
COMMENTARY

To prevent fractures, treating only women 
with osteoporosis is not enough
In older osteopenic women, intravenous zoledronic acid effectively prevents 
fragility fractures

T he conventional bone mineral 
density threshold for initiating 
treatment to prevent fragil-

ity fractures is a T-score of less than 
-2.5 (the World Health Organization 
criteria for osteoporosis).1 However, 
most fractures experienced by post-
menopausal women occur not in 
osteoporotic women but in those 
with low bone mass (osteopenia).2 

Investigators in New Zealand 
recently published the results of a 
randomized controlled trial they 
conducted to determine the efficacy 
of zoledronate (zoledronic acid) in 
preventing fractures in postmeno-
pausal women.3 They enrolled 
women age 65 years or older with 
osteopenia of the hip and randomly 
assigned the participants to 4 intra-
venous infusions of 5 mg zoledronic 
acid or placebo at 18-month intervals 
for 6 years.

Zoledronic acid reduced 
fracture risk
The trial included 2,000 postmeno-
pausal women (mean age at baseline, 
71 years; 94% European ethnicity) 
with a T-score of -1.0 to -2.5 at either 

the total hip or the femoral neck on 
either side. Both hips were assessed. 
The women received either zole-
dronic acid treatment or placebo in 
a 1:1 ratio. Candidates were excluded 
if they regularly used bone-active 
drugs in the previous year.

Fragility fractures were noted 
in 190 women in the placebo group 
and in 122 women treated with zole-
dronic acid (hazard ratio [HR], 0.63; 
95% confidence interval [CI], 0.50–
0.79, P<.001). The number of women 
that would need to be treated to pre-
vent the occurrence of a fracture in  
1 woman was 15. 

Compared with placebo, zole-
dronic acid also lowered the risk 
of nonvertebral, symptomatic, and 
vertebral fractures as well as height 
loss (P≤.003 for these 4 compari-
sons). Relatively few adverse events 
occurred with zoledronic acid treat-
ment. No atypical femoral fractures 
or cases of osteonecrosis of the jaw 
occurred in either group. 

Trial closes the 
knowledge gap regarding 
treatment thresholds
This trial’s findings underscore the 
importance of age as a risk factor for 

fragility fracture and clarify that phar-
macologic treatment is appropriate 
not only for women with osteoporo-
sis but also for older postmenopausal 
women with osteopenia.

As the authors point out, admin-
istration of zoledronic acid less often 
than annually can be highly effec-
tive in preventing fractures; they 
recommend future trials of adminis-
tration of this intravenous bisphos-
phonate at intervals less frequent than  
18 months. Although the absence of 
atypical femoral fractures or cases of 
osteonecrosis of the jaw is reassur-
ing, the authors note that their trial 
was underpowered to assess these 
uncommon events. 
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