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Endocrine Therapy (lack of) Adherence
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Endocrine Therapy (lack of) Adherence

BCSS

HR 2.69 p<0.001
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Pharmacodynamics (target prediction) of ribociclib and abemaciclib

Ribociclib

Abemaciclib

Simulation by Molecular Modelling Group of the University of Lausanne and the SIB Swiss Institute of Bioinformatics, 2025



Pharmacokinetics of ribociclib and abemaciclib

Simulation by Molecular Modelling Group of the University of Lausanne and the SIB Swiss Institute of Bioinformatics, 2025, modified on the basis of current literature.

Despite the differences 
between ribociclib and 
abemaciclib as 
perpetrators, they are very 
similar as victim drugs 
because are extensively 
metabolized by CYP3A4. 
Therefore, considering the 
frequent and numerous 
concomitant drug 
treatments, the risk of DDI is 
the same for both drugs and 
potentially relevant.



Conclusions

• CDK4/6 inhibitors ribociclib and abemaciclib have a different target 
engagement and metabolic profiles.

• Drug pharmacokinetics and pharmacodynamics may influence 
clinical efficacy, tolerability and number of DDIs.

• It should be pointed out that, in most cases, DDIs are preventable 
and manageable by clinical monitoring of adverse events.
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CDK4/6Is AEs in the Adjuvant Setting

Non Hematologic

Hematologic



Neutropenia

Grade Description

1/2 No dose adjustment

3 Discontinue drug until toxicity not <G2
No dose adjustment

3R or FN Ribo Discontinue drug until toxicity <G2
Resume drug at lower dose

4 Discontinue drug until toxicity <G2
Resume drug at lower dose

Abemaciclib e Ribociclib: Riassunto delle Caratteristiche del Prodotto



Gastrointestinal Toxicities: diarrhea Abema

Grade Description

1 No dose adjustment

2 Discontinue drug if toxicity not <G1 within 24 hours
No dose adjustment

2R Discontinue drug until toxicity <G1
Resume drug at lower dose

3/4 Discontinue drug until toxicity <G1
Resume drug at lower dose

Abemaciclib e Ribociclib: Riassunto delle Caratteristiche del Prodotto



Gastrointestinal Toxicities: ALT/AST increase Abema

Grade Description

1 
[up to 3 x ULN]

No dose adjustment

2 
[>3 up to 5 x ULN]

No dose adjustment

2R/3
[>5 up to 20 x ULN]

Discontinue drug until toxicity <G1
Resume drug at lower dose

4
[>20 x ULN]

Discontinue drug

Abemaciclib e Ribociclib: Riassunto delle Caratteristiche del Prodotto



Gastrointestinal Toxicities: ALT/AST increase Ribo

Grade Description

1 
[up to 3 x ULN]

No dose adjustment

2 
[>3 up to 5 x ULN]

Discontinue drug until toxicity = basal level
No dose adjustment

2R/3
[>5 up to 20 x ULN]

Discontinue drug until toxicity = basal level
Resume drug at lower dose

3R/4
[>20 x ULN]

Discontinue drug

Abemaciclib e Ribociclib: Riassunto delle Caratteristiche del Prodotto
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OneFlorida Data Trust, 1376 adult patients without prior CVD 
who received at least 1 CDK4/6 inhibitor, without exposure to either anthracyclines or HER2i
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