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Opinion
Sterility is becoming an increasing issue, with estimated
every seventh couple experiencing an unfulfilled desire to have
children for more than a year [1]. As fulfilling the wish for a child is
postponed in later periods of time by more and more women there
is an increasing number of reproductive treatments, especially
in-vitro fertilization (IVF) and intracytoplasmatic sperm injection
(ICSI). Up to now, more than eight million children have been born
after IVF or ICSI worldwide [2]. There are several potential causes
for sterility. The three main reasons for sterility are disorders of
ovarian function, anatomical causes, as pathological tubal patency
or diminished motility of the tubes, and andrological subfertility
[3]. Around 30% of all infertile women have anovulatory cycles.
Mostly, this is attributed to polycystic ovaries (PCOS) characterized
by high androgen levels, oligo- amenorrhea and enlarged ovaries >
34 mm with at least 20 peripheral antral follicles < 10 mm [4]. The
relationship between hyperandrogenaemia and sterility has already
been clearly proven. At the same time an increasing evidence for
low androgen levels being a risk factor for sterility in women can
be detected within the literature. Nevertheless, data regarding the
connection between female androgen levels and sterility, as well
as conception rates after fertility treatment in these patients are
sparse and rather contradictive [5].
At the beginning of this year our research group did publish
the results of a monocentre retrospective study showing that there
does not exist a significant correlation between female androgen
blood concentrations and reproductive outcomes. However, there
was a trend to higher conception rates after fertility treatment
in women with higher blood concentrations of testosterone,
androstendione and dehydroepiandrosteronsulfat [6]. We
conclude that the relationship between serum androgen levels in
women and sterility as well as reproductive outcomes should be
investigated in larger prospective multicentre studies. Although
hypoandrogenaemia is almost not considered with high awareness

in women under sterility therapy it seems to be logical that it might
be a risk factor for unsuccessful treatment. Androgens as well as
estrogens count to steroid derivates being the main products
of ovarian synthesis. A disturbed ovarian function goes along
with a lower conception probability even under sterility therapy.
Premature ovarian failure being regarded as the extreme form
of ovarian dysfunction is characterized of cumulative pregnancy
rates < 5% [7]. Based on these pathophysiologic findings several
therapeutic approaches have been introduced into reproductive
medicine within the last years. For improving conception rates a
substitution with androgens, especially dehydroepiandrosterone
(DHEA), is recommended by several working groups-particularly
before the use of assisted reproductive technologies. Interestingly,
for some years – even though experimental – androgens, mostly
DHEA in a dose of 25 mg three times a day, have been applied to
women with limited ovary reserve over a period of 2-3 months
before starting hormonal stimulation treatment. This should
stimulate follicles to grow and the amount of punctured eggs to
increase. Triantafyllidou et al. state that after poor response to an
ovarian stimulation treatment due to limited ovarian reserve, the

steroid synthesis and the follicle recruitment might be increased
by giving DHEA [8-9]. This means the number of maturing preantral follicles and possibly also the number of mature follicles
could be increased. In contrast, there are also authors who do
not recommend androgen substitution with women with fertility
problems for lack of evidence. Yeung et al., for example, published
a small placebo controlled randomized study: 16 women with poor
response were gaining DHEA. This did not affect the pregnancy rate
[10]. Only limited data has been available so far to explain the benefit
of an androgen treatment with women with fertility problems. For
this reason, the American Endocrine Society does not recommend
androgen substitution in its guidelines. A severe problem can be
seen in the fact that any clear definition of the androgen deficiency
syndrome in sterile women does not exist.
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All in all androgen substitution in women with unfulfilled
wish for a child receiving fertility treatment might be a promising
therapeutic approach with low risk-especially before initiating
a therapy with multi-follicular stimulation. The challenges for
the future will be to create more clinical evidence with the aid of
prospective clinical trials and to define the syndrome of androgen
deficiency in women with sterility with the possibility to find
groups of patients who might benefit from a pre-therapeutic
androgen supplementation.
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