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Abstract
Unexplained infertility has represented about 22-28 percent of infertility causes (1)

The diagnosis is based on exclusion of common causes using standard fertility investigation.

Over the years the causes of unexplained infertility or subfertility have been identi�ed in pre-existing
associated pathologies, such as alterations of the immune system, thyroid dysfunctions, coagulopathies,
reducing the unexplained infertility to 15% of infertility causes
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Studies regarding in�uence of psychological factors on the development of infertility highlighted that
spontaneous pregnancies following adoption or the decision to remain childless are absolute exceptions.
The link between stress and infertility in humans is still unclear. For many women the effect of infertility
and the subsequent medical therapy represents a considerable emotional stress (3).

Accordingly, the relationship between the environment and the reproductive capacity has been proved to
have a direct correlation.

Previous work demonstrated that stress is associated with changes in eating habits and exercise,
resulting in a complicated spectrum of reproductive disorders (4).

However, the potential impact of the interrelationship between stress and frequency of sexual intercourse
on reproductive e�cacy wasnot su�ciently described.

The low frequency of sexual intercourse in the couple is often not mentioned during the anamnestic
investigation, mostly because this issue is a source of frustration and shame.

Psychological stress, physical fatigue, lack of adequate time and geographical distance represent the
main determinants of low frequency of sexual intercourse. Therefore, there is a considerable proportion
of couples with unexplained infertility  that is treated with assisted reproduction techniques, who would
have been able to naturally conceive a baby by simply increasing their sexual activity (5)
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In order to assess the potential impact of insu�cient sexual activity on infertility, we studied whether
recent COVID-19-releated lockdown in Italy had any effect on conception ability of couples with
unexplained infertility. We included in our study N=50 couples with unexplained infertility referring to our
center at San Filippo Neri Rome, Italy. In these couples, medically assisted procreation techniques were
temporarily suspended because of the lockdown, as imposed by Italian Institute of Health. The mean age
of these patients was 38.8 +/-1.8 years old. AMH-assessed ovarian reserve was normal for the age.
Among male partners, 66% (N=33) was normospermic, the remaining 34% (n17) had moderate
oligoastenospermia. All the couples did not provide consistent information regarding their sexual activity.
Ovulative endocrine disorders or mild male factor were advocated as possible causes of infertility in
these couples.

Interestingly, we found that 7 couples (14%) conceived naturally after years (average 2+/- 0,7 years) of
infertility. The mean age of these patients was 38.5 +/-0.8 years old, statistically not signi�cant with
mean age of the total group

All the seven couples were contacted by phone and all con�rmed a signi�cant  increase in sexual activity,
from an average of 2/month to three times/week (p< 0,00001). They all stated that the longer time spent
together at home contributed to the increase of their sexual activity.

The most surprising fact is that the spontaneous pregnancies rate is so signi�cantly close to that in the
literature of unexplained infertility. (14% vs 15% p = 0.9 )

Therefore, lockdown and smart working during the pandemic have increased the frequency of sexual
intercourse, unmasking the real cause of infertility or unexplained subfertility in these couples. It seems
unlikely that a reduction of psychological stress would have contributed to the success to the natural
conception of a baby in these seven couples, because of the extremely high stress levels felt in Italy
during these months, in which more than 25.000 deaths due to COVID-19 were reported.

Our observation suggests that insu�cient sexual activity should always be ruled out in couples referring
to reproductive centers for fertility issues. The real impact of insu�cient sexual activity on unexplained
infertility warrants further clarifcation in larger studies.
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