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overall survival (OS) in the first line (1L) setting among
patients with metastatic triple-negative breast cancer
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Background: OS is often considered the gold standard in oncology trials for evalu-
ating treatment efficacy. However, treatment crossovers (as part of study design or
standard of care [SOC]) can confound OS interpretation. Predicting OS from a sur-
rogate end point not affected by crossovers (eg, PFS) is of interest. We evaluated if
PFS can be a surrogate for OS in 1L treatment of mTNBC (overall and by programmed
death ligand 1 [PD-L1] status).

Methods: A systematic literature review was conducted using Embase�, MEDLINE�

(database inception—Nov 5, 2024) for randomized controlled trial (RCT) and non-RCT,
and Cochrane CENTRAL via OvidSP (1948—Nov 5, 2024) for RCT. Trial-level (HROS vs
HRPFS via Bayesian trivariate random effects meta-analysis) and individual-level (OS
vs PFS distributions generated via simulation) surrogacy were evaluated with PD-
L1+% as a covariate. Sensitivity analyses excluded studies with treatment crossovers
(1 study design, 6 SOC). The impact of each study in predicting HROS using HRPFS was
determined by leave-one-out cross-validation (LOOCV). Surrogate threshold effect
(STE), the HRPFS value at the upper bound of 95% Credible Interval with predicted
HROS=1, was calculated.

Results: 56 comparisons from 52 studies were included. Overall, estimated STE was
0.81. Trial-level surrogacy showed strong correlation between HRPFS and HROS, but
PD-L1+% was not correlated with HRPFS or HROS (Table). Individual-level surrogacy
showed stronger correlations in PD-L1+ vs PD-L1− subgroups (Table). Sensitivity
analyses results were consistent but with slightly lower STE (0.76). LOOCV analysis
showed 100% predictive accuracy.

Table: 448P

Trial-Level Surrogacy Correlation*

HROS HRPFS PD-L1+ %

HROS 1.00 0.87 (95% CrI, 0.71 to 0.94) − 0.05 (95% CrI, − 0.45 to 0.09)
HRPFS - 1.00 − 0.02 (95% CrI, − 0.49 to 0.13)

Individual-Level Surrogacy Correlation
All Comers PD-L1+ PD-L1−

Pearson’s Correlation (Simulation)
(95% CI)

0.63 (0.61-
0.66)

0.94 (0.93-
0.95)

0.51 (0.47-
0.54)

*All analyses were conducted using log-scale CI, confidence interval; Crl, credible
interval; HR, hazard ratio; PD-L1, programmed death-ligand 1; PFS, progression-free
survival; OS, overall survival.

Conclusions: PFS remained a valid surrogate for OS, even after excluding studies with
treatment crossovers in the 1L setting of mTNBC. A stronger association was
observed in the PD-L1+ population. These findings support the use of PFS to predict
OS benefit in future mTNBC trials.

Editorial acknowledgement: Writing and editorial assistance were provided by
Kanchan Bhati, M.Pharm, of Parexel.

Legal entity responsible for the study: Gilead Sciences, Inc.

Funding: Gilead Sciences, Inc.

Disclosure: 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 In-
terests, 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. S.A. Hurvitz:
Financial Interests, Personal, Invited Speaker: AICME, Aptitude, At the Limits, Breast Cancer
Foundation, New Zealand, CEA, Clinical Care Options, Curio, Efficient CME, Gilead Therapeutics,
ICHE, Imedex, MD Outlook, MJH Associates, Med Learning Group, MedLive, Medical Educator
Consortium (MEC), OncLive, Outcomes for Me, PER, Peer Education, Peer Voice, PlatformQ, Prime
Oncology, Primo, Projects in Knowledge, Prova Education, Reach MD, Reach MD/MedIQ, Research
to Practice, Ultimate Medical Academy, Vaniam, WebMD, axis medical, eScientiq; Financial In-
terests, Institutional, Advisory Board: ALX oncology, Akari, BMS, Bayer, Beigene/BeOne, Blueprint
Medicines, Blueprint Medicines, Boundless Bio, BridgeBio, Daiich Sankyo, Eli Lilly, Gilead Sciences,
Jazz Pharmaceuticals, Luminate, Luminate, Myricx, Prelude Therapeutics, Roche — Genentech;
Financial Interests, Personal, Other, DSMB: Alliance Foundation, Atossa, Quantum Leap; Financial
Interests, Institutional, Other, DSMB: Roche; 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, Invited Speaker: AstraZeneca, Boehringer Ingelheim, Briacell, Daiichi Sankyo, Jazz/
Zymeworks, Novartis, Stemline; Financial Interests, Invited Speaker: Celcuity, Genentech/Roche,
Novartis, Stemline, Genentech/Roche, Seagen/Pfizer, Eli Lilly, Gilead Sciences; Non-Financial In-
terests, Advisory Role: Novartis; Non-Financial Interests, Member: ASCO, AACR; Non-Financial In-
terests, Other, speaker: National Breast Cancer Coalition. A. Dasgupta: Financial Interests, Personal,
Stocks/Shares: Gilead Sciences, Inc. ; Financial Interests, Personal, Full or part-time Employment:
Gilead Sciences, Inc. A. Kaushik: Financial Interests, Institutional, Stocks/Shares: Gilead Sciences,
Inc.; Financial Interests, Institutional, Full or part-time Employment: Gilead Sciences, Inc. C. Lai:
Financial Interests, Personal, Full or part-time Employment: Gilead Sciences; Financial Interests,
Personal, Stocks/Shares: Roche, Gilead Sciences. S. Padman: Financial Interests, Personal, Stocks/
Shares: Gilead Sciences, Inc; Financial Interests, Institutional, Full or part-time Employment: Gilead
Sciences, Inc. N. Sjekloca: Financial Interests, Personal, Stocks/Shares: Gilead Sciences. B. Amzal:
Financial Interests, Personal, Other, Consultant: Gilead Sciences, Inc.; Financial Interests, Institu-
tional, Full or part-time Employment: Phastar; Financial Interests, Personal, Member of Board of
Directors: Quinten Health; Financial Interests, Personal, Stocks/Shares: Quinten Health. P. Serafini:
Financial Interests, Institutional, Full or part-time Employment: Evidinno Outcomes Research Inc. G.
Nazar: Financial Interests, Institutional, Full or part-time Employment, I am a full-time employee of
Evidinno Outcomes Research Inc.: Evidinno Outcomes Research Inc.; Financial Interests, Institu-
tional, Other, Gilead funded my organization Evidinno Outcomes Research Inc. to conduct the SLR
and correlation meta-analyses.: Gilead Sciences.

https://doi.org/10.1016/j.esmoop.2026.107471

449P Impact of a previous malignancy on the presentation and
outcomes of metastatic breast cancer: A nationwide ESME
study

E. Donati1, R. Colin-Chevalier2, J-S. Frenel3, T. Filleron4, A. Mailliez5, T. Bachelot6,
E.G.C. Brain7, C. Bailleux8, M. Arnedos9, C. Levy10, V. Massard11, T. Petit12,
V.C. Dieras13, A.T. De Nonneville14, M. Leheurteur15, L. Bosquet16, T. Grinda17,
S. Quesada18

1Department of Medical Oncology, ICM - Institut du Cancer de Montpellier, Mont-
pellier, France; 2Unité de Biometry, ICM - Institut du Cancer de Montpellier, Mont-
pellier, France; 3Department of Medical Oncology, ICO Institut de Cancerologie de
l’Ouest René Gauducheau, Saint-Herblain, France; 4Biostatistics and Health Data
Science Department, IUCT - Institut Universitaire du Cancer de Toulouse - Oncopole,
Toulouse, France; 5Medical oncology, Centre Oscar Lambret, Lille, France; 6Medical
oncology department, Centre Léon Bérard, Lyon, France; 7Medical Oncology
Department, Hopital René Huguenin - Institut Curie, Saint-Cloud, France; 8Medical
oncology, CLCC - Centre Antoine Lacassagne, Nice, France; 9Medical Oncology Dept.,
Institute Bergonié - Centre Régional de Lutte Contre le Cancer (CLCC), Bordeaux,
France; 10Medical Oncology, Centre Francois Baclesse, Caen, France; 11Medical
Oncology, Institut de Cancérologie de Lorraine - Alexis Vautrin, Vandoeuvre-lès-
Nancy, France; 12Department of Medical Oncology, Centre Paul Strauss Centre de
Lutte contre le Cancer, Strasbourg, France; 13Praticien Specialiste en Oncologie
Medicale, Centre Eugene - Marquis, Rennes, France; 14Department of Medical
Oncology, IPC - Institut Paoli-Calmettes, Marseille, France; 15Medical Oncology,
Centre Henri Becquerel, Rouen, France; 16Real-world Data Department, Unicancer,
Paris, France; 17Dept. Medecine, Institut Gustave Roussy, Villejuif, France; 18Medical
Oncology Deaprtment, ICM - Institut du Cancer de Montpellier, Montpellier, France

Background: As the population of cancer survivors increases, the incidence of second
primary malignancies is rising. Although breast cancer is frequent in this context,
large-scale data assessing the impact of a previous non-breast malignancy on the
clinical presentation and outcomes of metastatic breast cancer (mBC) remain limited.

Methods: We conducted a retrospective study of the ESME database
(NCT03275311), a French nationwide cohort of patients treated for mBC. Patients
with prior non-breast malignancy (Prev) were compared with those with no cancer
history (NoPrev). Primary endpoint was clinicopathological presentation at mBC
diagnosis; secondary endpoints included OS and PFS. Sensitivity analyses used
multivariate and propensity score-adjusted models.
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