EDITORIAL

What should be the upper age limit for reproduction?

The STRAW staging system!" describes the vatrious
stages of reproductive aging based on ovarian aging.
The ovary is probably the only organ in a human
being that stops functioning during the lifetime of
an individual much before the woman actually dies.
The final menstrual period therefore, symbolically and
physiologically indicates the end of a woman’s capability
of reproduction. There are many theories™! that have
tried to describe why menopause takes place and even
though none is entirely convincing, menopause is
universally accepted as the final nail in the coffin after
which a woman cannot reproducel

Itis also very well-known that a normally functioning ovary
has profound effects!*! on neatly all organs and systems
in the body through the ovarian hormones estrogens and
progesterone. As ovarian function declines it affects both
reproductive and nonreproductive functions. A woman
therefore goes through a major period of physiological
readjustment at menopause. And thus, a woman accepts
her inability to bear a child when she reaches menopause.

The last century has however witnessed dramatic
changes in social behavior, norms, and practices. Women
empowerment across the globe has enabled the woman
to become more independent in her approach to life.
In India as well, women are more educated, get martied
late, and even think of family building as an obstacle to
their careers! Reproduction is thus the last priority for
the modern woman. Additionally, phenomenal leaps in
scientific advancements and medicine have increased the
longevity of mankind. The average age of an Indian woman
is now 68 years! and the average age of menopause is
46 years.l" Therefore, a woman now lives about 2 decades
of her life after menopause and as perimenopause sets in
13 years before,l"! a woman getting married in her 30s has
an already compromised ovarian reserve. Age therefore is
a major factor when reproductive function is concerned
although some studies have found the oocyte quality is
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not very much effected if the woman is under 35 even
though the quantity of oocytes is less.

The question then is what should be the upper limit
for reproduction? If we follow nature and its rules, at
least 15 years before the age of menopause—before the
endocrinal changes set in.

Contrarily, assisted reproduction has virtually changed the
entire approach to reproduction by introducing third party
reproduction. Today it is possible for postmenopausal
women to become mothers. The oldest mothers were
70 years!""! when they bore children and many such case
reports are found on the internet even though they may not
be scientifically reported. Increasing reports of difficulties
that these mothers are facing are also found. Rajo Devi who
bore a child at age 70, never recovered from the surgery
but was still proud to have gone through the pregnancy."”!

Even if these stray incidents of complications are ignored
keeping in mind the social ostracism that these women
undergo because they are barren, the medical fraternity
must not forget the findings of the Women’s Health
Initiative (WHI).'" Many couples approach the 7 vitro
tertilization (IVF) centers in India today where the common
request for IVFE is the loss of a child, mainly a male child.
Such women are well past their menopause, generally 50+.

The WHI study clearly states that the risk of stroke and other
cardiovascular events, breast cancer, and endometrial cancer
is increased if hormone replacement treatment (HRT) is
given to women well past their menopause.'!! The recently
published!"” long-term analysis although controversial, still
maintains that both estrogens and progestrogens increase
the risk of stroke, thromboembolism, and breast cancer.
Assisted Reproductive Techniques (ART) entail giving
both estrogen and progesterone to these postmenopausal
women for prolonged periods. It might be argued that the
hormones ate not given for long duration, butit is also true
that in many patients endometrial preparation may not be
adequate first time and many cycles may be tried before
an optimal endometrium is formed. Moreover, in many
centers it is a practice to carry out mock cycles before the
actual treatment cycle in order to get better results.!' This
definitely means prolonged use of the hormones and even
more if the patient becomes pregnant!

There is paucity of IVF data as far as the use of ovarian
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hormones is concerned, but attention is now turning
towards this as more and more reports of breast cancer
are coming in. A recent review on the risk of breast cancer
in IVF™ does not implicate the process, but advises that
morte research be done. Moreover, the studies included in
this review did not target the elderly population.

Although, the jury is still out on what should the
upper limit of age be for reproduction, these medical
complications which are debilitating and life-threatening
must not be ignored. A recent study on aged men!"
from 71 to 93 years concluded that high normal
levels (34 pg/ml) of estradiol increased the risk of stroke
to two-folds, while there was little risk at lower levels.
Postmenopausal women also have similar of levels of
estradiol so it can be extrapolated that older women may
behave similarly. Therefore, one must not forget the
lesson learnt from the WHI trial and the “window of
opportunity” that is available to us. While it may be safe
to give hormones after adequate screening to women
who are perimenopausal or recently menopausal, the
older woman who has been menopausal for more than
5 years, must not be given hormones. Therefore, it may
be rational to conclude that women who are otherwise
fit and recently menopausal maybe allowed to go through
a pregnancy whilst the post postmenopausal women
must be refused treatment on medical grounds. There
is however, an urgent need to collect and report data on
the long-term effects of hormones and outcome of these
postmenopausal pregnancies in order to settle this issue.
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