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Question
Can alendronate prevent new fractures

.. across-different categories of risk in
: postmejippausal women who have low

: bone-mineral density and existing ver-
. tebralifractiires?

Design"
Randomised, double-blind, placebo-
:control3ed trial with 3-year follow-up
(mean follow-up 2.9 y).

Setting;
Clinical centres in the United States.

Patients
2027 postmenopausal women (mean
age 71 y) whose bone-mineral density
at the femoral neck was < 0.68 g/cm2

and who had > 1 existing vertebral frac-
ture on radiography. Exclusion criteria
were unstable major medical condi-
tions, secondary causes of osteoporo-
sis, substantial disease of the upper
gastrointestinal tract, use of daily medi-
cation for chronic dyspepsia, and re~

Commentary
The results of this study by Ensrad and
colleagues were first published in 1996
when Black and colleagues reported that
alendronate was associated with a 47%
reduced risk for new vertebral fractures
a"d a 51% reduced risk for hip fractures

;' (0- The current study reports subgroup
analyses. The main finding is that alen-
dronate is just as effective in women with
tranced osteoporosis as it is in women
Jvith milder disease. It may never be too
l3te to treat osteoporosis.
The flaw in the data is that no results

Werc provided for the most serious os-
'enporotic fracture—hip fracture—prob-
p y because of the low incidence of such
pictures in the study. Among all patients,
however, the effect of alendronate was the

cent use of medication that affects bone
turnover. Follow-up was 95%.

Intervention
1022 women were allocated to alen-
dronate sodium, 5 mg/d, which was in-
creased to 10 mg/d at 24 months, and 1005
to a matching placebo. All women whose
dietary calcium intake at baseline was
< 1000 mg/d received a daily supplement
containing elemental calcium, 500 mg, and
vitamin D, 250IU (OsCal plus D).

Main outcome measure
New vertebral fractures confirmed by
radiography.

Main results
Analysis was by intention to treat Fewer
women who received alendronate
had new vertebral fractures than those
who received placebo (8% vs 15%,
{F< 0.001}*), Subgroup analyses showed
that alendronate reduced the risk for new

vertebral fractures across the following
categories of fracture risk: age, number
of baseline vertebral fractures, and pre-
vious postmenopausal fractures (Table).
Alendronate also reduced the risk for new
vertebral fractures in women with bone-
mineral density < 0.59 g/cm (relative risk
[RR] 0.54, 95% CI 0.40 to 0.72) and in
those with bone-mineral density > 0.59
g/cm2 (RR 0.53, CI 0.32 to 0.90).

Conclusion
Alendronate reduced the risk for new
vertebral fractures across different cat-
egories of fracture riskin postmenopausal
women who had low bone-mineral den-
sity and existing vertebral fractures.
Source of fielding: Merck Research Laboratories.

For correspondence: Dr. KE. Ensrud, Department
ofMedicim(111-0), Veterans Affairs Medical Cen-
tet; 1 Veterans Drive, Mmmapdb, MN 55417,
USA. Erfnmlen$m001@maroon.tcwmi.edu.

*P value calculated from data in article.

Vertebral fractures at 36 months in postmenopausal women with osteoporosist

Subgroup Alendronate Placebo RRR(95%CI) NNT(CI)

< 75 years of age
> 75 years of age
1 baseline fracture
> 2 baseline fractures
Postmenopausal fractures
No postmenopausal

fractures

6%
11%
5%

14%
8%

7%

13%
18%
9%

27%
16%

12%

51%
38%

42%
48%
50%

43%

(32 to 65)
(5 to 59)

(14 to 61)
(27 to 63)
(31 to 64)

(13 to 63)

15
15
28

8
13

20

(11 to 27)
(8 to 121)
(16 to 97)
(6 to 16)
(9 to 23)

(11 to 79)

tAbbreviations defined in Glossary; RRR, NNT, and CI calculated from data in article.

same for hip fracture as for other types of
fractures (I), and so the results of the vari-
ous subgroup analyses in this study prob-
ably apply to hip fracture.

Alendronate in high doses can have upper
gastrointestinal side effects. However, in tri-
als of alendronate for osteoporosis (where
doses are < 20 mg/d), the incidence of side
effects is similar in alendronate and placebo
groups(I). Nevertheless, to prevent oesoph-
ageal ulcerarion, the manufacturers of alen-
dronate recommend that it be taken with a
full glass of water and that patients not lie
down for at least 30 minutes afterwards.
Some may have difficulty complying with
this advice.

Alendronate is an effective alternative to
oestrogen replacement therapy for women

with moderate to severe osteoporosis. Many
women would find the side effects of oestro-
gen (withdrawal bleeding and breast ten-
derness) worse dian those of alendronate.
In addition, in contrast to alendronate, there
have been no randomised trials showing
that oestrogen prevents hip fractures.

Robert G. Gumming, MB, BS, MPH, PhD
University of Sydney

Sydney, New South Wales, Australia
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