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New research in our specialty is complex and exciting, and it is in our
interest to share some of it to stimulate research in our countries and
institutions. We start the presentation with brief summaries related to
women'’s health.

ON WOMEN'S HEALTH
CHEMICAL PRODUCTS AND REPRODUCTIVE HORMONES

Some chemical products commonly used such as plastics, resins,
pesticides, antiseptics, ultraviolet filters and preservatives in cosmetic
products may have an impact on reproductive hormone levels in
women. Longitudinal urine samples from 143 healthy premenopausal
women were measured for bisphenol A (used to make certain plastics
and resins, in containers that store food and beverages, such as water
bottles), five chlorophenols (used directly or converted into pesticides
and as antiseptics; small amounts may be produced when waste water
or drinking water is disinfected with chlorine), two ultraviolet (UV)
filters, and eight parabens and their metabolites (used as preservatives
in cosmetic products) over two menstrual cycles. Four factors -paraben;
paraben metabolites and BPA, phenols, and UV filters- were associated
with increased progesterone. The paraben factor and the paraben
metabolite and BPA factor were associated with increased estradiol.
The phenol and UV filter factors were associated with decreased
estradiol, FSH, and LH. The UV filter factor showed the strongestinverse
association with estradiol. Mixtures of phenols were associated with
changes in reproductive hormones®™. Such changes could contribute to
adverse health effects in women. Further research is necessary.

RESeEARCH OF THE CLIMACTERIC IN LATIN AMERICA

For 15years, the Collaborative Group for Research of the Climacteric
in Latin America (REDLINC) has studied several topics including age
of menopause, metabolic syndrome, quality of life and climacteric
symptoms, sexual dysfunction, poor quality of sleep and insomnia, and
use of menopausal hormone therapy (MHT) in the general population,
and the knowledge thereof among gynecologists. Data emerged for
this region include the age of menopause (49 years), high prevalence
of metabolic syndrome (42.9%), and a new waist circumference cut-off
value for the Latin American population (88 cm). Sexual dysfunction,
poor quality of life and sleep disorders have a prevalence of over 50%,
with obesity and sedentary lifestyles as important factors. MHT use is
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still low (12.5%). The prevalence of alternative
therapy use, recommended by physicians, is
high®.

EARLY LIFE EXPOSURE TO
REPRODUCTIVE AGING

FAMINE ON

We learned from Naeye's studies® that in
cases of maternal severe protein and caloric
malnutrition, e.g. the Siege of Leningrad in 1942,
and the Dutch Hunger Winter of 1944 to 1945,
the newborns weighed less than expected (250
and 500 g less in the examples mentioned). Now,
a paper from China associates the effect of early
life exposure to famine on reproductive aging
in adult women. Between 2011 and 2012, 2 868
women born around the Great Chinese Famine
(1956-1964) and exposed to prenatal famine had
a higher risk of early menopause (<45 years,
OR: 1.59), and a non-significant trend of higher
risk of premature ovarian failure (<40 y, OR:
2.07), compared to unexposed women. Such
findings provide evidence in favor of the thrifty
phenotype hypothesis in reproductive aging and
help to better understand the etiology of early
menopause®,

V AGINAL REJUVENATION

The FDA warns on a growing number of
manufacturers marketing “vaginal rejuvenation”
devices to women and claiming these
procedures will treat conditions and symptoms
related to menopause, urinary incontinence
or sexual function. The procedures use laser
and other energy-based devices to destroy or
reshape vaginal tissue. These products have
serious risks, can cause injuries and don't have
adequate evidence to support their use for these
purposes. The FDA has cleared or approved laser
and energy-based devices for the treatment
of serious conditions like the destruction of
abnormal or pre-cancerous cervical or vaginal
tissue, as well as condylomas (genital warts).
However, the safety and effectiveness of these
devices hasn't been evaluated nor confirmed
by the FDA for “vaginal rejuvenation.” There
are numerous cases of vaginal burns, scarring,
pain during sexual intercourse, and recurring
or chronic pain. The FDA has recently notified
seven device manufacturers (Alma Lasers, BTL
Industries, Cynosure, InMode, Sciton, Thermigen
and Venus Concept) about inappropriate
marketing of their devices for “vaginal
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rejuvenation” procedures®. The American
College of Obstetricians and Gynecologists has
been warning against “rejuvenation” procedures
for years, and recommends physicians inform
patients about the lack of data supporting the
efficacy and potential complications of vaginal
rejuvenation and other similar procedures.

SALPINGO-OOPHORECTOMY
COGNITIVE IMPAIRMENT

AND RISK OF

There could be an increased risk of cognitive
impairment or dementia in women who
undergo bilateral salpingo-oophorectomy (BSO)
before menopause. A nested case-control study
of women in the population-based Mayo Clinic
Cohort Study of Oophorectomy and Aging-2
(MOA-2) and in the Mayo Clinic Study of Aging
(MCSA) in Olmsted County, Minnesota, has
evaluated medial temporal lobe structure, white
matter lesion load, and B-amyloid deposition in
41 women who underwent BSO before the age
of 50 and before reaching natural menopause,
and in 49 control participants. Amygdala volume
was smaller in the BSO group (median [IQR], 1.74
[1.59-1.91] cm?3) than in the control group (2.15
[2.05-2.37] cm3; P <.001). The parahippocampal-
entorhinal cortex was thinner in the BSO group
(median [IQR], 3.91 [3.64-4.00] mm) than in the
control group (3.97 [3.89-4.28] mm; P = .046).
Entorhinal white matter fractional anisotropy
was lower in the BSO group (median [IQR],
0.19 [0.18-0.22]) than in the control group (0.22
[0.20-0.23]; P = .03). The authors concluded
that abrupt hormonal changes associated with
BSO in premenopausal women may lead to
medial temporal lobe structural abnormalities
later in life. Longitudinal evaluation would help
determine whether cognitive decline follows®.,

BREASTFEEDING AND WOMEN'S HEALTH

Pregnancy is associated with metabolic
changes such as increased insulin resistance,
hyperlipidemia, and visceral fat accumulation.
Persistence of the metabolic changes that
occur during pregnancy has been theorized to
increase a woman'’s lifetime metabolic disease
risk. Also, adverse pregnancy outcomes such as
preeclampsia, gestational diabetes and preterm
delivery are associated with a higher maternal
incidence of cardiometabolic diseases later
in life. Lactation may play a role in reversing
these changes more rapidly. A longer duration
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of breastfeeding (exclusively breastfeeding each
child for six months and continuing to breastfeed
for 12 months) has been associated with a risk
reduction in breast cancer, ovarian cancer,
endometrial cancer, metabolic syndrome,
hypertension, myocardial infarction, and type
2 diabetes. Current suboptimal breastfeeding
rates were associated with an excess of 2 619
premature maternal deaths (95% Cl 1 978, 3 259)
. Ob-Gyns should continue promoting exclusive
breastfeeding among mothers.

[RECOMMENDATIONS ~ ON
CERVICAL CANCER

SCREENING  FOR

On August 21, 2018, the US Preventive
Services Task Force has delivered the following
Recommendation Statement on screening for
cervical cancer. The USPSTF recommends®:

+ screening for cervical cancer every 3 years
with cervical cytology alone in women aged
21 to 29 years

+ forwomenaged30to65years,screeningevery
3 years with cervical cytology alone, every 5
years with high-risk human papillomavirus
(hrHPV) testing alone, or every 5 years with
hrHPV testing in combination with cytology
(cotesting) (A recommendation)

* no screening for cervical cancer in women
over the age of 65 who have had adequate
prior screening and are not otherwise at high
risk for cervical cancer (D recommendation)

* no screening for cervical cancer in women
younger than 21 years (D recommendation)

* no screening for cervical cancer in women
who have had a hysterectomy with removal
of the cervix and do not have a history of a
high-grade precancerous lesion (ie, cervical
intraepithelial neoplasia [CIN] grade 2 or 3) or
cervical cancer (D recommendation).

ON OBSTETRICAL PROBLEMS, PRESENT AND
FUTURE

INTRAPARTUM CARE FOR A POSITIVE CHILDBIRTH
EXPERIENCE

After more than two decades of issuing
“Care in normal birth: a practical guide”, the

World Health Organization has released a
set of 56 recommendations in a report called
“Intrapartum Care for a Positive Childbirth
Experience”. More women are now giving birth
in health care facilities and yet suboptimal
quality of care continues to impede
attainment of the desired health outcomes.
In some settings, too few interventions are
being provided too late to women, and in
other settings women are receiving too many
interventions that they do not need, too
soon. In line with the targets of Sustainable
Development Goal 3 - ensure healthy lives and
promote well-being for all at all ages - and the
new Global Strategy for Women'’s, Children’s
and Adolescents’ Health (2016-2030), global
agendas are expanding their focus to ensure
that women and their babies reach their full
potential for health and life. Until now, the
concept of “normality” in labor and childbirth
is not universal or standardized. That is why
one of the recommendations is “to allow
a slow labor to continue without trying to
hurry the birth along with drugs or other
medical interventions.” Most women want
a physiological labor and birth that can be
accomplished without complications, and to
have a sense of personal achievement and
control through involvement in decision-
making, even when medical interventions
are needed or wanted®. Reading these
recommendations is heartily encouraged.

MEDICAL ERRORS

In line with the symposium on Quality in
obstetrical care that we publish in the current
number of the RPGO, a paper on the subject
states medical errors are estimated to cause
250 000 deaths per year in the US. Previously,
research on admitted patients suggested that
errors occur due to the way doctors process
the data they have about patients - in other
words, doctors have the right information, but
mightnotactonitinthe bestway‘?. This refers
to the best clinical information and abilities
doctors should have in order to obtain and
process key symptoms and clinical findings,
to appropriately diagnose and treat their
patients. The study examined eight months of
patient revisits within 72 h of discharge, where
patients were admitted and examined on their
second visit. Fifty-two cases of confirmed
error were identified and classified using a
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modified version of the Australian Patient
Safety Foundation classification system for
medical errors. Faulty information processing
was the most frequently identified category
of error (45% of cases), followed by faulty
verification (31%). Despite the complex nature
of diagnostic reasoning, cognitive errors of
information processing appear to occur at
higher rates than other errors™.

[PREECLAMPSIA AND TYPE 2 DIABETES MELLITUS

Weareaware oftheassociation of preeclampsia
and type 2 diabetes mellitus (DM2) in later
life?. One study on the extent to which BMI
after pregnancy adds to the elevated risk of
post pregnancy DM2 in women with a history
of hypertensive disorder of pregnancy (HDP,
preeclampsia or gestational hypertension)
used data from the Nurses' Health Study II.
In women aged 45 to 54 years without prior
gestational diabetes mellitus, 6 563 (11.7%) of
56 159 participants had a history of HDP and
1 341 women developed DM2 during 436 333
person-years. BMI was a strong risk factor
for DM2 regardless of HDP history. However,
there was evidence of an additive interaction
between BMI and HDP for the risk of DM2
(P = 0.004), with an OR=0.12 in women who
were overweight and an OR=0.36 in women
with obesity class 173, We should recommend
women with preeclampsia to maintain a
healthy weight in order to reduce midlife risk
of type 2 diabetes.

ASPIRIN OR STATIN USE TO MODIFY THE RISK OF
STROKE

In order to determine whether aspirin or statin
use modified the risk of stroke in the California
Teachers Study (CTS), participantsunder 60 years
of age at the time of enrollment in 1995 were
followed up prospectively through December
31, 2015. Of 83 749 women under 60 years old
at the time of enrollment in 1995, 4 070 (4.9%)
had a hypertensive disorder of pregnancy (HDP).
Women with prior HDP had an increased risk of
stroke (adjusted HR 1.3, 95% CI 1.2, 1.4). There
was an interaction (p = 0.18) between aspirin use
and HDP history on the risk of stroke before age
60: non-users of aspirin had a higher risk (aHR
1.5) while aspirin users did not (@HR 0.8). This
effect was not seen with statins.
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[PARITY AND CARDIOVASCULAR DISEASE RISK

Parityhasbeenreportedtoplayanimportantrole
inthe developmentof cardiovasculardisease, but
results are still controversial. Following a search
in the PubMed and Web of Science databases to
June 1, 2018, ten cohort studies involving 150 512
incident cases of cardiovascular disease among
3089 929 participants were included in a meta-
analysis. Asignificant association between parity
and cardiovascular disease risk was observed
while comparing parity with nulliparity, with a
summarised relative risk of 1.14. The summary
risk estimates for an increase of one live birth
was 1.04, with significant heterogeneity.
Findings suggest that ever parity is related to
cardiovascular disease risk, and there is an
association between the number of pregnancies
and the cardiovascular disease risk.

MOTHERS OF INFANTS BORN WITH A MAJOR
CONGENITAL ANOMALY

In a cohort study of 471 344 Danish women,
42 943 mothers of infants born with a major
congenital anomaly, after a median follow-
up of 19.5 years, had a 15% increased risk
of acute myocardial infarction, coronary
revascularization, or stroke, compared with
428 401 women without an affected infant. This
elevated risk rose to 37% among women who
gave birth to more severely affected infants
with multiorgan congenital anomalies®. This
life-changing and stressful event has to be
consideredinthe clinical follow-up of the mother.

THE OFFSPRING

BIRTH BY CESAREAN DELIVERY AND RISK OF
CHILDHOOD OBESITY

Nearly 1 in 5 children worldwide™ and 1 in
3 children in the United States!"™ are born by
cesarean delivery. Birth by cesarean delivery
is associated with a higher risk of childhood
obesity. Two meta-analyses20 summarizing
data from 24 studies have reported an increased
risk of obesity for individuals born by cesarean
section (OR: 1.33; 95%Cl, 1.19-1.48 and 1.22;
95%Cl, 1.05-1.42), with little difference for risk
of obesity during childhood versus adolescence,
and some evidence that the elevated risk persists
in adult life (odds ratio, 1.50; 95%Cl, 1.02-2.20)@",
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BREAST MILK EXPOSURE IN PRETERM NEONATES
AND BRAIN STRUCTURE AND CONNECTIVITY

Preterm infants are at an increased risk of
alterations in brain structure and connectivity,
and subsequent neurocognitive impairment.
Breast milk may be more advantageous than
formula for promoting brain development in
infants born at term. In a study of neonatal
breast milk exposure, a brain MRI was taken
at term-equivalent age in 47 preterm infants
(mean postmenstrual age [PMA] 29.43 weeks,
range 23.28-33.0). Twenty-seven infants
received exclusive breast milk feeds for at
least 75% of their in-patient care stance. This
was associated with higher connectivity in the
fractional anisotropy (FA)-weighted connectome
compared with the group who had less than 75%
of days receiving exclusive breast milk feeds
(NBS, p =0.04). Within the TBSS white matter
skeleton, the group that exclusively received
breast milk over 75% of days exhibited higher FA
within the corpus callosum, cingulum cingulate
gyri, centrum semiovale, corticospinal tracts,
arcuate fasciculi and posterior limbs of the
internal capsule compared withthe low exposure
group after adjustment for PMA at birth, PMA at
image acquisition, bronchopulmonary dysplasia,
and chorioamnionitis (p <0.05). This study
concluded that breast milk feeding in the weeks
after preterm birth is associated with improved
structural connectivity of developing networks
and greater FA in major white matter fasciculi®?.

[PATERNAL DEPRESSION IN THE POSTNATAL
PERIOD AND OFFSPRING DEPRESSION

In a prospective cohort study of 3 176 British
father-offspring pairs (the Avon Longitudinal
Study of Parents and Children), paternal
depression in the postnatal period (at 8 weeks
after the birth of their children) was associated
with offspring depression at the age of 18
and appears to exert its influence on later
emotional problems in female children, partially
through maternal depression. The association
is mediated by maternal depression at 8
months after birth and conduct problems at 42
months after birth®). Early conduct disorder
in children appears to be a mechanism of risk
transmission, and should be taken into account
by pediatricians, gynecologists and physicians.
Also, it is recommended to consider the partner
when a parent presents with depression.
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