objective Endpoint

(N=150)
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Vepdegestrant
200 mg orally QD

Surgical resection

1 mg orally QD

J \_
~5.5 months

)| of treatment? [

Surgical resection

aCycle 6, day 18110 days

ER=estrogen receptor; HER2=human epidermal growth factor receptor 2; QD=once daily

 Evaluate the safety and tolerability of vepdegestrant or anastrozole

* Incidence of AEs, SAEs, and AEs leading to discontinuation

 Evaluate the pathologic response at time of surgical resection

 Pathologic stage

» Pathologic complete response rate
* Modified preoperative endocrine prognostic index score

 Evaluate the clinical response at time of surgical resection

« Rate of breast-conserving surgery

» Rate of radiographic response during cycle 6
* Best percentage change in caliper measurement on cycle 6, day 1

AE=adverse event; SAE=serious AE




