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[Abstract] Objective To systematically evaluate the efficacy and safety of cyclin dependent
kinase (CDK) 4/6 inhibitors combined with nonsteroidal aromatase inhibitors for advanced breast
cancer. Methods Pubmed, The Cochrane Library, EMbase, CNKI, WanFang Data, and VIP
databases were electronically searched to collect relevant literature of CDK4/6 inhibitors
combined with nonsteroidal aromatase inhibitors for advanced breast cancer from inception to
February 1st, 2023. After back-to-back screening of the literature, data extraction, and

evaluation of the risk of bias in the included studies, meta-analysis was performed using Rev Man
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5.3 software. Results There were 8 articles included in the meta-analysis, with a total of 2 706
patients. Meta-analysis results showed that compared with placebo combined with nonsteroidal
aromatase inhibitor, CDK4/6 inhibitor combined with nonsteroidal aromatase inhibitor could
prolong progression-free survival (PFS) of patients with advanced breast cancer (RR=0.58, 95%
CI: 0.51—0.64, P<C0.001), improve objective response rate (ORR) (RR=1.34, 95% CI :
1.20—1.48, P<C0.001) and clinical benefit rate (RR=1.11, 95%CI: 1.06—1.16, P<(0.001). In
terms of safety, the incidence of grade 3 —4 adverse reactions in patients treated with CDK4/6
inhibitors combined with nonsteroidal aromatase inhibitors was higher (RR=12.63, 95% CI :
2.17—3.19, P<C0.001). Among them, the incidence of adverse reactions such as leukopenia,
neutropenia, anemia, fatigue, vomiting, and diarrhea in the experimental group was higher than
that in the control group (P<CO0.05). There was no significant difference in the incidence of
CDK4/6 inhibitors

combined with nonsteroidal aromatase inhibitors for the patients with advanced breast cancer

constipation and headache between the two groups (P~>>0.05). Conclusion

could prolong PFS, improve ORR and clinical benefit rate, while increasing the incidence of grade
3 to 4 adverse reactions.
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Figure 2 Percentage chart of evaluation of bias risk for studies included
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Figure 4 PFS of CDK4/6 inhibitor combined with nonsteroidal aromatase inhibitor in breast cancer patients
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Figure 5 ORR of CDK4/6 inhibitor combined with nonsteroidal aromatase inhibitor in breast cancer patients
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Figure 6 CBR of CDK4/6 inhibitor combined with nonsteroidal aromatase inhibitor in breast cancer patients
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Subtotal (95% CI) 31.3% 0.53 [0.43, 0.65] ¢
Heterogeneity: Chiz = 0.56, df = 2 (P = 0.76); I = 0%
Test for overall effect: Z = 6.07 (P < 0.00001)
1.17.3 Abemaciclib
Masato Takahash 2021 -0.622 0.446 1.7% 0.54[0.22, 1.29] -
Stephen Johnston 2019 -0.616 0.131 19.6% 0.54[0.42,0.70]
Subtotal (95% CI) 21.3% 0.54 [0.42, 0.69] L 2
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Figure 7 Subgroup analysis of PFS in breast cancer patients with different treatment schemes
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Binghe Xu 2022 149 169 36 168 13.9% 4.11[3.06, 5.52) -
Denise A. Yardley 2019 81 100 49 109 16.0% 1.80 [1.43, 2.26] =
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Hirofumi Mukai 2018 30 32 4 14 4.3% 3.28[1.43,7.55) -
Joyce O’ Shaughnessy 2017 88 114 35 112 14.0% 2.47 [1.84,3.31] =
Masato Takahash 2021 26 38 4 15 4.0% 2.57 [1.08, 6.10] R
Richard S. Finn 2016 336 444 54 222 15.7% 3.11 [2.45, 3.95] Ea
Stephen Johnston 2019 191 327 40 161 14.2% 2.35[1.77,3.12) i
Total (95% Cl) 1558 1131 100.0% 2.63[2.17,3.19] ‘
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Figure 8 Incidence of grade 3 — 4 adverse reactions in breast cancer patients treated with CDK4/6 inhibitor and nonsteroidal

aromatase inhibitor
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1.18.1 Witk
G.N. Hortobagyi 2016 271 334 108 330 17.9% 248[2.11,2.92) -
Hirofumi Mukai 2018 30 32 4 14 43% 3.28 [1.43, 7.55] -
Joyce O’ Shaughnessy 2017 88 114 35 112 14.0% 2.47[1.84,3.31] =
Masato Takahash 2021 26 38 4 15 4.0% 2.57 [1.08, 6.10]
Stephen Johnston 2019 191 327 40 161 14.2% 2.35[1.77,3.12) -
Subtotal (95% CI) 845 632 54.4% 2.47 [2.18, 2.80] .
Total events 606 191

Heterogeneity: Tau? = 0.00; Chi? = 0.57, df =4 (P = 0.97); 2= 0%
Test for overall effect: Z = 14.23 (P < 0.00001)

1.18.2 SNtk

Binghe Xu 2022 149 169 36 168 13.9% 4.11[3.06, 5.52] e
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Figure 9 Subgroup analysis based on heterogeneous sources
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Table 2 The incidence of adverse reactions in the experimental and control groups
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Figure 10 Funnel plot of publication bias
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