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Chemo or ET +CDK4/6i as first line in very aggressive  
disease? 



RIGHT Choice trial: results

PFS

Yen-Shen Lu SABCS 2022



RIGHT Choice: Progression-Free Survival (PFS) by Age

El Saghir NS et al. ASCO 2023;Abstract 1063.





What is best therapy post-CDK4/6 progression?

1) Can we Continue CDK4/6i therapy after progression to CDK4/6? 

2) Have a role mono-endocrine therapies? 

 Fulvestrant and Novel Oral SERDs

3) Have a role inhibitors of PI3K/AKT/mTOR signaling pathway?

4) Chemotherapy

A grey zone between 1st line ET and 1st line chemotherapy with PFS ranged from 3 to 7months



Endocrine refractory HR+HER2negative disease

NCCN 2024



Phase 3 PARPi trials in MBC





Endocrine resistant setting 

 Patients with tumours that are endocrine resistant should be considered for ChT [V, B]
 Sequential single-agent ChT is generally preferred over combination strategies. 
 In patients where a rapid response is needed due to imminent organ failure, 

combination ChT is preferred [II, A]
 The optimal sequence of regimens preferably includes low toxic agents in early lines of 

treatment

Gennari A ESMO 2021



What does the real world tell us? 

• Time to next Tx or death decreased with each subsequent CT
received, indicating a high unmet need for more efficacious
treatment options for ET resistant HR+/HER2- mBC

K. Punie, K. Jhaveri, S.M. Tolaney et al ESMOBreast 2023 

Real-world treatment (Tx) patterns in patients (pts) with HR+/HER2 neg MBC treated with chemotherapy (CT) 
in the United States (US)

• Capecitabine and paclitaxel were most
commonly used in earlier lines of CT included.



What does the MBC history tell us? 

Seah et al JNCCN 2014

Use and Duration of Chemotherapy in MBC patients



What does the MBC history tell us? 
Median chemotherapy duration in observational studies in first- until third-line

A.K.M. Claessens, et al. Critical Reviews in Oncology / Hematology 153 (2020)



Outcomes in observational studies on multiple lines of chemotherapy for MBC

What does the MBC history tell us? 

A.K.M. Claessens, et al. Critical Reviews in Oncology / Hematology 153 (2020)



What does the MBC history tells us? 

• Capecitabine, despite the increasing use 
in first-line over the years, still more 
often prescribed from second-line 
onwards

• The questions on the optimal agent for a 
specific treatment line and the optimal 
sequence of agents over multiple lines 
remains unanswered

A.K.M. Claessens, et al. Critical Reviews in Oncology / Hematology 153 (2020)



Destiny 04: ADCs in HER2 low MBC

Modi. N Eng J Med. 2022;387:9. 

What do the recent history tell us? 



Prior chemotherapies

Which chemo? 

In which
setting? 



DESTINY Breast-06: Chemotherapy-naïve, HR+, HER2 LOW 
or HER2 Ultra-Low MBC



Destiny 04: ADCs in HER2 low MBC

Modi. N Eng J Med. 2022;387:9. 



Destiny 04: PFS 32 months Follow up

Modi S ESMO 2023



Destiny 04: OS at 32 months Follow up

Modi S ESMO 2023



PFS2

Which chemo? 





Eribulin showed a significant and clinically 
meaningful improvement in overall survival 
compared with TPC in women with heavily 
pretreated metastatic breast cancer

Cortes J TheLancet 2011

EMBRACE RESULTS: OS 

The median duration of eribulin treatment (n=503)
was 3·9 months (range 0·7–16·3)



Capecitabine in MBC 

• Advantage: its oral administration

• Capecitabine as monotherapy is indicated for the second- and subsequent-line treatment 
of patients with MBC resistant to both paclitaxel and an anthracycline-containing 
chemotherapy regimen or in patients resistant to paclitaxel and for who further 
anthracycline therapy is not indicated. 

• In patients with MBC previously treated with anthracyclines and/or taxanes
• Response rates 15%–28%
• TtP was 3–5 months
• OS was 10–15 months

• Approved dosing: 1250 mg/mq twice daily on days 1-14 every 21 days

Reichardt P, Ann Oncol 2003; 14(8): 1227–1233. 31. 
Blum JL et al. J Clin Oncol 1999; 17(2): 485–493. 32. 
Blum JL et al. Cancer 2001; 92(7): 1759–1768. 
Fumoleau P, Eur J Cancer 2004; 40(4): 536–542



X-7/7 Study Design
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Baseline Characteristics
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Metronomic chemotherapy and drug repurposing

• Metronomic chemotherapy involves the administration of chemotherapeutic regimens at lower doses, without 
long drug-free intervals that have previously been a hallmark of such treatments. 

• This method offers a significant reduction in side effects and improved disease management



METEORA-II trial (IBCSG 54-16)

Munzone E et al JamaOncol 2023



Munzone E et al JamaOncol 2023



HER2 POSITIVE MBC





CLEOPATRA TRIAL







TN MBC



Controindication
to IO 



First line 

IMPASSION 130 Keynote 355 

Nab 5.5 mo
Chemo 5.6 mo





TNT: Carboplatin vs Docetaxel First-Line Metastatic 
TNBC

Carboplatin may be considered as a superior treatment option to docetaxel, 
since median PFS was improved but only by 2.6 months without an OS benefit

Tutt, A. Nature Med 2018





First line 

• Several options are possible according to previous treatment exposure 
in the EBC setting, DFI and disease presentation

• Taxane monotherapy is the most frequent option.

• Anthracyclines: Is a good option? 
•In case of no prior exposure or if rechallenge is possible.
•Pegylated doxorubicin (PLD) and nonpegylated doxorubicin (NPLD)?

• Single-agent versus combination ChT? 
• Cochrane review combination ChT was associated with a longer OS(HR 0.88; 95% CI 0.83-0.94; P < 0.001),  the clinical benefit was modest and at the cost of 
increased toxicity

Carrick S et al Cochrane Library 2009



Second and beyond line

Capecitabine
eribulin
vinorelbine
gemcitabine

Bardia A, et al. ESMO 2020





TPC 1.7 mo



Conclusions

• Chemo: has it a role in MBC strategy? Yes…. 

• But
• No evidence regarding its efficacy after ADCs (>ADCs sequences) 
• Will new ADCs and target therapies replace chemo?
• ADCs are clearly winning in efficacy…. But how much more 

tolerable are they?

• First line: replacement by ADCs?  

• in HR+/HER2 low (Destiny 06)

• in HR+/HER2 neg (Ascent 07)

• in HER2 positive (Destiny 09)

• In TN (ASCENT 03)


