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Although HT is 
a mainstay of 
treatment for 
women with POI, 
it is uncertain  
which approach  
to HT is most 
effective in terms 
of bone mineral 
density

Which hormonal management  
approach for women with premature 
ovarian insufficiency is best for bone?

The use of combined oral contraceptives (COCs) 
in 119 women with a mean age of 30.3 years 
who had premature ovarian insufficiency was 
associated with the most positive trends in 
bone mineral density (BMD). Bone density scans 
revealed that women who used COC or high-dose estrogen 
plus progesterone therapy (EPT) had increases in BMD at 
the lumbar spine, while women who used no treatment or 
low-dose EPT experienced declines in lumbar spine BMD.
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Premature ovarian insufficiency (POI) 
refers to a condition in women in 
whom ovarian function ceases prior 

to age 40 years. Although hormone therapy 
(HT) is a mainstay of treatment for women 
with POI, it is uncertain which approach to 
HT is most effective in terms of bone mineral 

density (BMD). Investigators recently pub-
lished their results of an observational study 
that aimed to evaluate the use of combined 
oral contraceptives (COCs) for preserving 
BMD in women with POI.

Details of the study
At an academic center in Brazil, Carvalho 
Gazarra and colleagues identified women 
with POI who had undergone 2 or more 
BMD assessments performed 2 or more 
years apart.1 HT regimens (all of which were 
taken continuously) employed the follow-
ing: a COC with ethinyl estradiol (EE) 30 µg 
and levonorgestrel; low-dose estrogen plus 
progestin therapy (EPT, conjugated equine 
estrogen [CEE] 0.625 mg with medroxypro-
gesterone acetate or estradiol 1.0 mg with 
norethindrone acetate); or high-dose estro-
gen plus progestin (CEE 1.25 mg or estradiol 
2.0 mg combined with the same progestins).
Results. Among 119 evaluable women with 
POI (mean age, 30.3 years), the use of COC 
was associated with the most positive BMD 
trends. For women using COC or high-dose 
EPT, BMD at the lumbar spine increased. By 
contrast, BMD of the lumbar spine declined 
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in women who used no treatment or low-
dose EPT.1

Other studies’ take on dose, 
route of administration, and cost 
considerations
Sequelae of POI include infertility, bother-
some hot flashes, vaginal dryness, sexual dys-
function, mood disorders, and an elevated risk 

of cardiovascular disease, dementia, Parkin-
son’s disease, and osteoporosis. Importantly, 
clinicians and patients need to understand 
that the results from the Women’s Health Ini-
tiative studies do not apply to women with 
POI.2 Physiologic doses of HT (that is, doses 
higher than those used to treat menopausal 
symptoms in women with normal/spontane-
ous menopause) are appropriate for women 
with POI, at least until they reach the normal 
age of menopause (51 to 52 years).

A clinical trial conducted in Scotland 
in women with POI found that high-dose 
transdermal estrogen (application of one 
to two 0.1-mg estradiol patches) daily had 
an impact on BMD that was more positive 
than that of an oral contraceptive formulated 
with EE 30 µg.3 Likewise, a trial in the United 
States found that, among oligo-amenorrheic 
athletes, a hormone replacement regimen 
using a 0.1-mg estradiol patch had a more 
positive impact on BMD than an oral contra-
ceptive formulated with EE 30 µg.4

Although Carvalho Gazarra and col-
leagues acknowledged awareness of reports 
suggesting the skeletal health benefits of 
high-dose estradiol patches, in the Brazilian 
public health system oral hormone therapy 
is less expensive and oral contraceptives are 
available at no charge.1 ●

WHAT THIS EVIDENCE MEANS FOR PRACTICE

When replacing estrogen and progestin in young women who 
lack ovarian function, it is appropriate to use considerably higher 
doses than those used to treat bothersome vasomotor symptoms 
in women with normal/spontaneous menopause. From the per-
spective of venous thromboembolism risk, the transdermal route 
of administration is safer than the oral route,5 and the Scottish 
and US studies discussed here indicate that transdermal estradiol 
is an effective approach to maintaining skeletal health in young 
women without ovarian function. Accordingly, hormonal manage-
ment with high-dose transdermal estradiol with a progestin (such 
as progesterone 200–300 mg at bedtime or medroxyprogesterone 
5–10 mg daily) represents an appropriate strategy. In situations 
where transdermal estradiol plus oral progestin treatment is not 
covered by health insurance or acceptable to the patient, an oral 
estrogen-progestin contraceptive formulated with EE 30 or 35 µg 
will provide protection against bone loss.
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