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Introduction

Subfertility is said to be idiopathic or unexplained when a couple
does not conceive and no definite cause of subfertility can be
diagnosed after a complete evaluation. Up to 25% of patients who
present themselves for investigation in a reproductive medicine clinic
are diagnosed with unexplained subfertility. It is a multifactorial
disorder of reproduction. Many are based on the disruption of
biological process that are crucial to the functioning of a normal
endometrium, for example lesions in the molecular repertoire that are
crucial to implantation, luteal phase defect and microscopic
endometriosis. In the absence of a correctable abnormality, the default
therapy for unexplained subfertility is empiric.

Several key events are necessary for conception to occur. A mature
egg must be released from the ovary. The egg must be picked up by a
fallopian tube and then fertilised by sperm. The embryo must be
transported to the uterus by the fallopian tubes. Finally the embryo
must implant into the uterine lining and develop. Subfertility results
when a problem develops in one or more of the steps in this process.
Subfertility is defined as one year of unwanted non-conception with
unprotected intercourse in the fertile phase of the menstrual cycles.
Infertility (or sterility) refers to the absolute inability to conceive and
monthly fecundity rates (MFR) is the probability of achievement of
pregnancy within one menstrual cycle [1]. The average monthly
fecundity rate in humans is only 20%. The major factor affecting the
individual spontaneous pregnancy prospect is the time of unwanted
non-conception, which determines the grading of subfertility [2]. Most
of the pregnancies occur in the first six cycles (80%). After that, serious
subfertility must be assumed in every second couple (10%). Five
percent of the couples are definitive infertile with a nearly zero chance
of becoming spontaneously pregnant in the future. With age,
cumulative probabilities of conception decline because heterogeneity
in fecundity increases due to a higher proportion of infertile couples
[1,2].

Secondary subfertility is defined as the inability to become
pregnant, or to carry a pregnancy to live birth, following the birth of
one or more biological children [3].

Subfertility is said to be idiopathic or unexplained when a couple
does not conceive and no definite cause of subfertility can be
diagnosed after a complete evaluation. Up to 25% of patients who
present themselves for investigation in a reproductive medicine clinic
are diagnosed with unexplained subfertility. The diagnosis is usually
made after investigations show normal semen parameters, ovulatory
concentration of serum progesterone in the mid-luteal phase, tubal
patency and a normal uterine cavity [4].

It is important to emphasise to couples with a diagnosis of
unexplained subfertility that they have only had essential, simple
fertility tests that do not always assess function. For example, despite
showing tubal patency, normal transport of eggs and sperm in tubes
has not been evaluated as no test for this is available. Although a
woman may have an ovulatory concentration of serum progesterone
and this indicates formation of corpus luteum, it does not necessarily
mean an egg has been released nor that an egg has been picked up in
the fallopian tubes. Even for women who ovulate, there is no
information about oocyte quality and consequent embryo quality after
fertilisation. Despite normal semen parameters, the sperm may fail one
of the steps needed to fertilise the oocyte.

It remains unclear whether the basic subfertility assessment should
also test for antisperm antibodies, adequate cervical mucus
production, timely development of secretory phase endometrial
responses, presence of adhesions and evidence of pelvic endometriosis.
At present, even the most sophisticated diagnostic assessment cannot
reveal all of the possible abnormalities. Therefore, unexplained
subfertility appears to represent either the lower extreme of the normal
distribution of fertility or it arises from a defect in fecundity, which
cannot be detected by the routine infertility evaluation [4].

Epidemiology of Unexplained Subfertility

The average incidence of unexplained subfertility has been reported
to be approximately 25%; the incidence varies from 0% to 37% [5,6]. It
has been clearly demonstrated that the chance of conception in such
couples is most closely related to the duration of their infertility, the
age of the female partner and whether the infertility is primary or
secondary. It is agreed that an eventual pregnancy rate of 60-70% will
be achieved after 3 years of follow up with no specific treatment [2,4].
The decision as to whether it is appropriate to treat a couple for
unexplained subfertility or to wait for spontaneous pregnancy is
dictated largely by the duration of subfertility, the woman’s age and
the couple’s wishes. A woman over 35 should be advised to start
treatment earlier than a younger woman. The spontaneous monthly
fecundity rate declines with increasing duration of unexplained
subfertility. After 3 years, the spontaneous pregnancy in untreated
couples with unexplained subfertility falls to 40%, after 5 years to 20%
[1].

Couples with unexplained subfertility suffer from both diminished
and delayed fecundity, compared with the 20% to 25% that would be
expected in normal fertile couples. In a review of unexplained
infertility studies, the average cycle fecundity in the untreated control
groups was 1.8% in 11 non-randomized studies and 3.8% in six
randomized studies [7].
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Possible Causes of Unexplained Subfertility

The underlying basis for infertility in patients with unexplained
subfertility is not known. In some of these women, an “endometrial
factor” may be involved in the infertility and there may be a primary
derangement in the expression of the endometrial genes crucial to
implantation [8]. In addition, the human endometrium is the end
organ for the signal derived from the hypothalamic-pituitary-ovarian
axis. Therefore, the aetiological factor(s) causing infertility may
secondarily cause an alteration in the molecular repertoire of the
endometrial receptivity [8]. In either case, such aberrations may be
specific and thus may allow diagnosis of infertility. At the present
time, only limited information exits regarding the genes that account
for endometrial receptivity in humans and whose aberrant expression
is associated with infertility [8].

It is conceivable that various types of subfertility may primarily or
secondarily affect the regulatory mechanisms involved in implantation
and lead to lesions in the molecular repertoire required in this process

[8].

Serological tests have identified the presence of anti-sperm
antibodies in couples with unexplained subfertility, although a clear
association between the presence of these antibodies and unexplained
subfertility has yet to be established [8]. Antiphospholipid antibodies
have also been linked but this is a difficult association to prove since
assays for antiphospholipid antibodies other than anticardiolipin are
not standardized [9].

Ongoing research into unexplained subfertility has now led to a
greater number of theories for the cause and establishment of the
disease. It is a multifactorial disorder of reproduction. Many are based
on the disruption of biological process that are crucial to the
functioning of a normal endometrium, for example lesions in the
molecular repertoire that are crucial to implantation, luteal phase
defect and microscopic endometriosis. Furthermore, sperm
dysfunction and occult chlamydia infection have also been associated
with unexplained subfertility [9].

Management of Unexplained Subfertility

A lack of agreement exists regarding the diagnostic tests to be
performed and their prognostic value as well as criteria of normality
[9]. Variation in the way different investigators interpret their data,
together with the difficulty in performing prospective randomized
trials, have resulted in today’s differences in opinion and practice
among specialists. The diagnosis is usually made after investigations
show normal semen parameters, ovulatory concentrations of serum
progesterone in the mid-luteal phase, tubal patency and a normal
uterine cavity [4].

In the absence of a correctable abnormality, the default therapy for
unexplained subfertility is empiric. Expectant treatment is the option
of choice for young patients with a short period of subfertility. The
spontaneous pregnancy rate is very high (60%) in this group of

patients within 2 years, however for subfertility greater that 3 years
duration and particularly if the female partner is older than 35 years,
monthly fecundity rates in unexplained couples are 1% to 3% [9]. If
the above measure fails to achieve pregnancy, intrauterine
insemination (IUI), superovulation with oral or injectable
medications, combinations of IUI with superovulation and assisted
reproductive technologies (ARTSs) could be performed [9-16].
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