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Background: Endocrine therapy with aromatase inhibitors (AI) for at least 5 years is standard of care in 
patients with early hormone receptor (HR+) positive breast cancer. ABCSG-18 has shown (1) a high 
fracture risk in patients on AI treatment, (2) a significant reduction of clinical and vertebral fractures by 
6-monthly denosumab (HR=0.5, p<0.0001, Lancet 2015). Recent reports indicate an elevated risk of 
rebound-associated fractures - especially multiple vertebral fractures - after stopping denosumab.  Here 
we present data on fracture risk >6 months after the last dose of denosumab or placebo for patients with 
HR+ early breast cancer.

Methods: In the prospective, double-blind, placebo-controlled phase III ABCSG-18 trial, 3,425 
postmenopausal HR+ patients treated with adjuvant AI were enrolled to denosumab 60mg or placebo 
s.c. q6 months until the prespecified number of 247 first clinical fractures was reached. All patients 
received at least 2 doses of denosumab (median: 7 doses), the primary trial endpoint was time to first 
clinical fracture risk.

Results: 2,451 patients stopped AI later than 6 months after the last dose of denosumab/placebo. 387 
patients ended their AI intake prior to, and 295 patients within 6 months after the last dose of 
denosumab/placebo. During a median off-treatment follow-up of 36 months, 318 fractures in 199 
patients (subject incidence rate 6.2%) have occurred. No difference in overall fracture risk in patients 
who stopped denosumab compared to patients who stopped placebo could be detected (163 vs 155 
fractures in 98 vs 101 patients, time to first fracture: HR 0.92 (0.70,1.22)). However, when looking 
specifically at clinical fractures, patients who stopped denosumab had a significantly higher risk of 
clinical vertebral fractures and multiple clinical vertebral fractures compared to patients who stopped 
placebo (39vs14 fractures in 22vs9 patients, HR 2.44 (1.12,5.32); 28vs8 fractures in 11vs3 patients, HR 
3.52 (0.98,12.64)). This increased risk of clinical vertebral as well as multiple clinical vertebral fractures 
in patients who stopped denosumab, only occurred in patients who ended AI treatment prior to or >6 
months after the last dose of denosumab/placebo, whereas no difference was seen in patients who 
ended AI treatment within 6 months of stopping denosumab/placebo.

Conclusion: Rebound-associated fractures after termination of adjuvant denosumab therapy may be 
avoided when stopping bone-compromising AI therapy within 6 months.
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