ASCENT-07: A Phase 3, Randomized, Open-Label Study of Sacituzumab Govitecan Versus Treatment of Physician’s Choice Poster # PO1-05-09
in Patients With HR+/HER2- Inoperable, Locally Advanced, or Metastatic Breast Cancer Post-Endocrine Therapy
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Introduction Key Eligibility Criteria

San Antonio Breast Cancer Symposium®- December 5-9, 2023

Study Sites

» Breast cancer (BC) is the most common Figure 1. Sacituzumab govitecan _ _ o _ _
malignancy in women: the HR+/HER2— subtype Table 1. Inclusion and exclusion criteria Figure 3. Study sites
accounts for ~70% of ,Cases1 Linker for SN-38 Humanized anti—Trop-2 antibody

0 * pH-sensitive, hydrolyzable * Directed toward Trop-2, an Inclusion criteria Exclusion criteria

» Endocrine therapy (ET) plus cyclin-dependent linker for SN-38 release in epithelial antigen expressed on
kinase 4/6 inhibitors is recommended for first-line e many solid tumors » Patients aged = 18 years with locally documented evidence of | « PD within 6 months of completing (neo)adjuvant CT
treatment of HR+/HER2— metastatic BC (mBC),*” allowing bystander effect SN-38 payload HR+/HER2— (HR+ [2 1% of cells with ER+/PR+]; HER2 [IHCO,
but tumors eventually develop ET-resistance.* + High drug-to-antibody * SN-38 more potent than parent 1+, IHC2+/ISH-]) status per ASCO/CAP criteria
Chemotherapy, the standard of care in ET-resistant ratio (7.6:1) Ctomp_ound’ 'r'”otlécf]hb,t CANADA
disease, is associated with poor outcomes® Internalization and enzymatic ,gﬁfggiﬁ:;gﬁior'ﬂs'r:];;)erate  Documented PD by computed tomography or MRI on the most | « Patients with locally advanced metastatic BC

. Sacituzumab govitecan (SG) is a Trop-2—directed cleavage by tumor cell not cytotoxicity (with IC50 in the recent therapy per RECIST v1.1 (stage lllc) who are candidates for curative

_ _ i . _ required for SN-38 liberation nanomolar range), permitting theraov at enrollment
antibody-drug conjugate (Figure 1).° SG is from antibody sufficient drug delivery to the tumor PY

approved in the US and EU for inoperable, locally
advanced, or metastatic HR+/HER2—- (l HC O, 1+ or Adapted from Rugo HS, et al. TROPICS-02: A phase Il study investigating sacituzumab govitecan in the

2+/|SH— BC after ET and > 2 S Stemic thera ies treatment of H.R+/H.ER2- metastatic breast qancer. Future Oncol. 2020; 16:705-715. Complete licensing info can . . . . .
in the m;tastatic setting” 4 P be found here: hitp:/icreativecommons.orgicenses/by-nc-ndid. 0/ At least 1 of the following: « Receipt of any prior treatment (including ADCs)

* PD in the metastatic setting on = 2 lines of ET (£ targeted therapy) containing a chemotherapeutic agent targeting

_ _ — Disease recurrence within the first 24 months of starting topoisomerase |, or any prior treatment with a
ObjeCtlve adjuvant ET is considered a line of therapy; these patients Trop-2—directed ADC
will only require 1 line of ET in the metastatic setting * Active, symptomatic central nervous system

« ASCENT-07 (NCT05840211) will examine the efficacy and safety of SG in the chemotherapy naive setting, ie, in patients * PD within 6 months of starting first-line ET (£ CDK4/6i) in the metastases that require treatment
with inoperable, locally advanced, or metastatic ET-resistant HR+/HER2- (IHC 0, 1+ or 2+/ISH-) BC metastatic setting « Carcinomatous meningitis
* Disease recurrence within 24 months of adjuvant ET with CDK4/6i

« ASCENT-07 is a phase 3, randomized, open-label StUdy (Figures 2 and 3) ADC, antibody-drug conjugate; ASCO/CAP, American Society of Clinical Oncology/College of American Pathologists; BC, breast cancer; CDK4/6i, cyclin-dependent kinase 4/6 inhibitors; CT, chemotherapy; Several sites across contiguous US.
o _ _ ] ] ER+, estrogen receptor positive; ET, endocrine therapy; MRI, magnetic resonance imaging; PD, progressive disease; PR+, progesterone receptor positive; RECIST, Response Evaluation Criteria in Solid Tumors.
 Eligibility criteria and key end points are summarized (Tables 1 and 2)

Figure 2. Study design Key End Points Status

Population
q * Enrollment for ASCENT-07 (NCT05840211) began in May 2023 and recruitment is ongoing in all countries.

Aged = 18 years Table 2. Primary and key secondary end points
HR+/HER2- (IHC 0, 1+ or 2+/ISH-) * For more information, please visit Study Record | ClinicalTrials.gov or contact GileadClinicalTrials@agilead.com.

locally advanced, inoperable/metastatic BC Sacituzumab govitecan

Post-ET and eligible for first-line CT in the 10 mg/kg IV on Days 1
advanced/metastatic setting and 8, every 21 days

* Eligible for first-line CT for locally advanced or metastatic disease | * An active second malignancy

AUSTRALIA

Primary

 PFS (as assessed by BICR per RECIST v1.1 criteria) or death from any cause, whichever comes first References:
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or >12 mo) C _°|ce (capecita _'nea — . — . . . — - Burstein nJ, et al. J Clin Oncol. LS - - trodelvy/trodelvy pi.pdf. Accessed August 2023.
paclitaxel, nab-paclitaxel) « Change from baseline in the Physical Functioning domain and time to deterioration in the Global Health Status/QoL
* HERZ2 IHC 0 vs HER2 IHC-low (IHC 1+, 2+/ISH-) domain of the EORTC QLQ-C30 cancer questionnaire Acknowledgments: We thank the investigators, patients and their caregivers for their participation and commitment to clinical research. This study is sponsored
« Geographic region by Gilead Sciences, Inc. Editorial support was provided by Sam Phillips, PhD, of Parexel and funded by Gilead Sciences, Inc.
~ | | | - / | o | | o « Safety Presenting author disclosures: Hope S. Rugo reports research funding from AMBRX, Astellas, AstraZeneca, Daiichi Sankyo, Eli Lilly,
BC, breast cancer; BICR, blinded independent central reviewer; CDK4/6i, cyclin-dependent kinase 4/6 inhibitors; CT, chemotherapy; ET, endocrine therapy; |V, intravenous; mo, months; ORR, objective

Gilead Sciences, Inc., Genentech/Roche, GSK, Merck, Novartis, OBI, Pfizer, Pionyr, Seattle Genetics, Sermonix, Taiho, Veru; consultancy/advisory
roles with Blueprint, NAPO, Puma; and travel accommodations/expenses from AstraZeneca, GE Healthcare, Gilead Sciences, Inc., Merck.

NO.TE:. HR+/H.E.R2—. (IHC 0, '.|+ or 2+/ISH-), hormone receptor-positive/human epidermal growth factor receptor 2-negative (immunohistochemistry 0, 1+ or BICR, blinded independent central reviewer; DoR, duration of response; EORTC QLQ-C30, European Organization for Research and Treatment of Cancer Quality of Life Questionnaire-C30; ORR, objective Correspondence: Hope.Rugo@ucsf.edu
2+/in situ hybrldlzatlon-negatlve). response rate; OS, overall survival; PFS, progression-free survival; QoL, quality of life; RECIST, Response Evaluation Criteria in Solid Tumors.

response rate; OS, overall survival; PFS, progression-free survival; QoL, quality of life; R, randomization.
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