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Ultralow-Dose Estradiol Aids Some Over Others
B Y  A L I S O N  PA L K H I VA L A

Contributing Writer

M O N T R E A L —  Postmenopausal women
with extremely low levels of bioavailable
estradiol may benefit most from the bone-
building effects of ultralow-dose hormone
therapy, according to a study presented at
the annual meeting of the International
Bone and Mineral Society. 

It remains unclear, however, whether
these women are also more vulnerable to

the negative effects of hormone therapy.
Although estrogen therapy has been
shown to suppress bone turnover in post-
menopausal women, the Women’s Health
Study revealed in 2002 that it may increase
cardiovascular risk. Experts are exploring
the possibility that a dose of estrogen ex-
ists, at least for some women, that is high
enough to improve bone parameters but
too low to affect cardiovascular risk. 

Dr. Alison Huang, of the University of
California, San Francisco, and colleagues

explored whether an ultralow dose of estra-
diol—only 0.014 mg/day delivered trans-
dermally—could help postmenopausal
women with very low or even undetectable
estradiol levels. This group has a lower
bone mineral density (BMD), increased
bone turnover, and are at an increased risk
for hip and vertebral fractures.

For the trial, 417 postmenopausal
women were randomized to a 0.014-
mg/day transdermal estradiol patch or
placebo for 2 years. Bioavailable estradiol

levels were calculated as the ratio of total
estradiol to sex hormone–binding globulin.

The investigators measured the levels of
serum osteocalcin and bone-specific alka-
line phosphatase (BSAP), markers of bone
turnover, at 12 months. They also mea-
sured total hip and lumbar spine BMD at
24 months in women who adhered at
least 80% to the study protocol.

Women in the lowest quintile of bioavail-
able estradiol had significantly greater
drops in osteocalcin and BSAP than women
in the highest quintile of bioavailable estra-
diol in response to therapy. In women in
the lowest quintile, there was also a trend
toward greater improvement in total hip
BMD, versus women in the highest quin-
tile. Spine BMD was unaffected. “Mea-
surement of bioavailable estradiol levels
identifies women for whom the ultralow-
dose 0.014-mg/day transdermal estrogen
therapy may have significant reductions in
bone turnover,” wrote the authors 

During a press conference, however,
Dr. Huang warned it is still not clear
whether the women who appear to have
the most to gain from estradiol therapy—
those with very low baseline bioavailable
estradiol levels—may also be the most
vulnerable to the effects of hormone ther-
apy on cardiovascular health. ■

Antiresorptives
Cut Low-Trauma
Fracture Risk
M O N T R E A L —  Antiresorptive drugs re-
duce the risk of low-trauma, nonvertebral
fractures in women over 50, and women
with a prevalent fracture or frank osteo-
porosis have most to gain from these drugs, 
according to a study presented at the an-
nual meeting of the International Bone and
Mineral Society. 

Dr. Suzanne Morin, of McGill Universi-
ty, Montreal, and colleagues obtained data
from the Canadian Multicentre Osteo-
porosis Study (CaMos), in which more
than 6,000 women over age 50 were ran-
domly selected from across Canada. De-
mographics, medical history, and bone min-
eral density (BMD) were collected. 

The researchers conducted a case-control
analysis of the data. Women with self-re-
ported incident low-trauma fractures, ex-
cluding fractures of the head, hands, feet or
vertebrae, were matched with controls
with respect to time in study, age, prevalent
osteoporosis, prevalent vertebral deformi-
ty, prior clinical low-trauma fracture, and
baseline BMD availability; 477 cases and
1,377 controls were included. Among cas-
es, 37% were current users of antiresorp-
tive agents (estrogen, bisphosphonates, se-
lective estrogen receptor modulators
[SERMs], and calcitonin) versus 41% of
controls. Antiresorptive drug use was tied
to an adjusted odds ratio of 0.68 for risk of
a low-trauma fracture. Among those with
a prevalent fracture or a BMD indicative of
osteoporosis, OR was 0.58, versus 0.88 for
women with neither of these risk factors.

—Alison Palkhivala
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