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OS by metastasis phenotype OS by primary→metastasis phenotype

Outcomes of patients in the TONIC trial

Definition of TNBC



Dent R, et al. ESMO 2024 & Ann Oncol 2024 

IMpassion132: OS in patients with PD-L1+ TNBC

Early relapsers: still an unmet need



Restoring Sensitivity To Immunotherapy in Advanced  Triple Negative 

Breast Cancer Exploiting Ceralasertib Priming Followed By Combined 

Durvalumab/Nab-paclitaxel

Program ID 22759

PI: Stefano Piccolo

mTNBC Patients treated 

with locoregional therapy, 

chemotherapy (either 

adjuvant, neoadjuvant or 

both) and 

immunotherapy. 

Currently enrolling patients
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The ATRiBRAVEtrial



• Combination with CT leads to reduced 
exposure to single drugs

• Slightly more capivasertib 
reductions/interruptions/discontinuations 
vs CAPItello 291

• More paclitaxel 
reductions/interruptions/discontinuations 
in the experimental arm

• Biologic rationale 

• Lack of data on synergism with CT

• IPATunity130 with Ipatasertib + 
Paclitaxel in PIK3CA/AKT/PTEN altered 
mTNBC: negative

Schmid P et al., ESMO 2024; Turner NC et al., NEJM 2023; Dent R et al., Clin Cancer Res 2024

1st line paclitaxel + capivasertib: CAPItello-290 phase III 



PM8002/BNT327 + Nab-Paclitaxel Ivonescimab + Paclitaxel/Nab-paclitaxel 

ORR: 72.4%ORR: 73.8%

Wang X. et al, ESMO 2024Meng Y. et al, ESMO 2024

Efficacy independent from PD-L1 expression

1st line bi-specific Ab (VEGF & PD-L1)
Phase II trials: ORR



TN: 7/10, 70%

TBCRC 048 expansion 

cohorts

Tung NM, et al. ASCO 2024

Olaparib: expanding options beyond gBRCAmut



ADC Target Linker Payload DAR

Trastuzumab deruxtecan HER2 cleavable Topo 1 8

Sacituzumab govitecan TROP2 cleavable Topo 1 7.6 

Sacituzumab tirumotecan TROP2 cleavable Topo 1 7.4

Datopotamab deruxtecan TROP2 cleavable Topo 1 4

Ladiratuzumab vedotin LIV1 cleavable MMAE 4

Patritumab deruxtecan HER3 Stable tetrapeptide 

based-cleavable
Topo 1 7.8

Enfortumab vedotin Nectin-4 cleavable MMAE 4

Both 

available 

for 

TNBC 

ADCs for TNBC: available and in development

Phase III 

data

Phase I 

data



Bardia A, et al. JCO 2024

Progression-free Survival Overall Survival

G.U. 03/03/2025: «…pazienti adulti con cancro della mammella triplo negativo 

metastatico o non resecabile che abbiano ricevuto in precedenza almeno due 

terapie sistemiche, almeno una delle quali per la malattia avanzata.» 

ASCENT: final results





OptiTROP-Breast01 trial: Study design

Binghe Xu et al. ASCO 2024

• A randomized, controlled, and open-label phase III study (NCT05347134)



ASCENT: 
31%



OptiTROP-Breast01 trial: Study Results

Binghe Xu et al. ASCO 2024

Final PFS by BICR Interim OS



Datopotamab-DXd: TROPION-Pan Tumor01



• ADC2 generally has lower efficacy vs ADC1

• Some patients derive greater benefit from 

ADC2 vs ADC1

• Is ADC2 better/equivalent vs standard CT?

Coates J et al., Cancer Discov 2021

ADC sequencing



Thank you!

mariavittoria.dieci@unipd.it

@vitti10

@mariavittoriadieci





Primary prophylaxis with GCSF and loperamide: PRIMED

Llombart-Cussac A, ASCO 2024

Current indication for GCSF 

prophylaxis: in case of prior 

complicated/severe neutropenia

Short- vs long-lasting

52% constipation (G1-2)



TBCRC 048 background:

TBCRC 048: Phase II Study of Olaparib for MBC and Mutations

in Homologous Recombination-Related Genes

Tung NM, et al. JCO 2020





ORR according to PD-L1 expression and PFS

CPS＜1 CPS＜10 CPS≥10

ORR 86.7% 69.6% 83.3%

CPS<1 1≤CPS<10 CPS≥10 ND

ORR 76.9% 68.8% 100.0% 75.0%
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NOT DETECTEDCPS≥10

1≤CPS<10CPS<1

Wang X. et al, ESMO 2024Meng Y. et al, ESMO 2024

CPS＜1 ＜10 CPS≥10

mPFS (95%CI), month 9.30 
(5.26, --)

9.30 
(5.55, --)

NR 
(5.36, --)

ITT 1≤CPS<10 CPS≥10 ND

mPFS (95%CI), 
month

13.5
(9.4, --)

14.0
(7.2, --)

10.8
(5.5, 13.5)

14.0
(1.8, --)

Courtesy of Carmen Criscitiello

PM8002/BNT327 + Nab-Paclitaxel Ivonescimab + Paclitaxel/Nab-paclitaxel 



Bispecific Antibodies:

Targeting 

both PD-L1

and VEGF-A 

1. NCI. Anti-PD-L1/anti-VEGF-A antibody PM8002; 2. Lee J, et al. For Immunopathol Dis Therap 2015; 3. de Aguiar RB, et al. Front Immunol 2021; 
4. Bourhis M, et al. Front Immunol 2021

PM8002/BNT327



Is combining better than sequencing? Moving best option first?

Combining the most active treatments upfront might be key 

to improve outcomes of mTNBC pts (especially in de-novo mBC)

ASCENT-04

ASCENT-03

TROPION-Breast05

TROPION-Breast02
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