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Acid Suppression Raises Hip Fracture Risk
B Y  A N N  C. L O G U E

Contributing Writer

C H I C A G O —  Long-term use of proton-
pump inhibitors, histamine2-receptor an-
tagonists, and other acid suppressors in-
creases the risk of hip fracture, Yu-Xiao
Yang, M.D., reported at the annual Di-
gestive Disease Week. 

Physicians turning to a combination of
NSAIDs and proton-pump inhibitors
(PPIs) in place of cyclooxygenase-2
(COX-2) inhibitors should be aware of
this effect in patients who are at in-
creased risk of osteoporosis, but they
should not deny this therapy to patients
with appropriate indications, said Dr.

Yang of the di-
vision of gas-
troenterology
at the Universi-
ty of Pennsyl-
vania, Philadel-
phia.

PPIs interfere
with calcium
a b s o r p t i o n ,
leading to an in-
creased risk of
hip fracture.

“Do patients with more than 1 year of
PPI therapy have more hip fractures? Up
until now, there has been no epidemio-
logical study to address this,” Dr. Yang
said.

His conclusions came from a retro-
spective cohort study of 518,096 patients
older than 40 years who were included in
the U.K. General Practice Research Data-
base between May 1987 and April 2002. Of
these, 47,631 had more than 1 year of ex-
posure to a PPI; the remaining 470,465 pa-
tients had no exposure to either a PPI or
histamine2-receptor antagonist (H2RA).

By looking at complete prescription in-
formation and validated hip fracture re-
ports, the researchers discovered that tak-
ing a PPI long term was associated with an
increased risk of hip fracture, with a rela-
tive risk of 1.9 associated with at least 1
year of PPI use. The relationship had both
a dose-response effect and a duration-re-
sponse effect. H2RA use also increased the
relative risk of hip fracture, but to a less-
er extent.

In general, the PPI-exposed patients

were sicker and took more medications,
so potential confounders were consid-
ered and adjusted for if they represented
markers of comorbidity status or if they
had an effect on the central nervous sys-
tem that would increase the risk of
falling, Dr. Yang said. After adjustment
for potential confounders, there was still
a significantly increased risk of hip frac-
ture among long-term PPI users. Signifi-
cant confounders included antidepres-
sant use and an increased number of
office visits.

Another hypothesis of the study, Dr.
Yang said, is that men would be at greater
risk because they do not take calcium sup-
plements and do not talk about osteo-
porosis with their doctors. And, in fact,
the data show just that: The relative risk
of hip fracture associated with PPI use
was much higher among men than
among women.

The study was limited by the assump-
tion of 100% compliance with therapy and
the lack of information on use of over-the-
counter drugs, Dr. Yang said. ■
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