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electronically searched to collect randomized controlled trials (RCTs) on HR+/ HER2- advanced breast cancer
patients treated with reduction of CDK4/6 inhibitor dose and standard dose from inception to April 1, 2025.
Two reviewers independently screened the literature, extracted data, and assessed the risk of bias of the included
studies. Meta-analysis was performed using RevMan 5.1 software. Results A total of 14 RCTs involving 4,958
patients were included. The results of Meta-analysis showed that there was no statistically significant difference in
PFS [HR=1.01, 95%CI (0.92, 1.11), P=0.81] and OS [HR=0.78, 95%ClI (0.52, 1.18), P=0.25] in the dose-reduced
group and the standard dose group, while ORR [RR=0.83, 95%CI (0.71, 0.96), P=0.01] and incidence of grade
3 and above neutropenia [RR=0.42, 95%CI (0.21, 0.85), P=0.02] in the dose-reduced group were significantly
better than those in the standard dose group. Conclusions Current evidence shows that the dose reduction of
CDK4/6 inhibitors can considerably reduce the incidence of grade 3 and above neutropenia without affecting
PFS and OS.

[Keywords ] CDK4/6 inhibitor; HR+/HER2- breast cancer; Dose-optimization; Meta-analysis
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Figure 3. Meta—analysis of PFS comparison between dose reduction group and standard dose group
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Figure 8. Meta—analysis of comparison of neutropenia incidence of grade 3 and above between dose reduction group
and standard dose group
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