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 Solo il 5% dei tumori mammari si presenta metastatico 

de novo.

 La maggior parte delle diagnosi di malattia metastatica 

viene effettuata durante il follow-up.

 Il rischio di recidiva dipende dallo stadio alla diagnosi e 

dal sottotipo molecolare.

 Dopo una diagnosi di ripresa di malattia è opportuna 

una ristadiazione completa.





NCCN. Clinical practice guidelines in oncology: breast cancer. v4.2024. nccn.org.







Endocrine sensitive

Gao JJ et al, Lancet Oncol 2020;21(2):250-60

Endocrine Resistance/Sensitivity: PFS Data



Endocrine resistant
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Endocrine Resistance/Sensitivity: PFS Data



Antidiarrheal 
therapy

Increase oral 
hydration

Notify healthcare 
professional

Dietary 
modification

Diarrhea

Abemaciclib

Palbociclib

Ribociclib

LFTs before 
starting 
treatment, Q2W x 
2 mo, then: 

 Abemaciclib, QM 
x 2 mo, then as 
indicated 

 Ribociclib, at 
start of cycle x 4 
cycles

Hepatobiliary 
Toxicity

Abemaciclib

Ribociclib

CBC before 
starting 
treatment, then: 

 Abemaciclib, 
Q2W x 2 mo, 
QM x 2 mo, 
then as 
indicated

 Palbociclib, D1 
and D15 of C1-
2, then as 
indicated

 Ribociclib, Q2W 
x 2 cycles, start 
of next 4 
cycles, then as 
indicated

Neutropenia

Abemaciclib

Palbociclib

Ribociclib

Monitor for signs 
and symptoms of 

thrombosis or 
pulmonary 
embolism

VTE

Abemaciclib

Monitor for 
pulmonary 
symptoms 

indicative of ILD 
or pneumonitis  
(eg, hypoxia, 

cough, dyspnea)

ILD/
Pneumonitis

Abemaciclib

Palbociclib

Ribociclib

Abemaciclib PI. Palbociclib PI. Ribociclib PI.



Abemaciclib PI. Rugo. Ann Oncol. 2022;33:616. Sammons. Exp Rev Anticancer Ther. 2022;22:805.

At first sign of loose stools

Does not resolve to 
grade ≤1 within 24 

hr

1 dose reduction = 50 mg/dose 
reduction in abemaciclib at a time

Discontinue abemaciclib if unable 
to tolerate 50 mg BID

Initiate antidiarrheals (eg, loperamide) and increase oral fluid intake

Grade 1
<4 stools/day over 

baseline

Grade 2
4-6 stools/day over 

baseline

Grade 3
≥7 stools/day over 

baseline

Grade 4
Life-threatening 

consequences/urgent 
intervention indicated

Continue 
abemaciclib; 

no dose 
modification

Hold dose until resolves to grade ≤1

Reduce dose

Hold dose until resolves to 
grade ≤1

No dose 
modificatio

n

Persistent or recurs 
at same dose 
despite max 

supportive care

Reduce 
dose

 Dietary 
modification: Low 
fiber, low fat, 
smaller frequent 
meals



Treatment of HR+/HER2- MBC in 2024 

Gennari A et al, Ann Oncol 2021;32(12):1475-95 – Living Guidelines Update May 2023

Adding a CDK4/6i 
is the global SoC in 

1st line MBC 
treatment



What to Do beyond CDK4/6 Inhibitors ?

Question 4: Can endocrine therapy switch extend CDK4/6i?

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

 CDK 4/6 inhibitor beyond CDK 4/6 inhibitor
 PostMONARCH (Kalinsky K, ASCO 2024)

 MAINTAIN (Kalinsky K et al, JCO 2023)
 PACE (Mayer E et al, JCO 2024)

 PALMIRA (Llombart-Cussac A et al, ASCO 2023)

 Oral SERD

 EMERALD (Bidard FC et al, JCO 2022)

 SERENA-2 (Oliveira M et al, SABCS 2022)

 Other combinations of ET + targeted agents
 SOLAR-1 (Andre F et al, NEJM 2019 & Ann Oncol 2021)

 CAPItello-291 (Turner NC et al, NEJM 2023 & Rugo HS et al ESMO Breast 2024)

 INAVO120 (Jhaveri KL et al, SABCS 2022 & Juric D et al, ASCO 2024)

 PARP inihibitors (in carriers of germline BRCA pathogenic variants)

 ADCs



CDK4/6 Inhibitors beyond Progression

O’Regan R, ASCO 2024. Kalinsky K et al, ASCO 2024

What about use after 
adjuvant CDK4/6i ?
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Bidard. JCO. 2022;40:3246. Bardia. SABCS 2022. Abstr GS3-01. Elacestrant PI.
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Andre. NEJM. 2019;380:1929. Andre. Ann Oncol. 2021;32:208. 



Rugo. SABCS 2020. Abstr PD2-07 Rugo. Lancet Oncol. 2021;22:489.



Tirner et al, SABCS 2022





What to Do beyond CDK4/6 Inhibitors ?

 CDK 4/6 inhibitor beyond CDK 4/6 inhibitor
 PostMONARCH (Kalinsky K, ASCO 2024)

 MAINTAIN (Kalinsky K et al, JCO 2023)
 PACE (Mayer E et al, JCO 2024)

 PALMIRA (Llombart-Cussac A et al, ASCO 2023)

 Oral SERD

 EMERALD (Bidard FC et al, JCO 2022)

 SERENA-2 (Oliveira M et al, SABCS 2022)

 Other combinations of ET + targeted agents
 SOLAR-1 (Andre F et al, NEJM 2019 & Ann Oncol 2021)

 CAPItello-291 (Turner NC et al, NEJM 2023 & Rugo HS et al ESMO Breast 2024)

 INAVO120 (Jhaveri KL et al, SABCS 2022 & Juric D et al, ASCO 2024)

 PARP inihibitors (in carriers of germline BRCA pathogenic variants)

 ADCs







Modi et al, NEJM 2022







Curigliano G et al, ASCO 2024

DESTINY-Breast06 trial

ADCs in HR+/HER2-low MBC: Trastuzumab Deruxtecan 

Median previous lines for MBC: 2 (1-5)

Median previous CT lines for MBC: 0

Pretreatment with CDK4/6i: 89%

HER2 1+ = 54% / HER2 2+&ISH- = 27% / HER2 ultralow 
17%





Tolaney et al, ASCO 2023



Mo

Tolaney. ASCO 2023. Abstr 1003. 





ADCs in HR+/HER2- MBC after ASCO 2024

Krop I, ASCO 2024




