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Background

Mortality is increased after a hip fracture, and strategies that improve outcomes are 
needed.

Methods

In this randomized, double-blind, placebo-controlled trial, 1065 patients were as-
signed to receive yearly intravenous zoledronic acid (at a dose of 5 mg), and 1062 
patients were assigned to receive placebo. The infusions were first administered 
within 90 days after surgical repair of a hip fracture. All patients (mean age, 74.5 
years) received supplemental vitamin D and calcium. The median follow-up was 1.9 
years. The primary end point was a new clinical fracture.

Results

The rates of any new clinical fracture were 8.6% in the zoledronic acid group and 
13.9% in the placebo group, a 35% risk reduction with zoledronic acid (P = 0.001); the 
respective rates of a new clinical vertebral fracture were 1.7% and 3.8% (P = 0.02), and 
the respective rates of new nonvertebral fractures were 7.6% and 10.7% (P = 0.03). In 
the safety analysis, 101 of 1054 patients in the zoledronic acid group (9.6%) and 141 
of 1057 patients in the placebo group (13.3%) died, a reduction of 28% in deaths 
from any cause in the zoledronic acid group (P = 0.01). The most frequent adverse 
events in patients receiving zoledronic acid were pyrexia, myalgia, and bone and 
musculoskeletal pain. No cases of osteonecrosis of the jaw were reported, and no 
adverse effects on the healing of fractures were noted. The rates of renal and cardio-
vascular adverse events, including atrial fibrillation and stroke, were similar in the 
two groups.

Conclusions

An annual infusion of zoledronic acid within 90 days after repair of a low-trauma 
hip fracture was associated with a reduction in the rate of new clinical fractures and 
improved survival. (ClinicalTrials.gov number, NCT00046254.)
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