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Therapeutic options for postmenopausal women
with indications for some form of sex steroid ther-
apy have increased significantly in recent years.
This is fortunate, as clinicians will find that toler-
ance and response to different products often vary
widely within and between different patients. Un-
fortunately, the scientific literature is less than
helpful in predicting the anticipated individual re-
sponse to therapy because of a general lack of head-
to-head (direct product comparison) studies.

Estradiol valerate, an oral esterified estrogen,
has been long available and widely tested. In the
reviewed product, 2mg of estradiol valerate is com-
bined with either 2mg or 3mg of the hybrid proges-
togen, dienogest.

The key studies cited in the accompanying pa-
per report on the effects of these combination prod-
ucts on endometrial response, bleeding, symptom
response, and certain metabolic parameters. Ex-
cept for effects on climacteric symptoms and
bleeding profiles, no data are given for actual out-
comes such as myocardial infarction or osteopo-
rotic fractures, although inference is made to bio-
logical markers. This remains a weakness in the
knowledge regarding most of the sex steroids.

It is unfortunate that these studies continue to
utilise and rely on the discredited and invalidated
Kupperman index, rather than utilising modern ac-
ceptable tools for symptom and quality of life eval-
uation. Nonetheless, the vasomotor response is sat-
isfactory at all doses tested.

The endometrial and bleeding responses are
slightly more difficult to evaluate. The lower rates
of bleeding in the lower dose of estradiol valerate/
dienogest, as compared to the higher dose estradiol
valerate/dienogest or to the estradiol valerate/
norethisterone acetate could be anticipated, given
the general trend to lower dose combination therapy
with sex steroid products.[1-3] The dose-ranging
studies with estradiol valerate/dienogest suggest
that this might be so, but would have been en-
hanced by testing lower doses of estradiol valerate
as well.

Finally, the question of whether the attenuation
of the effects of estradiol valerate on certain param-
eters such as estradiol-induced serotonin produc-
tion or thromboxane formation by the addition of
the progestogen dienogest, remains unanswered.
Clearly, there is an urgent need for adequately pow-
ered, long-term, randomised and blinded clinical
studies utilising these products with proper out-
come factors as endpoints, such as the incidence of
myocardial infarction and venous thrombo-
embolism. ▲
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