EDITORIAL

Early prevention of
fracture in osteoporosis:
new developments

ractures in postmenopausal
women are an important health
issue in industrialized coun-
tries. Their cost to the NHS is
believed to exceed £1 000 million per
year. Postmenopausal osteoporosis is
characterized by high bone resorption
consequent upon oestrogen deficiency.

ASSESSMENT OF

FRACTURE RISK

Bone densitometry measures existing
bone mass, but this is not the same as
bone resorption and bone density can-
not identify individuals who will
develop a fracture (Marshall et al,
1996). Indeed, for the same bone den-
sity, the fracture risk is some 8—10-fold
greater in an 80-year-old than it is in a
premenopausal female (Hui et al,
1988), and bone density in a multivari-
ate analysis contributed little to the ris-
ing risk of fracture with age (DeLaet et
al, 1997).

These limitations of bone densitom-
etry have been recently debated
(Wilkin, 1999). The notion that bone
resorption, rather than bone density,
may be the responsive element to
modern treatments designed to pre-
vent fracture is supported by a recent
study of alendronate (Fosamax,
Merck, Sharp & Dohme, Hoddesdon,
Herts) in which substantial fracture
prevention was achieved within
12 months (Pols et al, 1999).

The FOSIT (Fosamax International
Trial) study was a double blind
placebo-controlled study conducted
over 12 months. It involved 1908
osteoporotic, postmenopausal women
recruited from 153 centres in 34 coun-
tries. Bone density was measured
throughout the trial by dual energy X-
ray absorptiometry (DEXA), and bone
turnover by bone-specific alkaline
phosphatase (a marker of bone forma-
tion) and urinary N-telo peptide
crosslinks of type 1 collagen corrected
for urinary creatinine (a marker for
bone resorbtion).

FRACTURE INCIDENCE

The incidence of non-vertebral frac-
ture over the 12-month study period
was halved by the use of alendronate
(19 vs 37 patients with fracture) rep-
resenting a 47% risk reduction (95%
confidence  interval  10-70%;
P=0.021). Bone density at the femoral
neck rose by only 2.4% over the
12 months, whereas bone resorbtion
fell by nearly 80% to premenopausal
levels within 3 months. Bone-specific
alkaline phosphatase levels fell by
50%, although rather more slowly,
perhaps accounting for the small rise
in bone density.

IMPLICATIONS
Protection of this degree within such a
short period of time argues strongly for

KEY POINTS

M Alendronate halves the incidence of non-vertebral fracture within 12 months.

the use of alendronate in patients
whose risk of fracture is high (i.e. the
unstable and the infirm). Indeed, the
benefits of antiresorbtive agents are
known to accrue independently of age
(Michaelsson et al, 1998). There is no
evidence that bone densitometry can
identify patients who will suffer frac-
tures, but clear evidence from the
FOSIT Study (Pols et al, 1999) that
alendronate normalizes bone resorp-
tion and halves non-vertebral fracture
risk within 12 months.
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B The reduction in fracture risk is associated with the normalization of bone resorption, but minimal change in bone density.

B It is never foo late to intervene — antiresorbtive freatment is equally effective in preventing fractures whatever the age it is started.

B Bone densitometry cannot identify individuals who will have a fracture.
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