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Safety of four CDK4/6 inhibitors in advanced breast cancer:
a network Meta—analysis™

SUN Caihong"?, ZHAO Jun', HAN Bing', WANG Xinyi', CUI Mengna', DU Caiying"’, QUAN Xianghua'
('Department of Pharmacy, Affiliated Hospital of Qingdao University, Qingdao, 266003, Shandong, China; *School of Phar-
macy, Yanbian University, Yanji, 133002, Jilin, China)

Abstract: Objective To compare and analyze the safety of cyclin—dependent kinase 4/6 inhibitors in advanced breast
cancer by using network Meta—analysis. Methods Abemaciclib, palbociclib, ribociclib and dalpiciclib were searched in
Chinese and English databases for clinical research on advanced or metastatic breast cancer until June 12, 2023. Network
Meta—analysis was carried out with ADDIS software to explore the safety differences among the combined endocrine therapy

of abemaciclib, palbociclib, ribociclib and dalpiciclib, and the blood toxicity of these drugs was compared and analyzed.

*EATH T 8 R AEBE B B I R S 2+ X B H (QDFY+X2023127) .
4@%@ R U\ AW o ke w1 S R 1 S L Y 2] N e
WS AT, L, L, FARZH00, A= SO0, WFSE 7 16] « e aia 2524 0F 5%

- 479 -



IR 242F 2024 4F 8 J14 14 558 4 1)
Anti—tumor Pharmacy, August 2024, Vol. 14, No.4

Results A total of 14 studies, 5 interventions and 6 513 patients were included. The serious adverse events index was ana-
lyzed, and the ranking chart showed that the sequence of SAE occurrence probability of each intervention measure from
high to low was abemaciclib+endocrine therapy (ET), ribociclib+ET, dalpiciclib+ET, palbociclib+ET, and ET. The order of
neutropenia occurrence probability of each intervention measure from high to low was dalpiciclib+ET, palbociclib+ET, ribo-
ciclib+ET, abemaciclib+ET, and ET. The order of the occurrence probability of leukopenia of each intervention measure
from high to low was dalpiciclib+ET, palbociclib+ET, abemaciclib+ET, ribociclib+ET, and ET. The order of the incidence
probability of anemia in each intervention measure from high to low was dalpiciclib+ET, abemaciclib+ET, palbociclib+ET,
ribociclib+ET, and ET. The order of the incidence probability of thrombocytopenia of each intervention measure from high to low
was palbociclib+ET, dalpiciclib+ET, abemaciclib+ET, ribociclib+ET, and ET. Conclusion The incidence probability of SAE
and thrombocytopenia in abemaciclib+ET was higher than that in other CDK4/6 inhibitors.The incidence probability of neu-
tropenia, leukopenia and anemia of dalpiciclib+ET was higher than that of other CDK4/6 inhibitors. The incidence probabil-
ity of thrombocytopenia of palbociclib+ET was higher than that of other CDK4/6 inhibitors. ET alone had the lowest inci-
dence probability of SAE and blood toxicity. The results need to be verified by more high—quality randomized controlled tri-
als of head—to—head comparison. Clinicians and pharmacists should use CDK4/6 inhibitors more specifically, and respond
positively and effectively to the adverse reactions in time, so as to maximize the efficacy of drugs and reduce the risk of pa-
tients” medication.

Keywords: Advanced breast cancer; Abemaciclib; Palbociclib; Ribociclib; Dalpiciclib; Network Meta—analysis; Security
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Tab. 2 Comparison results of SAE interventions

OR (95% CI)

Rty
abemaciclib+ET dalpiciclib+ET palbociclib+ET ribociclib+ET
dalpiciclib+ET 1.55 (0.54, 3.83)
palbociclib+ET 1.66 (0.77, 3.08) 1.07 (0.41, 2.88)
ribociclib+ET 1.26 (0.62, 2.48) 0.83 (0.33, 2.26) 0.75 (0.42, 1.52)

ET 2.40(1.42, 3.92)"

1.56 (0.72, 3.81)

1.44 (0.96, 2.39) 1.90 (1.18, 3.03)"

AR EEFALITFZL,

Note : * represents the difference with statistical significance.

Rank Probability

Rank 1 is worst, rank N is best. |® Rank 1 ® Rank 2 = Rank 3 Rank 4 ™ Rank 5
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Fig. 6 Sorting diagram of SAE occurrence probability
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Tab. 3 Comparison results of neutropenia in pairs

OR (95% CI)

abemaciclib+ET dalpiciclib+ET palbociclib+ET ribociclib+ET
dalpiciclib+ET 0.04 (0.01, 0.15)"
palbociclib+ET 0.16 (0.06, 0.44)" 4.18 (1.13, 15.53)"
ribociclib+ET 0.38 (0.13, 1.10) 9.64 (2.59, 37.73) 2.28 (0.92, 6.06)

ET 21.80 (10.89, 48.85)

553.55 (188.45, 1 868.20)"

131.60 (75.91, 252.70)° 57.93 (28.81, 124.54)"

EHAREEFARTFEL,

Note: * represents the difference with statistical significance.

KA AmBR Y KRR

Tab. 4 Comparison results of leukopenia in pairs

OR (95% CI)

abemaciclib+ET dalpiciclib+ET palbociclib+ET ribociclib+ET
dalpiciclib+ET 0.03 (0.01, 0.09)"
palbociclib+ET 0.38 (0.20, 0.76)" 11.73 (4.61, 30.01)"
ribociclib+ET 1.17 (0.58, 2.23) 34.99 (13.30, 99.65)" 3.05 (1.50, 5.65)°

ET 12.56 (7.71, 21.04)"

374.26 (168.61, 944.80)"

32.67 (21.18, 51.57)" 10.68 (7.00, 18.44)"

EAREEZFARITFEL,

Note : * represents the difference with statistical significance.

Rank Probability

Rank 1 is worst, rank N is best. [#Rank | _®WRank 2= Rank 3 Rank4 _® Rank 5]
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Fig. 7 Sorting diagram of neutropenia occurrence probability
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Fig. 8 Sorting diagram of leukopenia occurrence probability

palbociclib+ET  ribociclib+ET

X 145 FHET AR Meta 5VH7 22 52745 M0
REEERCUA /R TR+ 1 4208307 T DL 75+ Py

- 484 -

S3UABST R VS A + N 43 IR YT S I P R+ N 43
WYY SN IMIRYT LRI R LR, 22 I E Gt
2 L(P<0.05)(£5.1K9).

XoF I/ Nk 45 Ry iR 4T AR Meta 4387, I/
I/ T A 3O e BIIAR UCCh IR A0 PG A1)+ N 23 1836
7 GRIR PR+ 43T B UL PG R+ N A AR T
St P2 V5 I+ PN 43 AR IT N A AR T 2R R L
B, 2RI E L(P<0.05) (32 6.14110).,
23 RERRESW

DL BR B RIO0E AR R B A A, R0 B 1 3
BENE IR, il -3 T =1 T T3 A R
BHE RS R, W — B R w4 B s ik o
WO ELAS AN B DL SAE /IO D Sk 45 Ry 36 b 11
U b B A3 A0 LA B, 4 & 2 0 2 1 1T g M 4R
AN /S TTIR DR B o v R RN S R A o | )
S5 R AE AR I =F B 22 A 3 A AN RR BN A —
149 3% D oy R/ INEEAS RN, (T 1) o

3 e

CDK4/6 1151 77 A i) W 354 2% 308 16 v 1) 224 %
BT IR T 5 N WA T PR B R, R A N A
205 49 60, 35 PHL 1 i 38 2R e Ak b e 3 2R 10 57 A AL B AT
il 55 2 A2 AR IR A R A FIBE BT S R S



iR 242 2024 4F- 8 H A5 14 45 4 ]
Anti—tumor Pharmacy, August 2024, Vol. 14, No.4

A5 Kk R A

Tab. 5 Comparison results of anemia in pairs

OR (95% CI)

T

abemaciclib+ET dalpiciclib+ET palbociclib+ET ribociclib+ET
dalpiciclib+ET 0.56 (0.22, 1.51)
palbociclib+ET 1.59 (0.73, 3.27)" 2.86 (1.15, 6.70)"
ribociclib+ET 2.66 (1.16, 6.23)" 4.78 (1.82, 12.28)" 1.67 (0.84, 3.57)

ET 8.89 (4.86, 16.58)"

16.02 (7.61, 33.44)"

5.60 (3.70, 9.08)" 3.35(1.86, 5.98)"

E R EEFAGITEENL,

Note: * represents the difference with statistical significance.

K6 SRR D R F T P LA

Tab. 6 Comparison results of thrombocytopenia in pairs

OR (95% CI)

T it

abemaciclib+ET dalpiciclib+ET palbociclib+ET ribociclib+ET
dalpiciclib+ET 0.60 (0.13, 2.80)
palbociclib+ET 0.51 (0.12, 1.81) 0.86 (0.20, 2.90)
ribociclib+ET 2.04 (0.25, 15.40) 3.37 (0.44, 24.91) 4.01 (0.67, 27.80)

ET 8.11 (2.62, 25.61)"

13.49 (4.64, 41.10)"

15.90 (8.26, 38.04)" 4.00 (0.77, 23.08)

EAREEFA R FEL

Note: * represents the difference with statistical significance.
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