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Perception in Reproductive Medicine

The role of uterine factor in infertility has been exemplified by better pregnancy rates found in gestational
carriers even with use of donor egg IVF instead of own uteri in infertile women. Not only were PR’s improved
but further it was shown that even beyond window of implantation time it reduced rates of prematurity
,low birth weight and further diseases associated with defective implantation like preeclampsia and thus
even fertile women need to be checked for uterine factors like fibroids endometriosis etc. and further
exemplified by Fleming et al. [1]. Evans [2] & Taylor [3] regarding role of uterine programming in long
term planning of offspring even in adulthood as exemplified by rodent studies as well.

Introduction

The rates of pregnancy and associated adverse perinatal outcomes following spontaneous
pregnancy are much less in contrast to pregnancies following Assisted Reproductive
Technology (ART) that includes low birth weight and increased rate of preterm delivery and
low birth weight. Whether this is effect of infertility, age of mother, laboratory techniques
like fertilization and embryo vasculature or supraphysiological hormonal levels from ovarian
stimulation is debatable. The role of uterine endometrium in success of fertility treatments
has also been controversial. Some studies on donor oocyte outcomes found that uterus does
not play a significant role [4-6], while others showed an increased risk of gestational diabetes,
preeclampsia, abnormal placentation, with increased risk of delivery by lower segment
caesarean section [7-9]. Poor endometrial receptivity with low pregnancy rates are associated
with particular uterine conditions [10]. Thin endometrium, fibroids, endometriosis and
adenomyosis are examples of poor endometrial receptivity with failure of conception. A lot
of these are present in the infertile women, with them going undiagnosed in some of them.
Once none of these defects are present, role of uterine receptivity in In Vitro Fertilization (IVF)
success remains controversial, the reason being that the eggs and uterus are interlinked in
most of the women who undergo IVF, which makes it difficult to find what can be attributed to
egg versus endometrium in IVF success. It has been seen that oocyte donation may overcome
the effect of ageing and restore fertility in women no longer developing viable eggs, but it
has still been difficult to find the role of uterine related defects independently in the infertile
population. It has been seen that gestational carriers have greater implantation along with
clinical pregnancy and live birth rates, which gives a suggestion that uterine factors are a
contributing factor in the infertile population [11-14].
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Methods
This study was extending the work of Segal et al. [15] who
studied for the first time the effect of uterine factor in an infertile
population compared to healthy fertile women by seeing the
outcome of oocyte donation cycles in women who used gestation
carriers vis a vis their own uteri. Since all eggs used are donor eggs,
differences in pregnancy rates may be attributed to the uterine
environment instead of egg quality. By including large number of
cycles that was available to them through the Society for Assisted
Reproductive Technologies (SART) database, gave them power to
differentiate the effects of uterine defects on fertility. The data that
could be retrieved from SART database was pregnancy outcome,
birth weight and gestational age at deliveries. They analyzed>20,000
donor oocyte cycles of which almost 2000 were gestational carrier
cycles that resulted in>1000 deliveries, although over 18,000 were
intended parent recipient cycles that resulted in >7000 deliveries.
Patients who used a gestational carrier had a significantly greater
adjusted odds ratio(aOR) of pregnancy [aOR1.33] and live birth
[aOR1,37]. The results were not influenced by age adjustment
,which suggested that uterine defects are not simply a result of an
aging uterus. In fertile population there is 30% to 40% increase in
pregnancy rates that can be ascribed to lack of uterine implantation
defects. Thus, a greater examination of the uterus/endometrial
receptivity are needed critically.
Besides higher pregnancy rates in the gestational carrier
cycles, there were improved outcomes of pregnancies. Among
singletons the rate of prematurity got reduced associated with
increased birth weights. A suggestion was got that uterine defects
influence gestation much after the window of implantation.
Normally poor/shallow implantation associated with defective
decidualization are thought to contribute to fetal well-being,
pregnancy complications and prematurity. Besides that, there is
a role of uterus in developmental programming as seen by many
adult health and disease related issues are impacted by fetal
exposures and influenced by uterine environment [16]. Normally
SART does not keep a track of long-term health outcomes which
might not be clinically seen for many decades. Though the role of
uterus in fetal programming affecting adult health has been well
established in animal models ,the difficulty in identifying uterine
defects and keeping a track of offspring over many years make
this data little in humans. There is reason to believe uterine factor
infertility has far greater implications than that of infertility perse.
The long-term health of an individual who gestated in an impaired
or defective uterus might get compromised.

Conclusion

Although the role of the uterus is now better defined in oocyte
donor recipients, it is likely that the same principles probably apply
to all infertility patients. Can we identify uterine defects and correct
them? We can attempt to treat some like endometriosis although
very resistant to treatment, hydrosalpinges, polyps and fibroids.
But thin endometrium, adenomyosis and peritoneal inflammation
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might be more difficult to correct, however one needs to understand
further how these conditions affect endometrium so that we can
try to work out enhanced therapies. Thus, importance of thorough
evaluation of uterine factor might not only benefit from fertility
perspective but improve health outcomes in the fertility it may also
help improve multiple health outcomes in the offspring.

It is thus important that when counseling for preeclampsia one
should include uterine evaluation. It is possible that implantation
defects are more common than are currently recognized. Infertility
might probably be a representation of one of the most extreme kinds
of implantation defect, in which pregnancy does not occur. Some
fertile women have shallow or defective implantation instead of
failed implantation. It is well recognized that defective implantation
is associated with pregnancy complications and might be associated
with defective fetal programming. Thus, even couples who have
not presented with infertility might get a benefit from a proper
uterine evaluation to avoid unwanted pregnancy complications to
optimize fetal development. Further Evans et al. [2] reviewed on
how development of biomarkers for prediction of uterine diseases
and pregnancy disorders along with future avenues of investigation
to improve fertility and enhance endometrial function.
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