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Some definitions

• TNBC is an heterogeneous
entity

• Histologic

• Biologic

• Microenvironmental

• TNBC is 60-80% basal like

• Basal like is 70% TNBC

Zagami et Carey, NPJ Breast Cancer 2022



MBC de novo vs recurrent

File D BCRT 2022



Survival in MBC 
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Few years ago…
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IMpassion130 (Phase III) – Study Design (TNBC metastatic disease)

Emens et al, ESMO 2020



IMpassion130 – Study Population

Emens et al, ESMO 2020



IMpassion130 – Final OS analysis

Emens et al, ESMO 2020
+7.5-mo median OS improvement



IMpassion130 – Final OS analysis

Emens et al, ESMO 2020



IMpassion130 – Safety

Emens et al, ESMO 2020



New for Italian patients with MBC 



Presented By Javier Cortes at TBD



Rugo et al, ESMO 2021

KEYNOTE 355 – Study Population allocation



Rugo et al, ESMO 2021

KEYNOTE 355 – Study Population allocation



KEYNOTE 355 - Outcomes

Presented By Javier Cortes at TBD







ESMO GUIDELINES 2021

Gennari A et al. Annals Oncol 2021



ESMO GUIDELINES 2021



Sacituzumab Govitecan

Sacituzumab Govitecan Antibody-Drug Conjugate

27

Trop-2, trophoblast cell surface antigen 2.



ASCENT Study Design 

28

Adapted from N Engl J Med. Bardia A, Hurvitz SA, Tolaney SM, et al. Sacituzumab govitecan in metastatic triple-negative breast cancer. Vol. 384, pp 1529-1541. Copyright ©2022 Massachusetts Medical Society.  Reused with permission from 

Massachusetts Medical Society.
*PFS measured by an independent, centralized, and blinded group of radiology experts who assessed tumor response using RECIST 1.1 criteria in patients without brain metastasis.
†The ITT population includes all randomized patients (with and without brain metastases). Baseline brain MRI only required for patients with known brain metastasis.

ASCO/CAP, American Society of Clinical Oncology/College of American Pathologists; DOR, duration of response; ITT, intention-to-treat; IV, intravenous; MRI, magnetic resonance imaging; ORR, objective response rate; OS, overall survival; PFS, 

progression-free survival; QoL, quality of life; R, randomization; RECIST 1.1, Response Evaluation Criteria in Solid Tumors, version 1.1; TNBC, triple-negative breast cancer; TTR, time to response.

1. Bardia A, et al. Presented at ASCO 2022 (abstract ID #1071). Sacituzumab govitecan (SG) versus treatment of physician’s choice (TPC) in patients (pts) with previously treated metastatic triple-negative breast cancer (mTNBC): Final results 

from the Phase 3 ASCENT study.

Metastatic TNBC

(per ASCO/CAP)

≥2 chemotherapies for 
advanced disease

[no upper limit; 1 of the required 
prior regimens could be from 

progression that occurred within 
a 12-month period after 

completion of (neo)adjuvant 
therapy]

N=529

Sacituzumab Govitecan (SG) 

10 mg/kg IV                                  

Days 1 & 8, every 21-day cycle
(n=267)

Treatment of Physician’s Choice
(capecitabine, eribulin, 

vinorelbine, or gemcitabine)
(n=262) 

R 

1:1

Stratification factors
• Number of prior chemotherapies (2-3 vs >3)

• Geographic region (North America vs Europe)

• Presence/absence of known brain metastases (Yes/No)

Continue 

treatment until 

progression 

or 

unacceptable 

toxicity

Endpoints

Primary 

• PFS (brain 

metastasis-

negative*)

Secondary 

• PFS (ITT†)

• OS, ORR, 

DOR, TTR, 

safety, QoL



Demographics and Baseline Characteristics (BMNeg
Population) 
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SG

(n=235)

TPC

(n=233)

Female, n (%) 233 (99) 233 (100)

Median age at study entry, y (range) 54.0 (29-82) 53.0 (27-81)

Race, n (%)

White 188 (80) 181 (78)

Black 28 (12) 28 (12)

Asian 9 (4) 9 (4)

Other 10 (4) 15 (6)

ECOG performance status, n (%)

0 108 (46) 98 (42)

1 127 (54) 135 (58)

TNBC at initial breast cancer diagnosis, n (%) 165 (70) 157 (67)

Number of prior chemotherapies, n (%)

2-3 166 (71) 164 (70)

>3 69 (29) 69 (30)

Median prior systemic regimens*, n (range) 4.0 (2-17) 4.0 (2-14)

Previous use of checkpoint inhibitors, n (%) 67 (29) 60 (26)

Setting of prior systemic therapies, n (%)

Adjuvant 140 (60) 129 (55)

Neoadjuvant 113 (48) 111 (48)

Metastatic 226 (96) 231 (99)

Locally advanced disease 8 (3) 4 (2)

BRCA1/2 mutational status, n (%)

Negative 133 (57) 125 (54)

Positive 16 (7) 18 (8)

Unknown 86 (37) 90 (39)

*Anticancer regimens refer to any treatment regimen that was used to treat breast cancer in any setting.

BRCA, breast cancer gene; BMNeg, brain metastases-negative; ECOG, Eastern Cooperative Oncology Group; SG, sacituzumab govitecan; TNBC, triple-negative breast cancer; TPC, treatment of physician’s choice; y, year.

1. Bardia A, et al. Presented at ASCO 2022 (abstract ID #1071). Sacituzumab govitecan (SG) versus treatment of physician’s choice (TPC) in patients (pts) with previously treated metastatic triple-negative breast cancer (mTNBC): Final results 

from the Phase 3 ASCENT study.



Progression-Free Survival* (BMNeg Population)
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*PFS is defined as the time from the date of randomization to the date of the first radiological disease progression or death due to any cause, whichever comes first. †Median PFS is from Kaplan-Meier estimate. CI for median is computed using 

the Brookmeyer-Crowley method. Stratified log-rank test and stratified Cox regression adjusted for stratification factors: number of prior chemotherapies and region.

BMNeg, brain metastasis-negative; CI, confidence intervals; HR, hazard ratio; PFS, progression free survival; SG, sacituzumab govitecan; TPC, treatment of physician's choice.

1. Bardia A, et al. Presented at ASCO 2022 (abstract ID #1071). Sacituzumab govitecan (SG) versus treatment of physician’s choice (TPC) in patients (pts) with previously treated metastatic triple-negative breast cancer (mTNBC): Final results 

from the Phase 3 ASCENT study.

SG

(n=235)

TPC

(n=233)

No of events 167 150

Median PFS†, mo (95% CI)
5.6

(4.3-6.3)

1.7 

(1.5-2.6)

HR (95% CI), P value 0.39 (0.31-0.49), P<0.0001



Overall Survival* (BMNeg Population)
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*OS is defined as the time from date of randomization to the date of death from any cause. Patients without documentation of death are censored on the date they were last known to be alive. †Median OS is from Kaplan-Meier estimate. CI for 

median was computed using the Brookmeyer-Crowley method. Stratified log-rank test and stratified Cox regression adjusted for stratification factors: number of prior chemotherapies and region.

BMNeg, brain metastasis-negative; CI, confidence intervals; HR, hazard ratio; OS, overall survival; SG, sacituzumab govitecan; TPC, treatment of physician's choice.

1. Bardia A, et al. Presented at ASCO 2022 (abstract ID #1071). Sacituzumab govitecan (SG) versus treatment of physician’s choice (TPC) in patients (pts) with previously treated metastatic triple-negative breast cancer (mTNBC): Final results 

from the Phase 3 ASCENT study.

SG

(n=235)

TPC

(n=233)

No of events 173 199

Median OS†, mo (95% CI) 12.1 (10.7-14.0) 6.7 (5.8-7.7)

HR (95% CI), P value 0.48 (0.39-0.59), P<0.0001

OS Rate (24 mo) % (95% CI) 22.4 (16.8-28.5) 5.2 (2.5-9.4)



Response Rates* (BMNeg Population)
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SG

(n=235)

TPC

(n=233)

ORR, n (%) 82 (35) 11 (5)

P-Value P<0.0001

Best overall response, n (%)

CR 10 (4) 2 (1)

PR 72 (31) 9 (4)

CBR, n (%) 105 (45) 20 (9)

P-Value P<0.0001

Median DOR, mo (95% CI) 6.3 (5.5-7.9) 3.6 (2.8-NE)

Median TTR, mo (range) 1.5 (0.7-10.6) 1.45 (1.3-4.2)

*Denominator for percentages is the number of patients in the Brain Metastasis Negative Population. †P-value is based on Cochran-Mantel-Haenszel test. ‡Objective Response is defined as the best confirmed overall response of either CR or PR. 

The best overall response is derived based on independent review assessed tumor response at each tumor assessment according to RECIST 1.1. Responses of CR and PR are confirmed no less than 4 weeks later. SD requires a minimum duration 

of 6 weeks to be classified as SD. §Clinical benefit rate (CBR) is defined as the percentage of patients with a confirmed best overall response of CR or PR, and SD with a duration of at least 6 months. ǁOnly patients achieving CR or PR are 

included in the analysis of DOR and TTR. Median DOR is from Kaplan-Meier estimate. CI for median is computed using the Brookmeyer-Crowley method.

BMNeg, brain metastasis-negative; CBR, clinical benefit rate; CI, confidence intervals; CR, complete response; DOR, duration of response; NE, not evaluable; ORR, objective response rate; PR, partial response; SG, sacituzumab govitecan; TPC, 

treatment of physician's choice; TTR, time to response. 

1. Bardia A, et al. Presented at ASCO 2022 (abstract ID #1071). Sacituzumab govitecan (SG) versus treatment of physician’s choice (TPC) in patients (pts) with previously treated metastatic triple-negative breast cancer (mTNBC): Final results 

from the Phase 3 ASCENT study.



TRAEs (All Grade, >20%; Grade 3/4, >5% of 
Patients)
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SG (n=258) TPC (n=224)

TRAE* All grade % Grade 3, % Grade 4, % All grade, % Grade 3, % Grade 4, %

Hematologic 

Neutropenia† 163 (63) 88 (34) 45 (17) 96 (43) 45 (20) 29 (13)

Anemia 89 (35) 20 (8) 0 53 (24) 11 (5) 0

Febrile Neutropenia 15 (6) 12 (5) 3 (1) 5 (2) 4 (2) 1 (<1)

White blood cell count 

decreased
33 (13) 18 (7) 2 (1) 22 (10) 9 (4) 2 (1)

Gastrointestinal

Diarrhea 153 (59) 28 (11) 0 27 (12) 1 (<1) 0

Nausea 147 (57) 6 (2) 1 (<1) 59 (26) 1 (<1) 0

Vomiting 75 (29) 3 (1) 1 (<1) 23 (10) 1 (<1) 0

Other
Fatigue 115 (45) 8 (3) 0 68 (30) 12 (5) 0

Alopecia 119 (46) 0 0 35 (16) 0 0

*Treatment-emergent adverse event is defined as an adverse event with start date on or after the date of first dose of study treatment and up to 30 days after date of last dose of study treatment. AEs were classified according to the 

MedDRA systems of preferred terms (version 22.1). †Combined neuropenia and neutrophil count decreased. 
SG, sacituzumab govitecan; TPC, treatment of physician's choice; TRAE, treatment related adverse event.

1. Bardia A, et al. Presented at ASCO 2022 (abstract ID #1071). Sacituzumab govitecan (SG) versus treatment of physician’s choice (TPC) in patients (pts) with previously treated metastatic triple-negative breast cancer (mTNBC): Final results 

from the Phase 3 ASCENT study.



Analysis of patients with or without TNBC at initial
diagnosis (ASCENT study) 

Patient without
TNBC at initial
diagnosis had
improved clinical 
outcomes and a 
manageable safety
profile with SG 

O’Shaughnessy J BCRT 2022



Results Overall Survival according HER2 status (ASCENT)
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aHER2-Low defined as IHC1+, or IHC2+ and ISH-negative. 

HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; ISH, in situ hybridization; OS, overall survival; SG, sacituzumab govitecan; TPC, treatment of physician’s choice



Trastuzumab deruxtecan



Destiny breast-04

Modi et al, NEJM 2022



TNBC subset (10% of population)
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Podium presentation at San Antonio Breast Cancer Symposium December 7-10, 2021.
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TROPION-PanTumor01 (NCT03401385)
Phase 1 Study in Relapsed/Refractory Metastatic Solid Tumors

40

ECOG PS, Eastern Cooperative Oncology Group performance status; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; IV, intravenous; Q3W, every 3 weeks; RECIST, Response 
Evaluation Criteria in Solid Tumors; SCLC, small cell lung cancer.
a Pretreatment tumor tissue was required for retrospective analysis of TROP2 expression. b Results from the NSCLC cohort have been previously reported.1,2 c Includes patients treated in the dose-escalation and dose-expansion 
portions. d Enrollment in the HR positive/HER2 negative cohort is now complete and data will be forthcoming. e Exploratory objectives include analyses of biomarkers associated with response. f Response assessments are based on 
RECIST 1.1. 
1. Garon E, et al. Presented online at: IASLC 2021 World Conference on Lung Cancer; September 8-14, 2021. Abstract 156. 2. Meric-Bernstam F, et al. Presented online at: 2021 ASCO Annual Meeting; June 4-8, 2021. Abstract 9058.

Primary Objectives

• Safety

• Tolerability

Secondary Objectivese

• Efficacyf

• Pharmacokinetics

• Antidrug antibodies

TNBCc

8 mg/kg (n=2); 6 mg/kg (n=42)

Other tumor types
(including SCLC, bladder, gastric, 

esophageal)

Data cutoff: July 30, 2021

NSCLCb

(0.27 to 10 mg/kg IV Q3W)

HR positive/HER2 negative 
breast cancerd

• Relapsed/refractory 

advanced/metastatic solid tumors

• Unselected for TROP2 expressiona

• Age ≥18 (US) or ≥20 (Japan) years

• ECOG PS 0-1

• Measurable disease per RECIST 

version 1.1

• Stable, treated brain metastases 

allowed
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Antitumor Responses by BICR

41

BICR, blinded independent central review; CR, complete response; ORR, objective response rate; PD, progressive disease; PR, partial response; SOD, sum of diameters.
a Includes response-evaluable patients who had ≥1 postbaseline tumor assessment or discontinued treatment. Postbaseline tumor assessments were not yet available for 2 patients at the data cutoff. 
Three patients were not confirmed to have a target lesion per BICR and therefore had a best overall response of non-CR/non-PD. b Includes patients with an unconfirmed response but are ongoing 
treatment. Data cutoff: July 30, 2021

All Patients With TNBC

*

Median follow-up: 7.6 months (range, 4-13 months)
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* Prior sacituzumab govitecan
Prior DXd-based ADC†

Patients, n (%)a
All patients

(n=44)

ORR 15 (34)

CR/PR (confirmed) 14 (32)

CR/PR (pending confirmation)b 1 (2)

Non-CR/non-PD 3 (7)

Stable disease 17 (39)

Not evaluable 2 (5)

Disease control rate 34 (77)

PD 8 (18)
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Treatment-Emergent Adverse Events in ≥15% of Patients 

42

• Most common adverse events 
observed were nausea and 
stomatitis (predominantly 
grade 1/2)

• Low frequency of hematologic 
toxicity and diarrhea

• No cases adjudicated as drug-
related ILD

Data cutoff: July 30, 2021

ILD, interstitial lung disease.
a n=44 patients.

Nausea

Stomatitis

Vomiting

Fatigue

Alopecia

Mucosal inflammation

Constipation

Headache

Lymphocyte count decreased

Neutrophil count decreased

Pyrexia

Anemia

Pruritus

Hypokalemia

Diarrhea

Cough

0 10 20 30 40 50 60 70

Grade
1-2
≥3

Patients, %a

TNBC Cohort
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Point of discussion LOW ER expression

• Patients with low (1-10%) ER (and PR) positive, HER2 negative ABC

should not be considered for endocrine therapy exclusively.

• Patients with low (1-10%) ER (and PR) positive, HER2 negative ABC 
can be considered as patients with triple negative ABC, for clinical 
trials.



Conclusioni

• Avremo le corrispondenti opzioni di terapia nelle stesse linee di 
trattamento

• Imparare a prevedere la «magnitude of benefit» per ogni diversa 
opzione di terapia

Es paz candidate al trattamento vs responsivi al trattamento

• Costruire una sequenza terapeutica basata sulla  efficacia attesa dei 
possibili trattamenti 



GRAZIE!!


