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RESULTS

The study cohort included 6,226 patients with 
HR+ HER2- mBC from the de-identified Tempus 
real-world multimodal database who received 
either first- (1L) or second-line (2L) CDK4/6i, 
taxane, or other therapy. Kaplan-Meier survival 
analysis and multivariate Cox regression 
accounting for main epidemiological 
confounding variables (age at diagnosis, 
presence of visceral metastases, and recurrent 
vs. de novo treatment status) were used to 
assess rwPFS and rwOS. Progression events 
included death, noted progression event or 
initiation of a new line of therapy. DNA 
sequencing data from the Tempus xT assay 
were analyzed to evaluate mutation landscapes 
and genetic alterations associated with different 
treatment sequences. 

Hormone receptor-positive (HR+) human 
epidermal growth factor receptor 2-negative 
(HER2-) metastatic breast cancer (mBC) 
represents a significant clinical challenge with 
evolving treatment strategies. Cyclin-dependent 
Kinase 4/6 inhibitors (CDK4/6i) and taxanes are 
commonly used to treat HR+ HER2- mBC. This 
study investigates the impact of first- and 
second-line therapy selections on real-world 
progression-free survival (rwPFS) and 
real-world overall survival (rwOS) in patients 
with HR+ HER2- mBC. 
 

● We observed a trend towards faster progression in patients who received taxane as a 2L treatment after 1L CDK4/6i as opposed to other treatments. 
● Patients who received 2L CDK4/6i following 1L taxane had longer 2L rwPFS than those who received either CDK4/6i or Other 1L treatment. This result of best 2L response in patients receiving CDK4/6i following 

taxane in 1L remains consistent when fitting a multivariate model including treatment order, age at diagnosis, presence of visceral metastases, treatment recurrence, and prevalent mutations. 
● This study demonstrates that the sequence of taxane and CDK4/6i treatments might impact survival outcomes in patients with HR+ HER2- mBC. While CDK4/6i outperforms taxane in 1L, the findings suggest 

that taxane may cause sensitization to CDK4/6i1,2, conferring better survival outcomes in a subset of patients where 1L taxane is advised, or a potential advantage to chemo before CDK4/6i re-challenge. 

Figure 4. rwPFS anchored on 1L start date in HR+ HER2- mBC patients receiving CDK4/6i, 
taxane, or other treatment in 1L and 2L. 
 

Figure 6. (Left) Pre-1L and post-1L mutation prevalence in cohorts treated with 1L 
CDK4/6i, taxane, or other therapy. (Right) Pre and post-1L or 2L ESR1 mutation 
prevalence in patients receiving CDK4/6i, taxane, or other treatment in 1L and 2L. 
Significance by Fisher’s test with FDR correction for multiple comparisons is shown by 
asterisks (*p<0.05, **p<0.01, ***p<0.001). 

Figure 1. Prevalence of 1L and 2L treatment order over 
time. Patients that received CDK4/6i and taxane in the 
same line of therapy were filtered out of these analyses 
(0.1% of total). In the CDK4/6i (1L) then Other (2L) group 
(red), the most common therapies are hormone therapy 
(either mono or combo) and non-taxane chemotherapy. 
 

Widespread adoption of CDK4/6i in the 1L 
setting 

Longest rwOS in patients receiving CDK4/6i in both 1L and 2L, then in 
patients receiving 2L CDK4/6i following 1L taxane. 

Taxane is the most common 2L treatment among fast progressors on 1L 
CDK4/6i 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Palbociclib is the most common CDK4/6i 
agent given in 1L and 2L. 

Figure 2. Prevalence of different CDK4/6i agents in the 
1L and 2L settings across treatment order groupings. 

Figure 3. rwOS  anchored on 1L start date in HR+ HER2- mBC patients receiving CDK4/6i, 
taxane, or other treatment in 1L and 2L. 

Longest 2L rwPFS in patients receiving 2L CDK4/6i following 1L 
taxane. 

Figure 5. rwPFS anchored on 2L start date in HR+ HER2- mBC patients receiving 
CDK4/6i, taxane, or other treatment in 1L and 2L. 

Taxane pre-treatment mitigates CDK4/6i + Aromatase Inhibitor 
(AI)-induced ESR1 mutation increase. 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