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To systematically evaluate the safety and efficacy of denosumab in the adjuvant treatment of postmenopausal
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women with hormone receptor — positive breast cancer. Methods The database of Cochrane Library, PubMed, Embase, SinoMed, CNKI,
VIP,and WanFang were searched to collect the related randomized controlled trials(RCTs) from the inception to October 2020, and the
quality of RCTs that met the inclusion criteria was evaluated. Meta — analysis was performed by the RevMan5. 3.5 sofiware. Results A
total of three RCTs involving 8 181 patients were included. The result of Meta — analysis showed that 5 —year disease —free survival
rate [RR=1.01,95% CI (0.98,1.04), P=0.48],and bone metastasis —free survival rate [ HR =0.97,95% CI (0.82,1.14), P=0.70]
were similar between adjuvant treatment with denosumab and placebo for postmenopausal women with hormone receptor — positive breast
cancer. The incidence of osteonecrosis of the jaw [ RR=7.31,95% ¢1(0.34,158.30), P=0.20], arthralgia [ RR =1.00,95% cI1(0. 94,
1.06), P=0.96], fatigue [ RR=1.02,95% CI(0.95,1.09), P =0.67], constipation [ RR =0.99,95% CI(0.90,1.08), P=0.79], pain
in extremity [ RR=1.05,95% €1(0.95,1.17), P=0.31] caused by denosumab and placebo was similar. Conclusion

safe in the adjuvant treatment of postmenopausal women with hormone receptor — positive breast cancer, while it does not improve the

Denosumab is

5 —year disease —free survival rate and bone metastasis — free survival rate.

Key words: denosumab;breast cancer;adjuvant treatment;systematic review;Meta — analysis; safety ; efficacy
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Tab.1 The basic characteristics of the included studies
. el 4 T L ik
A - . % B 3s it
T C T C ()
GNANT 2019/ 1711 1709  HAF 242 60 mg,ih, & 6 AN A 1k ZREA i, B6AR 1R 5 D@
COLEMAN 2020""1 2256 2253 JAFEIR 120 mg,ih, B 48 1 R(FE6R), RBMN ih,F4 A 1RGE6KR), 5 DB®
HINMA 1 R(E18K) FIANA RIS K)

ELLIS 2008!"% 127 125 AP E3% 60 mg,ih, A6 A A 1R FRA, AR 1R 2 @

AT ABITM,C AR, ih AR TiEH

Note:T is the treatment group;C is the control group. ih refers to hypodermic injection.

F2 HAHRHBREIEN
Tab.2 Quality assessment of the included studies

WARA WIVPIFE PRBA RRARRRART  SRNBARRT  RREDHL Bl Hoth
GNANT 2019 Low Low Low Low Low Low High
COLEMAN 2020 Low Low Low Low Low Low High
ELLIS 2008 Low Low Unclear Unclear Low Low High

Denosumab Placebo Risk Ratio Risk Ratio
Study or Subgrou Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI

Coleman2019 1814 2256 1820 2253 1.00[0.97,1.02)
Gnant2019 1526 1711 1492 1709 54.0% 1.02[1.00,1.09)
Total (95% CI) 3967 3962 100.0% 1.01[0.98, 1.04]
Total events 3340 3312

Heterogeneity: Tau®= 0.00; Chi*= 1.94, df=1 (P = 0.16); F= 49%
Test for overall effect: Z= 0.70 (P = 0.48)
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Fig.1 Meta - analysis forest plot: The 5 —year disease —free survival rate in postmenopausal women with hormone receptor — positive breast

cancer received adjuvant treatment with denosumab
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Denosumab Placebo Risk Ratio Risk Ratio
Stu Subgrou nt: Total Events Total M.-H, Rand 95% Cl M-H, Random, 95% ClI
Coleman2019 122 2256 4 2253 494% 30.46(11.27,8232 — &=
Gnant2019 20 1711 11 1708 506% 1.82[0.87,3.78)
Total (95% CI) 3967 3962 100.0% 7.31[0.34, 158.30]
Total events 142 15
Heterogeneity: Tau®= 4.72; Chi*= 24.80, df= 1 (P < 0.00001); F= 96% y t t t t
e - 0.005 0.1 1 10 200
Testfor overall effect. Z=1.27 (P = 0.20) Favours [Denosumab)] Favours [Placebo)
B2 EFRnATHRERHEZEHBEIIREREIGTMERI Meta 55 7R E

Fig.2 Meta — analysis forest plot: The incidence of osteonecrosis of the jaw in postmenopausal women with hormone receptor — positive breast

cancer received adjuvant treatment with denosumab

Denosumab Placebo Risk Ratio Risk Ratio
I Si nt: Total nt Total Wei M_.H, Fixed, 95% CI M-H, Fix 5% Cl
1. 3 1 Anhralgua
Coleman2019 975 2256 974 2253 266%  1.00[0.94,1.07)
Ellis2008 3 127 30 125 08% 1.02([0.66,157]
Gnant2019 435 11 437 1709 119%  0.99[0.89,1.11]
Subtotal (95% CI) 4094 4087 39.4%  1.00[0.94, 1.06]
Total events 1441 1441
Heterogeneity: Chi*= 0.01, df= 2 (P = 0.99), F=
Test for overall effect. Z= 0 05 (P =0.96)
1.3.2 Fatigue
Coleman2019 902 2256 895 2253 245%  1.01[0.94,1.08) -+
Ellis2008 17 127 17 125 05%  098([0.53,1.84]
Gnant2019 108 1711 98 1709 2.7% 1.10([0.84,1.43] —r
Subtotal (95% CI) 4094 4087 27.6%  1.02[0.95, 1.09] L 2
Total events 1027 1010
Heterogeneity. Chi*= 0.42, df=2 (P=0.81); F=0%
Test for overall effect Z=0.43 (P = 0.67)
1.3.3 Constipation
Coleman2019 627 2256 638 2253 17.4%  0.98[0.89,1.08) e I
Ellis2008 15 127 1 125 03%  1.34[0.64,281)]
Subtotal (95% CI) 2383 2378 17.7%  0.99[0.90, 1.08] <>
Total events 642 649
Heterogeneity: Chi*= 0.68, df=1 (P =0.41), F=
Test for overall effect: Z=0.26 (P = 0.79)
1.3.4 Pain in extremity
Coleman2019 571 2256 545 2253 149%  1.05(0.95,1.16] T
Ellis2008 19 127 14 125 04% 1.34[0.70,2.59]
Subtotal (95% CI) 2383 2378 15.3%  1.05[0.95, 1.17]
Total events 590 559

Heterogeneity: Chi*= 0.54, df=1 (P = 0.46), F= 0%
Test for overall effect. Z=1.02 (P=0.31)
Total (95% CI) 12954 12930 100.0%
Total events 3700 3659

Heterogeneity: Chi*= 2.70, df= 9 (P = 0.98), F=0%

Test for overall effect Z= 0.50 (P = 0.62)

Test for subaroun differences: Chi*=1.07. df=3 (P=078). F=0%
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Fig.3 Meta — analysis forest plot: The incidence of adverse drug reaction in postmenopausal women with hormone receptor — positive breast

cancer received adjuvant treatment with denosumab
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