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RESUMEN
i La investigacién en la especialidad de obstetricia y ginecologia es impactante y
GINECULUGIA permite conocer lo que nos puede ayudar a resolver algunos de los problemas
clinicos actuales. Presentamos en inglés en estas paginas algunos resimenes de
1. Expert Extraordinary Professor, resimenes de investigacion reciente aparecida en documentos institucionales y

en revistas importantes de nuestra especialidad, con las referencias bibliograficas
respectivas.
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INFERTILITY

Emerging additive manufacturing techniques
enable investigation of the effects of pore ge-
ometry on cell behavior and function. A bio-
prosthetic ovary created using 3D printed mi-
croporous scaffolds restores ovarian function in
sterilized mice™.

A comprehensive meta-regression analysis re-
ports a significant decline in sperm counts (as
measured by sperm concentration and total
sperm count) between 1973 and 2011, driven by
a 50-60% decline among men unselected by fer-
tility from North America, Europe, Australia and
New Zealand. Because of the significant public
health implications of these results, research on
the causes of this continuing decline is urgently
needed®.

CONTRACEPTION

A recent Committee Opinion article from ACOG
sates that in 2015, the birth rate among U.S. ad-
olescents and young adults (aged 15-19 years)
reached a historic low at 22.3 per 1 000 wom-
en. Despite positive trends, the United States
continues to have the highest adolescent preg-
nancy rate among industrialized countries with
data. Dual method use—the use of condoms in
combination with more effective contraceptive
methods to protect against sexually transmitted
infections and unwanted pregnancy—is the ide-
al contraceptive practice for adolescents®.

PREGNANCY, LABOR & DELIVERY

The Eunice Kennedy Shriver National Institute of
Child Health and Human Development (NICHD)
Fetal Growth Studies-Singletons was a prospec-
tive cohort study that recruited women in four
self-reported racial-ethnic groups-non-Hispanic
black, Hispanic, non-Hispanic white, and Asian-
with singleton gestations from 12 U.S. centers
(2009-2013). Women with a certain last menstru-
al period confirmed by first-trimester ultrasono-
gram had longitudinal fetal measurements by
credentialed study ultrasonographers blinded
to the gestational age at their five follow-up vis-
its. The new formula estimated the gestational
age (+2 SD) within +7 days from 14 to 20 weeks
of gestation, 10 days from 21 to 27 weeks of
gestation, and 17 days from 28 to 40 weeks of
gestation. The NICHD gestational age estimation
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formula is associated with smaller errors than a
well-established historical formula. Racial and
ethnic-specific formulas are not superior to a ra-
cial-ethnic-neutral one®,

Skeletal muscle physiology suggests that glu-
cose supplementation might improve muscle
performance in case of prolonged exercise and
this situation is analogous to the gravid uterus
during delivery. In a clinical study, a total of 193
patients (96 in the dextrose with normal saline
[NS+D] group and 97 in the normal saline group
[NS] were analysed in the study. The median to-
tal duration of labor was significantly less in the
NS+D group (499 versus 423 minutes, p = 0.024)
than in the NS group. There was no difference
in the rate of caesarean section, instrumented
delivery, Apgar score or arterial cord pH. Glu-
cose supplementation significantly reduced the
total length of labor without increasing the rate
of complication in induced nulliparous women®,
SEVERE MATERNAL MORBIDITY — MATERNAL
MORTALITY

One of the United Nations’ Millennium Devel-
opment Goals of 2000 was to reduce maternal
mortality by 75% in 15 years; this challenge was
not met by many industrialized countries. In a
population-based retrospective cohort study, in
women residing in Washington State, US, 2003-
2013 (n = 828 269), severe maternal morbidity
was significantly higher among teenage mothers
than among those 25-29 y and increased expo-
nentially with maternal age over 39y. The elevat-
ed risk of severe morbidity among teen mothers
disappeared after adjustment for confounders,
except for maternal sepsis. Older women (240'y)
had significantly elevated rates of some of the
most severe, potentially life-threatening mor-
bidities, including renal failure, shock, acute car-
diac morbidity, serious complications of obstet-
ric interventions, and ICU admission®.

Since the Pregnancy Mortality Surveillance Sys-
tem was implemented, the number of reported
pregnancy-related deaths in the United States
steadily increased from 7.2 deaths per 100 000
live births in 1987 to a high of 17.8 deaths per
100 000 live births in 2009 and 2011 (2013 is the
latest available year of data). The reasons are un-
clear. Many studies show that an increasing num-
ber of pregnant women in the United States have
chronic health conditions such as hypertension,
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diabetes, and chronic heart disease. The higher
pregnancy-related mortality ratios during 2009-
2011 are due to an increase in infection and sep-
sis deaths. The pregnancy-related deaths in the
United States during 2011-2013 were caused by:
cardiovascular diseases, 15.5%; non-cardiovas-
cular diseases, 14.5%; infection or sepsis, 12.7%;
hemorrhage, 11.4%; cardiomyopathy, 11.0%;
thrombotic pulmonary embolism, 9.2%; hyper-
tensive disorders of pregnancy, 7.4%; cerebrovas-
cular accidents, 6.6%; amniotic fluid embolism,
5.5%.; anesthesia complications, 0.2%.

The perinatal suicide rate for Ontario during the
period 1994-2008 was comparable to interna-
tional estimates and represents a substantial
component of Canadian perinatal mortality. Giv-
en that deaths by suicide occur throughout the
perinatal period, all health care providers must
be collectively vigilant in assessing risk®.

PREECLAMPSIA — PREGNANCY HYPERTENSION

The acute trigger for the onset of preeclampsia is
not fully understood. Once preeclampsia is trig-
gered, there is an ensuing cascade of vascular
and endothelial dysfunction, inflammation, and
coagulation dysfunction that can in turn lead to
neurologic, cardiac, pulmonary, renal, and he-
patic disease in pregnant women®. Although not
distinct entities, it is increasingly becoming ap-
parent that early-onset or preterm preeclampsia
is especially associated with poor placentation,
fetal growth restriction, and worse long-term
maternal cardiovascular outcomes than late-on-
set preeclampsia, whose pathogenesis is more
related to predisposing cardiovascular or meta-
bolic risks for endothelial dysfunction®.

In a multicenter, double-blind, placebo-con-
trolled trial, 1 776 women with singleton preg-
nancies who were at high risk for preterm pre-
eclampsia were randomly assigned to receive
aspirin, at a dose of 150 mg per day, or placebo
from 11 to 14 weeks of gestation until 36 weeks
of gestation. Treatment with low-dose aspirin in
women at high risk for preterm preeclampsia re-
sulted in a lower incidence of this diagnosis than
placebo (1.6% compared with 4.3% in the place-
bo group)™.

Pregnant women or women in the postpartum
period with acute-onset, severe systolic hy-

pertension, severe diastolic hypertension, or
both require urgent antihypertensive therapy.
Treatment with first-line agents should be ex-
peditious and occur as soon as possible within
30-60 minutes of confirmed severe hyperten-
sion to reduce the risk of maternal stroke. In-
travenous labetalol and hydralazine have been
considered first-line medications. The available
evidence suggests that immediate release oral
nifedipine also may be considered as a first-
line therapy. When these drugs fail to relieve
acute-onset, severe hypertension, emergent
consultation with an anesthesiologist, mater-
nal-fetal subspecialist, or critical care subspe-
cialist to discuss second-line intervention is rec-
ommended?.

In a 399 cohort of women with preeclampsia and
severe features before delivery, nonsteroidal an-
tiinflammatory drugs (NSAIDs) were not associ-
ated with increased rates of persistent postpar-
tum hypertension.

High blood pressure during pregnancy has long
been linked to greater odds of redeveloping the
condition in middle age, but a new study sug-
gests that the increased risk may exist soon
after delivery and persist for decades. Women
who had common blood pressure problems
like preeclampsia and gestational hypertension
during their first pregnancy had 12 to 25 times
higher odds of having elevated blood pressure
in the first year after delivery than women who
had normal blood pressure during pregnancy.
Over the first decade after delivery, women with
high blood pressure during pregnancy had 10
times higher chances of developing chronic hy-
pertension.

MISOPROSTOL REGIMES

A very important FIGO publication for obstetri-
cians-gynecologists is that referred to misopros-
tol alone recommended regimes 2017. It classi-
fies pregnancies according to gestational age
(less than 13 weeks, 13-26 weeks, over 26 weeks,
and post partum) and to obstetrical indication
(interruption of pregnancy, incomplete abor-
tion, inevitable abortion, cervical maturation for
surgical abortion, retained abortion, fetal death,
delivery induction, and prevention and treat-
ment of post partum hemorrhage). It can be ob-
tained in Spanish™.
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INFECTIONS - SEXUALLY TRANSMITTED DISEASES

Sexually transmitted diseases (STDs) have long
been an underestimated opponent in the public
health battle. A 1997 Institute of Medicine (IOM)
report described STDs as, “hidden epidemics of
tremendous health and economic consequence
in the United States,” and stated that the “scope,
impact, and consequences of STDs are under-
recognized by the public and healthcare profes-
sionals.” Since well before this report was pub-
lished, and nearly two decades later, those facts
remain unchanged. It is estimated that there are
20 million new STDs in the U.S. each year, and
half of these are among young people ages 15
to 24 years. Across the nation, at any given time,
there are more than 110 million total (new and
existing) infections. These infections can lead to
long-term health consequences, such as infertil-
ity; they can facilitate HIV transmission; and they
have stigmatized entire subgroups of Ameri-
cans'®),

The World Health Organization (WHO) Glob-
al Gonococcal Antimicrobial Surveillance Pro-
gramme (GASP) is key to monitoring antimi-
crobial resistance (AMR) trends, identifying
emerging AMR, and informing regular refine-
ments of treatment guidelines and public health
policy globally. In vitro and clinical resistance
in N. gonorrhoeae to the extended-spectrum
cephalosporins (ESCs), the last-line treatment
for gonorrhea, have been reported from many,
particularly well-resourced, settings globally. En-
hanced international collaborative actions are
crucial for the control of gonorrhea.

Syphilis rates are increasing among women
and their babies, and men throughout the Unit-
ed States. Untreated syphilis can cause severe
medical issues. Efforts are needed to create new
tools to detect and treat syphilis, increase test-
ing, control the further spread of syphilis, and
improve electronic medical records in order to
improve patient outcomes'®,

Research suggests Zika virus targets specific
CD14* monocytes in a pregnant woman'’s im-
mune system, enabling the virus to spread and
increasing the chances of harm to unborn ba-
bies. A classical/intermediate monocyte-medi-
ated M1-skewed inflammation by the African-lin-
eage ZIKV infection was observed, in contrast to
a non-classical monocyte-mediated M2-skewed
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immunosuppression by the Asian-lineage ZIKV
infection. Because pregnant women are more
prone to immune suppression, the Zika virus
exploits that weakness to infect and replicate,
stifling a body’s natural defenses in a way that
resembles HIV(9),

Zika virus RNA is frequently detected in the se-
men of men after Zika virus infection. To learn
more about persistence of viruses in genital flu-
ids, PubMed was searched for relevant articles.
This search returned 3 818 results. Titles, ab-
stracts, and full text articles were screened for
data that described detection of viruses in se-
men by nucleic acid amplification or detection,
antigen detection, replication in cell culture, or
replication in an animal system. 27 viruses,
across a broad range of virus families, can be
found in human semen, viruses that are capable
of causing viremia®®,

Zika virus RT-PCR testing of placental and fetal
tissue specimens can provide a confirmed diag-
nosis of recent maternal Zika virus infection®",

ANTIBIOTICS

Use of certain antibiotics early in pregnancy is
associated with an increased risk for sponta-
neous abortion. Macrolides (except erythromy-
cin), quinolones, tetracyclines, sulfonamides,
and metronidazole all were associated with a
greater risk, compared with penicillins, cephalo-
sporins, or no antibiotic exposure at all®?2.

MENOPAUSE

Premenopausal unilateral oophorectomy (UO)
significantly reduces the age of menopause by
1.8 years. Younger age at UO leads to significant-
ly younger age at menopause??.

In older women, depressive symptoms are com-
mon and are associated with social and financial
insecurity, and with vasomotor symptoms4.

Hormone therapy (HT) remains the most effec-
tive treatment for vasomotor symptoms (VMS)
and the genitourinary syndrome of menopause
(GSM) and has been shown to prevent bone loss
and fracture. The risks of HT differ depending
on type, dose, duration of use, route of admin-
istration, timing of initiation, and whether a pro-
gestogen is used. For women aged younger than
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60 years or who are within 10 years of meno-
pause onset and have no contraindications, the
benefit-risk ratio is most favorable for treatment
of bothersome VMS and for those at elevated
risk for bone loss or fracture. For women who
initiate HT more than 10 or 20 years from meno-
pause onset or are aged 60 years or older, the
benefit-risk ratio appears less favorable because
of the greater absolute risks of coronary heart
disease, stroke, venous thromboembolism, and
dementia. Longer durations of therapy should be
for documented indications such as persistent
VMS or bone loss, with shared decision making
and periodic reevaluation. For bothersome GSM
symptoms not relieved with over-the-counter
therapies and without indications for use of sys-
temic HT, low-dose vaginal estrogen therapy or
other therapies are recommended®>.

Meeting American Heart Association - AHA rec-
ommendations for moderate activity (moderate,
>150 minutes/week; strenuous, >75 minutes/
week) had a protective effect for reducing isch-
emic stroke risk. Participants who met AHA rec-
ommendations at baseline but not at follow-up,

however, were not afforded reduced stroke risk
(26)

Health outcomes from the Women’'s Health
Initiative Estrogen Plus Progestin and Estro-
gen-Alone Trials have been reported, but previ-
ous publications have generally not focused on
all-cause and cause-specific mortality. Among
postmenopausal women, hormone therapy with
conjugated equine estrogens (CEE, 0.625mg/d)
plus medroxyprogesterone acetate (MPA,
2.5mg/d) (n = 8 506) vs. placebo (n =8 102) for a
median of 5.6 years or with CEE alone for a medi-
an of 7.2 years was not associated with risk of all-
cause, cardiovascular, or cancer mortality during
a cumulative follow-up of 18 years®”,

Chronological resistance arterial aging is a
prominent factor leading to weakened vasodila-
tory action of estrogenic compounds®®),

In menopausal women with endothelial dysfunc-
tion, menopausal transition is associated with
increased carotid arterial stiffness and epicardi-
al fat thickness, independent of age. Ultrasound
measured epicardial fat was a better indepen-
dent predictor of arterial stiffness than carotid
intima media thickness in these women®9.

In postmenopausal women, high BMI and ab-
dominal obesity are sources of sleep disturbanc-
es, decreasing deep sleep, and sleep efficiency,
while increasing the risk of obstructive sleep ap-
neato,

CANCER IN WOMEN

The study of 4 285 African-American and white
women from New York and New Jersey has
found a significant increase in breast cancer
risk among black women who used dark shades
of hair dye and white women who used chem-
ical relaxers. Black women who reported using
dark hair dye had a 51 percent increased risk of
breast cancer compared to black women who
did not, while white women who reported using
chemical relaxers had a 74 percent increased
risk of breast cancer. The risk of breast cancer
was even higher for white women who regularly
dyed their hair dark shades and also used chem-
ical relaxers, and it more than doubled for white
dual users compared to white women who used
neither dark dye nor chemical straighteners®".

Recent cervical cancer screening guideline chang-
es in Ontario were associated with reduced chla-
mydia testing and reported new cases of chla-
mydia in females. Females aged 15 to 19 years,
who are at high risk for chlamydia if sexually ac-
tive, and who no longer warrant cervical cancer
screening, were disproportionately affected. Fe-
males should be tested for chlamydia based on
risk, regardless of need for Pap testing®®2.

Analysis from 17 studies participating in the Ep-
idemiology of Endometrial Cancer Consortium
that included 8 981 women with endometrial
cancer and 17 241 women in a control group,
ever breastfeeding was associated with an 11%
reduction in risk of endometrial cancer. The lon-
ger average duration of breastfeeding per child
was associated with lower risk of endometrial
cancer, although there appeared to be some lev-
eling of this effect beyond 6-9 months®2).

Between 1990 and 2008, 535 melanoma, 247
squamous-cell carcinoma (SCC), and 1 712 bas-
al-cell carcinoma (BCC) cases were ascertained.
Endometriosis was associated with an increased
overall risk of skin cancer (HR 1.28, 95% CI 1.05-
1.55). The association was strongest for melano-
ma®,
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NEONATOLOGY - PREMATURITY

A recent randomized clinical trial of women at
34 weeks to 36 weeks and 5 days of gestation
who were at high risk for late preterm delivery
demonstrated that administration of antenatal
corticosteroids significantly reduced the rate of
neonatal respiratory complications®®.

In 5 504 cases of birth defects in children born
2005-09 to Utah's resident women among
270878 births (prevalence 2.03%), excluding
mild isolated conditions (such as muscular
ventricular septal defects, distal hypospadias),
definite cause was assigned in 20.2% (n=1 114)
of cases: chromosomal or genetic conditions
accounted for 94.4% (n=1 052), teratogens for
4.1% (n=46, mostly poorly controlled pregesta-
tional diabetes), and twinning for 1.4% (n=16,
conjoined or acardiac). The 79.8% (n=4 390) re-
maining were classified as unknown etiology;
of these 88.2% (n=3 874) were isolated birth de-
fects. Family history (similarly affected first de-
gree relative) was documented in 4.8% (n=266).
In this cohort, 92.1% (5067/5504) were live born
infants (isolated and non-isolated birth defects):
75.3% (4 147/5 504) were classified as having an
isolated birth defect (unknown or known etiolo-
gy). These findings underscore the gaps in our
knowledge regarding the causes of birth de-
fects. For the causes that are still unknown, bet-
ter strategies are needed®®.

Siblings born after a normotensive pregnancy
had nearly identical risk factor levels as siblings
born after maternal hypertension. Offspring born
after maternal hypertension in pregnancy have a
more adverse cardiovascular risk profile in young
adulthood than offspring of normotensive preg-
nancies. Their siblings, born after a normotensive
pregnancy, have a similar risk profile, suggesting
that shared genes or lifestyle may account for the
association, rather than an intrauterine effect.
All children of mothers who have experienced
hypertension in pregnancy may be at increased
lifetime risk of cardiovascular disease®®”.

All pregnant women should avoid Zika virus ex-
posure. Because the full clinical spectrum of con-
genital Zika virus infection is not yet known, all
infants born to women with laboratory evidence
of possible recent Zika virus infection during
pregnancy should receive postnatal neuroimag-
ing and Zika virus testing in addition to a com-
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prehensive newborn physical exam and hearing
screen. Identification and follow-up care of in-
fants born to women with laboratory evidence
of possible recent Zika virus infection during
pregnancy and infants with possible congenital
Zika virus infection can ensure that appropriate
clinical services are available®®.

Pregnant women living in or traveling to areas
with local mosquito-borne Zika virus transmis-
sion are at risk for Zika virus infection, which
can lead to severe fetal and infant brain ab-
normalities and microcephaly. During January
1, 2016-April 25, 2017, U.S. territories with local
transmission of Zika virus reported 2 549 com-
pleted pregnancies (live births and pregnancy
losses at any gestational age) with laboratory
evidence of recent possible Zika virus infection;
5% of fetuses or infants resulting from these
pregnancies had birth defects potentially asso-
ciated with Zika virus infection. Among complet-
ed pregnancies with positive nucleic acid tests
confirming Zika infection identified in the first,
second, and third trimesters, the percentage of
fetuses or infants with possible Zika-associated
birth defects was 8%, 5%, and 4%, respectively.
Among liveborn infants, 59% had Zika laborato-
ry testing results reported to the pregnancy and
infant registries. Identification and follow-up of
infants born to women with laboratory evidence
of recent possible Zika virus infection during
pregnancy permits timely and appropriate clin-
ical intervention services®?.

BREASTFEEDING

During 8 years of follow-up, 16 671 incident cas-
es of coronary heart disease and 23 983 cases
of stroke were recorded among 289 573 women
without prior CVD at baseline, in the nationwide
China Kadoorie Biobank. A history of breast-
feeding was associated with a +10% lower risk of
cardiovascular disease in later life and the mag-
nitude of the inverse association was stronger
among those with a longer duration of breast-
feeding®?.

BLoOD TRANSFUSIONS

A cohort of 31 118 patients (median age, 65 [in-
terquartile range, 42-77] years; 52% female) who
received 59 320 red blood cell transfusions exclu-
sively from 1 of 3 types of donors (88% male; 6%
ever-pregnant female; and 6% never-pregnant
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female) at 6 major Dutch hospitals is reported.
The number of deaths in this cohort was 3 969
(13% mortality). Among patients who received
red blood cell transfusions, receipt of a transfu-
sion from an ever-pregnant female donor, com-
pared with a male donor, was associated with
increased all-cause mortality among male recip-
ients but not among female recipients. Transfu-
sions from never-pregnant female donors were
not associated with increased mortality among
male or female recipients“".
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