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Abstract
The treatment of a condition with no known cause such as unexplained infertility is
unsurprisingly controversial. The alternatives that have been suggested for the first-line treatment
are expectant management, ovarian stimulation, intra-uterine insemination (IUI) with or without
ovarian stimulation or IVF. As far as live births are concerned, the choice has realistically been
narrowed down to IUI with ovarian stimulation by low-dose gonadotrophins using strict
cancellation criteria versus IVF. In several well-designed studies, three cycles of the former have
proved as successful as one cycle of IVF. As IUI is less invasive, more comfortable for the
patient, markedly less expensive and safe with a high compliance rate, it should be recommended
for the first-line treatment of unexplained infertility for couples in whom the female age is not
more than 38 years.
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The choice of treatment for unexplained infertility is made all the more difficult and
controversial by the fact that we have no idea what causes the condition, no agreed definition and
that not a few cases will spontaneously resolve. The debate has mainly centered on the merits of
intra-uterine insemination (IUI), mostly with ovarian stimulation, compared with IVF/ICSI as
first-line treatment. The argument was brought to a head by the National Institute for Health and
Care Excellence (NICE) in the UK who published guidelines in 2013 stating that after two years
of unexplained infertility, IVF should be offered, with the complete exclusion of IUI. The public
funding authorities gleefully jumped on the bandwagon and refused funding for IUI. It is a
tribute to the integrity of practitioners in the UK that the majority completely ignored these
guidelines. This recommendation brings to mind the award to Qatar to host the next football
world cup. There is no evidence whatsoever to justify these two inexplicable decisions as IUI has
many advantages over IVF and Qatar is not exactly one of the world’s leading football nations
and the original dates accepted were to play at the height of summer in temperatures topping 40
degrees.. I am ignoring here the rumoured whiffs of commercialism and will concentrate on the
hard data.
Comparisons of treatment options are only really relevant when optimal protocols are employed
to produce the best and safest results. As regards IUI for the treatment of unexplained infertility,
it has become obvious that its combination with ovarian stimulation by gonadotrophins is
superior to its use in a natural cycle or with clomifene or letrozole (Cantineau et al, 2021).
Gonadotrophins used for this purpose should be given in a low-dose regimen while observing
strict cancellation criteria when, for example, more than three follicles greater than 14mm
diameter are produced. Over the female age of 38 years, IUI should probably not be the first-line
treatment.
2

Ideally, when IVF is used to treat unexplained infertility, elective single embryo transfer should
be employed. Both this and the use of a low-dose gonadotrophin protocol in IUI are, of course,
employed for the prevention of multiple pregnancies.
In a 1 to 1 cycle comparison of results between IVF and IUI for the first line treatment of
unexplained infertility, IVF has a superior live birth rate. Three cycles of IUI have mostly been
compared to one cycle of IVF and this comparison evens up the results. Numerous wellconstructed evidence-based studies support IUI as first-line treatment. Three randomized
controlled trials (RCT’s) have compared IUI and IVF (Custers et al., 2011; Bensdorp et al.,
2015; Nandi et al., 2017). Each of these studies used ovarian stimulation with IUI and reported
similar live birth outcomes for three to six IUI cycles as for one to two IVF cycles.
In a Cochrane analysis of women who were treatment-naive there was no conclusive evidence of
a difference in live birth rates between IVF and IUI with ovarian stimulation by
gonadotrophins (Pandian et al, 2015). In the latest collection of data including eight RCT’s
(Nandi et al, 2021), a sensitivity analysis based on women’s age and a history of previous IUI or
IVF treatment showed no significant difference in the live birth rates (RR 1.01, 95% CI 0.88–
1.15) in treatment-naïve women younger than 38 years. Importantly, there was also no difference
in multiple pregnancy rates.
No special infrastructure is involved for IUI which is much less expensive than IVF. IUI with
ovarian stimulation has repeatedly been shown to be cheaper per live birth than IVF (Tjon-KonFat et al, 2015; van Rumste et al, 2014). In an enormous study utilizing the Human Embryo and
Embryology Authority (HFEA) database in the UK, Bahadur et al, (2020) showed that not only
is IUI safer than IVF for the treatment of unexplained infertility but also considerably more cost-
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effective per live birth. Despite there being no evidence of an improvement in pregnancy rates by
employing ICSI for couples with a diagnosis of unexplained infertility rather than standard IVF,
many units use this procedure routinely making the treatment even more expensive and labour
intensive.
In countries with limited resources and where IVF is not available or very expensive, IUI is often
the only treatment for unexplained infertility. Conversely, in other countries where private IVF
clinics rule the roost, there is often no incentive to perform IUI when IVF is a much more
lucrative alternative.
The procedure of IUI still has room for improvement. Stricter adherence to cancellation criteria
using a low-dose gonadotrophin ovarian stimulation will further reduce the multiple pregnancy
rate. In addition, the use of slow release insemination, rather than a bolus, has been showing
some promise in improving results (Marschalek et al, 2020). The hypothesis behind this is that a
persistent low concentration of spermatozoa might prolong the period of potential fertilization
matching more closely the physiological course of events as compared with a bolus
insemination.
From the patients’ point of view, IUI is less invasive, carries minimal risks and has a much
higher compliance than IVF with its high drop-out rate. Once in an IVF programme, there is no
resorting back to IUI. One year after the ‘diagnosis’ of unexplained infertility is made the
spontaneous pregnancy rate is high and even after two years, spontaneous pregnancies occur. If
deciding to treat during these time periods, then surely it is much more logical to use IUI with a
reasonable chance of a spontaneous or induced pregnancy and leave the more difficult, invasive
and expensive option of IVF still open for those who fail to conceive.
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Even the Americans, not usually well known for adopting a conservative approach, have been
advised by the Practice Committee of the ASRM in 2020 that the best initial therapy is a course
(typically 3 or 4 cycles) of ovarian stimulation with oral medications and intrauterine
insemination (OS-IUI) followed by in vitro fertilization for those unsuccessful with OS-IUI
treatments.
Now that common sense has prevailed and the dates of the football world cup have been changed
to the winter months in Qatar, surely, also using common sense, we can adopt IUI as the firstline treatment for unexplained infertility for eligible couples rather than IVF.
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