2025

LBA20

Primary results from ASCENT-03: A randomized phase Il study of sacituzumab govitecan (SG) vs chemotherapy (chemo) in
patients (pts) with previously untreated advanced triple-negative breast cancer (TNBC) who are unable to receive PD-(L)1
inhibitors (PD-[L]11i)

J.C. Cortés', A. Bardia2, K. Punie3, C.H.E. Barrios?, S.A. Hurvitz®, A. Schneeweiss®, J. Sohn?, E. Tokunaga®, A.M. Brufsky®, Y.H. Park'0, B. Xu'",
R.Hegg'2, M. Oliveira'3, A. Fabi'®, N. Vaksman'® T.Valdez'®, X. Zhang'’, C. Lai'8, S.M. Tolaney?

" International Breast Cancer Center (IBCC), Pangaea Oncology, Quiron Group, Barcelona, Spain; I0B Madrid, Institute of Oncology, Hospital
Beata Maria Ana, Madrid, Spain; Hospital Universitario Torrejon, Ribera Group, Madrid, Spain; Universidad Europea de Madrid, Faculty of

Biomedical and Health Sciences, Madrid, Spain; and Medica Scientia Innovation Research (MEDSIR), Ridgewood, New Jersey, USA, 2 David
Geffen School of Medicine, University of California, Jonsson Comprehensive Cancer Center, Los Angeles, United States of America, 3 Medical
Oncology, Oncology Center Antwerp, Ziekenhuis aan de Stroom, Antwerp, Belgium, 4 Oncology Research Center, Latin American Cooperative
Oncology Group (LACOG), Porto Alegre, Brazil, % Department of Medicine, UW Medicine, Clinical Research Division, Fred Hutchinson Cancer
Center, Seattle, United States of America, ® Department of Gynaecological Oncology, Heidelberg University Hospital and German Cancer
Research Center, Heidelberg, Germany, / Medical Oncology Department, Yonsei Cancer Center, Seoul, Republic of Korea, 8 Department of
Breast Oncology, National Hospital Organization Kyushu Cancer Center, Fukuoka, Japan, ® Magee-Womens Hospital, The Hillman Cancer
Center, University of Pittsburgh Medical Center, Pittsburgh, United States of America, '® Samsung Medical Center, Sungkyunkwan University
School of Medicine, Seoul, Republic of Korea, ' Cancer Hospital, Chinese Academy of Medical Sciences and Peking Union Medical College,
Beijing, China, 12 Mastology Department, University of Sdo Paulo, Sao Paulo, Brazil, 13 Medical Oncology Dept., Vall d’Hebron University
Hospital, Vall d’Hebron Institute of Oncology (VHIO), Vall d’Hebron Barcelona Hospital Campus, Barcelona, Spain, 14 Precision Medicine Unit
in Senology, Fondazione Policlinico Universitario Agostino Gemelli IRCCS, Universita Cattolica del Sacro Cuore, Rome, Italy, '® Clinical
Development, Gilead Sciences, Inc, Foster City, United States of America, ' Patient Safety, Gilead Sciences, Inc., Foster City, United States of
America, 17 Biostatistics, Gilead Sciences, Inc, Foster City, United States of America, '8 Clinical Research, Gilead Sciences, Inc, Foster City,
United States of America'® Dana-Farber Cancer Institute, Harvard Medical School, Boston, United States of America

Background

Significant PFS benefit was observed with SG vs chemo in pretreated metastatic (m)TNBC (ASCENT) and with SG + pembrolizumab vs chemo
+ pembrolizumab in first-line (1L) PD-L1+ mTNBC (ASCENT-04). For pts with mTNBC who cannot receive PD-(L)1i, treatment options are
limited. We report primary results from the randomized phase 3 ASCENT-03 study (NCT05382299) of 1L SG vs chemo in pts with locally
advanced unresectable or mTNBC who are unable to receive a PD-(L)1i.

Methods

Pts had centrally confirmed PD-L1- mTNBC (defined as combined positive score [CPS] < 10) or PD-L1+ mTNBC (CPS > 10) but were unable
to receive PD-(L)1i due to a comorbidity or prior use in the curative setting. Randomization (1:1) to SG (10 mg/kg IV, days 1 & 8 in 21-day
cycles) or chemo (paclitaxel, nab-paclitaxel, or gemcitabine + carboplatin) was stratified by disease status and geography. The primary end
point was PFS by BICR. Key secondary end points included overall survival (0S), ORR and DOR by BICR, and safety.

Results

558 pts (279 in each group) with mTNBC were randomized. With a median follow-up of 13.2 mo, SG showed a significant improvement in
median PFS vs chemo (9.7 vs 6.9 mo; HR, 0.62;95% Cl, 0.50-0.78; P< .0001); median DOR was 12.2 mo vs 7.2 mo (Table). OS data were
immature. The most frequent grade > 3 TEAES were neutropenia (43%) and diarrhea (9%) with SG and neutropenia (41%) and anemia
(16%) with chemo.

Conclusions

SG led to a statistically significant and clinically meaningful improvement in PFS and more durable responses vs chemo in 1L mTNBC. The
safety profile of SG was manageable and consistent with its known profile; treatment discontinuation rate due to TEAEs was lower with SG vs
chemo. These data support SG as a potential new standard of care for pts with previously untreated mTNBC who are unable to receive a PD-
(L)t1i.Table: LBA20

Efficacy: Intent-to-treat SG (n=279) Chemo (n =279)




Efficacy: Intent-to-treat SG (n=279) Chemo (n =279)

Median PFS per BICR (95% Cl), mo 9.7 (8.2-11.1) 6.9 (5.6-8.3)

HR (95% CI); adjusted two-sided P-value 0.62 (0.50-0.78);P< .0001

ORR (95% Cl), % 48.4 (42.4-54 4) 45.5 (39.6-51.6)

Median DOR (95% ClI), mo 12.2 (9.7-13.8) 7.2 (5.7-8.4)

Safety: All treated n=275 n=276

TEAEs, n (%) Any gradeGrade > 3Led to dose reductionLed to treatment 273 (99)181 (66)101 (37)10 269 (97)171 (62)124 (45)33
discontinuation (4) (12)

BICR, blinded independent central review; DOR, duration of response; HR, hazard ratio; ORR, objective response rate; PFS, progression-free
survival; TEAE, treatment-emergent adverse event.

Clinical trial identification

NCT05382299.

Editorial acknowledgement

Editorial assistance was provided by Peggy Robinet, PharmD, PhD, and Sonal S. Joshi, PhD, of Parexel, and funded by Gilead Sciences, Inc.
Legal entity responsible for the study

Gilead Sciences, Inc.

Funding

Gilead Sciences, Inc.

Disclosure

J.C. Cortés: Financial Interests, Personal, Advisory Board, consulting/advisor: Roche, AstraZeneca, Seattle Genetics, Daiichi Sankyo, Lilly,
Merck Sharpe & Dohme, Leuko, Bioasis, Clovis oncology, Boehringer Ingelheim, Ellipses, Hibercell, Biolnvent, Gemoab, Gilead, Menarini,
Zymeworks, Reveal Genomics, Expres2ion Biotechnologies, Jazz Pharmaceuticals, AbbVie, Scorpion Therapeutics, Bridgebio, Biocon,
Biontech, Circle Pharma, Delcath Systems, Hexagon Bio; Financial Interests, Personal, Invited Speaker: Roche, Novartis, Eisai, Pfizer, Lilly,
MERCK SHARP& DOHME, Daiichi Sankyo, AstraZeneca, Gilead, Steamline Therapeutics; Financial Interests, Personal, Stocks/Shares: MAJ3
Capital; Financial Interests, Personal, Stocks/Shares, (relative): Leuko; Financial Interests, Institutional, Research Grant: Roche, Ariad
Pharmaceuticals, AstraZeneca, Baxalta GMBH/Servier Affaires, Bayer healthcare, Eisai, Guardanth health, Merck Sharp&Dohme, Pfizer, Piqur
Therapeutics, Queen Mary University of London, Iqvia; Other, Travel cost and expenses: Roche, Novartis, Eisai, Daiichi Sankyo, Pfizer,
Gilead, AstraZeneca, Steamline Therapeutics; Other, travel cost and expenses: Merck Sharp&Dhome. A. Bardia: Financial Interests, Personal,
Advisory Board: Pfizer, Novartis, Genentech, Merck, Sanofi, Eisai, Lilly, Mersana, AstraZeneca/Daiichi, Menarini, Gilead; Financial Interests,
Personal, Royalties: UpToDate; Financial Interests, Institutional, Coordinating Pl: Genentech, Novartis, Pfizer, Merck, Sanofi, Gilead, Daiichi
Pharma/AstraZeneca, Eli Lilly, Menarini; Non-Financial Interests, Principal Investigator: Gilead, Mersana, AstraZeneca/Daiichi, Novartis,
Pfizer, Genentech, Lilly, Merck, Sanofi. K. Punie: Financial Interests, Personal, Other, Consultancy: Gilead, Novartis, MSD, Roche; Financial
Interests, Personal, Invited Speaker: Sanofi, AstraZeneca, Exact Sciences, Focus Patient, Pfizer, Gilead Sciences, Eli Lilly, Eli Lilly, Medimix,
Menarini-Stemline; Financial Interests, Personal, Advisory Board: Seagen, AstraZeneca, Pfizer, NordicPharma, Menarini-Stemline; Financial
Interests, Personal, Other, External Advisor: National Reimbursement Committee; Financial Interests, Personal, Other, External Scientific
Advisor: EMA; Non-Financial Interests, Leadership Role, Vice President: Belgian Society of Medical Oncology BSMO; Non-Financial Interests,
Leadership Role: EORTC Breast Cancer Task Force Steering Committee Member; Non-Financial Interests, Advisory Role: Commission
personalized medecine Federal Government Belgium; Non-Financial Interests, Advisory Role, External Scientific Advisor: European Medicine
Agency. C.H.E. Barrios: Financial Interests, Personal, Advisory Board, Consulting scientific presentations: Novartis, Pfizer, Roche, Msd,
AstraZeneca, Lilly; Financial Interests, Personal, Advisory Board, Scientific Presentations Consulting AD Board: Daiichi Sankyo; Financial
Interests, Personal, Invited Speaker, Consulting Scientific presentations: GILEAD; Financial Interests, Personal, Ownership Interest, APP:
THUMMI; Financial Interests, Personal, Ownership Interest, CLINICAL research company: MEDSIR; Financial Interests, Personal, Ownership
Interest, Clinical Research Company: Centro de Pesquisa em Oncologia - CPO; Financial Interests, Institutional, Research Grant, research
funding to the institution: Pfizer, Amgem, GSK, Lilly, Sanofi, Merk, BMS, Exelixis, Merck KGAA, Pharmamar; Financial Interests, Institutional,
Research Grant, research funding to the institution Steering Committee: Novartis, AstraZeneca, Daiichi; Financial Interests, Institutional,
Research Grant, Research funding to the institution Steering committee: Roche; Financial Interests, Institutional, Local PI, Research funding
to the institution: Janssen, OBl Pharma, Seagen, Novocure, Aveo Oncology, Takeda, TRIO, PPD, Syneos health, Labcorp, IQIVIA, Parexel,
Nuvisan, PSI, Medplace; Financial Interests, Institutional, Research Grant, Research grant to the institution: Fortrea, Toolbar, Worldwide;
Financial Interests, Institutional, Research Grant, Research Grant to the Institution: Dizal Pharma; Financial Interests, Institutional, Research
Grant, Research Grant to the institution: Stemline, Samsung, Icon, Biontech, Taiho; Non-Financial Interests, Leadership Role, Latin American



Cooperative Oncology Group: LACOG; Non-Financial Interests, Other, Past Chair, International Educational Steering Group: ASCO; Non-
Financial Interests, Advisory Role, Member Compliance Committee: ESMO. S.A. Hurvitz: Financial Interests, Personal, Invited Speaker: Clinical
Care Options, axis medical, ICHE, MJH Associates, PER, Primo, Projects in Knowledge, Prova Education, Research to Practice, Ultimate
Medical Academy, Vaniam, WebMD, Peer Education, Peer Voice, Curio, Reach MD/MedIQ, Imedex, MD Outlook, Prime Oncology, Reach MD,
OnclLive, AICME, Outcomes for Me, Med Learning Group, Efficient CME, PlatformQ, MedLive, CEA, Aptitude, Medical Educator Consortium
(MEC), At the Limits, eScientiq, Breast Cancer Foundation, New Zealand, Juravinski Cancer Centre, Canada, China Oncology News; Financial
Interests, Personal, Stocks/Shares, spouse owns: ROM Tech; Financial Interests, Personal, Royalties, author medical book: McGraw;
Financial Interests, Personal, Royalties: Elsevier, Springer, Sage, Wolters Kluwer, Wiley; Financial Interests, Institutional, Local Pl: sanofi,
orinove, cytomx, Zymeworks, Seattle Genetics, Radius, Pieris, Phoenix Molecular Designs, Ltd, Pfizer, Puma, Orum, Novartis, Macrogenics,
Loxo Oncology, Greenwich Life Sciences, Gilead, Genentech/Roche, GSK, G1 Therapeutics, Eli Lilly, Dantari, AstraZeneca, Arvinas; Financial
Interests, Steering Committee Member: Orum, Novartis, Jazz/Zymeworks, Greenwich Life Sciences; Financial Interests, Local PI:
Immunomedics; Financial Interests, Trial Chair: Genentech/Roche; Financial Interests, Institutional, Coordinating PI: Daiichi Sankyo, Briacell,
Boehringer Ingelheim; Financial Interests, Coordinating PI: Celcuity; Non-Financial Interests, Advisory Role: Daiichi Sankyo, Novartis, Ambrx,
4DPharma, Dantari, Macrogenics, Lilly, Artios, Roche, Amgen, Pieris, Arvinas, Immunomedics/Gilead, Briacell, Jazz Pharmaceuticals,
Boehringer Ingelheim, Stemline/Menarini; Non-Financial Interests, Principal Investigator: Daiichi Sankyo, Genentech, Seattle Genetics; Non-
Financial Interests, Member: ASCO, AACR; Non-Financial Interests, Other, speaker: National Breast Cancer Coalition; Non-Financial Interests,
Member, site representative for breast cancer guidelines: National Comprehensive Cancer Network. A. Schneeweiss: Financial Interests,
Personal, Other, Honoraria: Amgen, AstraZeneca, Aurikamed, Bayer, Celgene, ClinSol, Clovis Oncology, coma UroGyn, Connectmedica, Daiichi
Sankyo, Gilead, GSK, if-kongress, I-MED, iOMEDICO, Lilly, MCI Deutschland, med publico, Menarini Stemline, Metaplan, MSD, Mylan,
NanoString Techno; Financial Interests, Personal, Other, Travel support: AstraZeneca, Celgene, Daiichi Sankyo, Gilead, Pfizer, Roche. J.
Sohn: Financial Interests, Institutional, Research Grant: MSD, Roche, Novartis, AstraZeneca, Lilly, Pfizer, GSK, Sanofi, Boehringer Ingelheim,
Seagen, Daiichi Sankyo, Qurient, Dragonfly, Eikon, Gilead, Celcuity, Bristol Myerss guibb, HLB Life Scince, Sermonix Pharmaceuticals, Olema,
Hanmi Pharm, lldong Pharmaceutical, Samyang Holdings. E. Tokunaga: Financial Interests, Personal, Invited Speaker: Eli Lilly Japan, Chugai
Pharmaceutical, AstraZeneca, Daiichi Sankyo. A.M. Brufsky: Financial Interests, Personal, Advisory Board: Gilead, AstraZeneca, Novartis,
Lilly, Pfizer, Daiichi Sankyo, Roche/Genentech, Puma, Eisai, Merck; Financial Interests, Personal, Other, Consultant: Myriad, Agendia;
Financial Interests, Institutional, Local Pl: AstraZeneca, Daiichi Sankyo, Lilly, Roche/Genetech; Financial Interests, Institutional, Steering
Committee Member: Gilead, Puma. Y.H. Park: Financial Interests, Personal, Advisory Board: AstraZeneca, Pfizer, Roche, Novartis, MSD,
Daiichi Sankyo, Helsinn; Financial Interests, Personal, Invited Speaker: AstraZeneca, Pfizer, Roche, Novartis, MSD, Daiichi Sankyo; Financial
Interests, Institutional, Other, Research Grant: AstraZeneca, Pfizer, Roche, MSD; Non-Financial Interests, Principal Investigator: AstraZeneca,
Pfizer, Novartis, MSD, Lilly, Roche, Daiichi Sankyo. B. Xu: Financial Interests, Personal, Steering Committee Member, Advisory fees: Novartis,
AstraZeneca. M. Oliveira: Financial Interests, Personal, Advisory Board: AstraZeneca, Gilead, Lilly, MSD, Pfizer, ProteinQure, Relay
Therapeutics, Roche; Financial Interests, Personal, Invited Speaker: AstraZeneca, Eisai, Gilead, Lilly, MSD, Pfizer; Financial Interests,
Personal, Other, Honoraria: Curio Science, i-One; Financial Interests, Personal, Other, Educational activity: Libbs; Financial Interests,
Personal, Coordinating PI: AstraZeneca; Financial Interests, Institutional, Local Pl: AstraZeneca, Gilead, Pfizer, Roche, Immutep; Financial
Interests, Personal, Steering Committee Member: AstraZeneca; Non-Financial Interests, Member: AACR, ASCO, SEOM; Non-Financial
Interests, Leadership Role, President elected 2023-2027: SOLTI Cancer Research Group; Other, Other, Travel Grant: AstraZeneca, Eisai,
Gilead, Roche. N. Vaksman: Financial Interests, Personal, Full or part-time Employment: Gilead Sciences; Financial Interests, Personal,
Stocks/Shares: Gilead Sciences. T. Valdez: Financial Interests, Personal, Full or part-time Employment: Gilead Sciences; Financial Interests,
Personal, Stocks/Shares: Gilead Sciences, Novovax. X. Zhang: Financial Interests, Personal, Full or part-time Employment: Gilead Sciences,
Inc; Financial Interests, Personal, Stocks or ownership: Gilead Sciences, Inc. C. Lai: Financial Interests, Personal, Stocks or ownership:
Gilead Sciences, Inc; Financial Interests, Personal, Full or part-time Employment: Gilead Sciences, Inc. S.M. Tolaney: Financial Interests,
Personal, Other, Consulting: Aadi BioPharma; Financial Interests, Personal, Advisory Board, Ad board participation: Artios, BeyondSprings,
Bicycle Therapeutics; Financial Interests, Personal, Advisory Board, Ad Board Participant/Consultant: AstraZeneca, Eli Lilly; Financial
Interests, Personal, Advisory Board, Advisory Board participation: Bayer, Sumitovant Biopharmaceuticals, Natera; Financial Interests,
Personal, Other, Consultant: Blueprint Medicines; Financial Interests, Personal, Advisory Board, Ad board participant: Bristol Myers Squibb;
Financial Interests, Personal, Advisory Board, Ad board participant/consultant: Daichii Sankyo, Eisai, Genentech/Roche, Gilead, Novartis,
Sanofi, SeaGen; Financial Interests, Personal, Advisory Board, Advisory Board participation/consulting: Menarini/Stemline, BeOne Medicines;
Financial Interests, Personal, Advisory Board, Ad Board participant/consultant: Merck; Financial Interests, Personal, Advisory Board, Ad
board participant/Consultant: Pfizer; Financial Interests, Personal, Advisory Board, Advisory board participation: Reveal Genomics, Launch
Therapeutics; Financial Interests, Personal, Advisory Board, Advisory board/consulting: Jazz Pharma; Financial Interests, Personal, Advisory
Board: Tango Therapeutics, Systimmune, eFFECTOR, Cullinan Oncology, Arvinas; Financial Interests, Personal, Advisory Board, Ad Board
participation: Summit Therapeutics; Financial Interests, Personal, Advisory Board, ad board participation: BioNTech, Circle Pharma; Financial
Interests, Personal, Advisory Board, Ad board/consulting participation: Zuellig Pharma; Financial Interests, Personal, Advisory Board, ad
board/consulting participation: Johnson&Johnson/Ambrx; Financial Interests, Personal, Advisory Board, Advisory Board participation and
consulting activities: Mersana Therapeutics; Financial Interests, Institutional, Coordinating PI, And steering committing: AstraZeneca;
Financial Interests, Institutional, Local PI, And steering committee: Eli Lilly, Jazz Pharmaceuticals; Financial Interests, Institutional, Local PI:
Pfizer, SeaGen, Novartis, Nanostring; Financial Interests, Institutional, Funding: Exelixis, OncoPep; Financial Interests, Institutional,
Coordinating PI, and steering committee: Gilead; Financial Interests, Institutional, Local Pl, and steering committee: Merck,
Genentech/Roche, Stemline/Menarini. All other authors have declared no conflicts of interest.



© European Society for Medical Oncology



	LBA20 Primary results from ASCENT-03: A randomized phase III study of sacituzumab govitecan (SG) vs chemotherapy (chemo) in patients (pts) with previously untreated advanced triple-negative breast cancer (TNBC) who are unable to receive PD-(L)1 inhibitors (PD-[L]1i)
	Background
	Methods
	Results
	Conclusions
	Clinical trial identification
	Editorial acknowledgement
	Legal entity responsible for the study
	Funding
	Disclosure


