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Preconception care: a clinical case of “think globally, act locally”

Michele G. Curtis, MD, MPH

n 1900, the life expectancy for a woman in the United States

was 48.3 years; by 2004, that life expectancy had risen to 80.4
years." Most of the increase is attributable to improvements in
nutrition, sanitation, and other public health efforts that are
focused at the population level; however, medical advances in
secondary and tertiary prevention efforts that target individual
patients also played a significant role. Despite evidence of the
synergy between medicine and public health, the full integra-
tion of these disciplines has never been realized. This dichot-
omy has fostered the perception that medicine cares for indi-
viduals and that public health cares for populations. At the
clinical level, health care practitioners often struggle with how
to “translate” population-based risk data to the individual who
is seated in front of them. To paraphrase the vernacular, “think
global, act local” health care providers are grappling with the
challenge to “think population, treat individual.”

The concept and practice of preconception care epitomizes
the difficulty, and concurrent simplicity, of translating popu-
lation-based primary prevention data to individual patient
care. For centuries, there have been theories and observational
reports to support the idea that the health of the mother im-
pacts directly on the health of the fetus, but it has only been in
the last 60 or so years that rigorous scientific evidence and
study have been able to demonstrate clearly the direct relation-
ship between a woman’s health or health risks and her current
or future health and between her health and pregnancy out-
comes. Most women are well aware of the long-term health
risks of smoking, but many women are not aware of the adverse
impacts of smoking during pregnancy or the long-term health
risks that they impose on others in the household, including
infants and children.

Folic acid supplementation for all women of reproductive
age has achieved clear success in decreasing neural tube defects
in developing fetuses, which is an accomplishment that led to
fortification of the US food supply with folic acid in 1998.>>
Evidence is also mounting to support the idea that folate sup-
plementation may decrease the long-term risk of cardiovascu-
lar disease, particularly in individuals with methylenetetrahy-
drofolate reductase mutations.*> Research on the fetal origins
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of adult disease has demonstrated that certain adult-onset dis-
eases (eg, hypertension, metabolic syndrome) are influenced
by fetal epigenetic alterations in gene function. Gene silencing
requires methyl groups, and folic acid levels impact methyl
group availability. It is not unreasonable to hypothesize that
folic acid supplementation will impact not only the woman’s
future health and the immediate health of developing fetuses
but also may impact the future adult health status of that de-
veloping fetus.

There is currently an explosion of scientific research and
understanding of environmental and genetic influences, which
include their interactions, not only on the health of children
and adults but also on that of developing fetuses and in some
instances on their future progeny.®’” Although undernutrition
had been shown previously to affect a developing fetus ad-
versely, there is now evidence that fetal overnutrition results in
adverse health outcomes in childhood and adolescence and
may even contribute to intergenerational cycles of obesity.*’

As obesity has increased in the United States, so too has the
prevalence of diabetes mellitus. Despite medical treatment for
this condition, many women of reproductive age with diabetes
mellitus are not aware of the risks that this condition may im-
pose on a developing fetus. In 1 managed care study, only 52%
of the women of reproductive age with diabetes mellitus re-
called any discussions with their providers about the need for
glucose control before pregnancy, and only 37% of the women
said that they had received any family planning advice from
their providers.'® Women who experience gestational diabetes
mellitus are at increased risk for fetal macrosomia and obstetric
complications during pregnancy, but the risk does not end
with delivery. Women who experience gestational diabetes
mellitus are at increased risk for the development of type 2
diabetes mellitus throughout their lifetime; the risk of the de-
velopment of the disease is highest in the first 5 years after
delivery and levels out after 10 years.'"'* Because of this, the
American Diabetes Association and the American College of
Obstetricians and Gynecologists recommend either a fasting
blood sugar or oral glucose tolerance test at 6-8 weeks after
delivery. Evidence shows that many women with gestational
diabetes mellitus are not being screened appropriately during
the postpartum period, and that many women with a history of
gestational diabetes mellitus were unlikely to contact their pri-
mary clinicians until they actually experienced signs of type 2
diabetes mellitus.'” ">

In 2006, the Centers for Disease Control and Prevention Se-
lect Panel on Preconception Care defined preconception care as
a series of .. .interventions that aim to identify and modify
biomedical, behavioral, and social risks to a woman’s health or
pregnancy outcome through prevention and manage-
ment. . ..”"° Public reaction to this was swift and divided. Some
groups took offense at the effort of the Centers for Disease

Supplement to DECEMBER 2008 American Journal of Obstetrics & Gynecology S257



Control and Prevention to define preconception care at the
population level, perceiving it as an erosion of reproductive
choices for the individual woman through an effort to maxi-
mize women’s health based on a view that all women are cur-
rent or potential fetal incubators. Other groups welcomed the
efforts to improve the health of reproductive-age women, re-
gardless of whether they ever became pregnant, particularly
because most of a woman’s life is spent not being pregnant. An
overwhelming number of women will become pregnant at
some point during their reproductive lives, but a significant
number never will, either by choice or circumstance. So how do
we exercise the global thought process that requires us to con-
sider how a woman’s current or past life circumstances may
impact a possible future pregnancy without denigrating the
individual woman’s right locally to make her own reproductive
choices? In short, how do we “think population, treat individ-
ual” to help women lead both long and healthy lives?

In its Committee Opinion on Preconception Care, the Ameri-
can College of Obstetricians and Gynecologists recommended
that every woman of reproductive age have a reproductive life
plan."” In clinical practice, this requires health care providers to
explore whether awoman of reproductive age is either planning or
atrisk for a pregnancy in the next year or sooner. Because half of all
pregnancies are unplanned, most women will respond “no”; but
the questions also incorporate those women who may not be
planning a pregnancy but who are not consistently and proac-
tively taking steps to avoid it. For these women, the opportunity
for discussion about contraception and risk factors to their own
health and the health of future pregnancies and children would
then be available. For women who answer “yes,” that they are
hoping to achieve pregnancy within the next year or so, the clini-
cian would be able to screen and counsel the women for any risk
factors that are associated with adverse health outcomes and preg-
nancy outcomes.

The bridge between “think population, treat individual” in
the instance of preconception care may be as straightforward as
asking a single question about pregnancy risk or intent. Yet this
simple concept has been difficult to practice on a routine basis;
the general population does not expect it to be asked, and time
taken to provide the appropriate counsel to a woman on the
basis of her answer is not reimbursed. In some instances, the
time that is needed to do this may require a separate counseling
visit and more frequent medical visits to treat any conditions
that she may have. The articles in this special supplement
clearly illustrate the benefits of preconception care to women
and their families; however, without some significant changes
in the current health care system, it will remain yet another
unrealized opportunity. These changes include integrating the
concept and practice of preconception care into the training of
health care practitioners, restructuring the health care finance
system so that prevention is rewarded commensurate with in-
tervention, and influencing the will of the general public to
demand more money for research, demonstration, and imple-
mentation projects that are related to preconception care.

Without such changes, preconception care will remain another
example of how, although science can prove the need to “think
population,” it is never translated into action at the “treat in-
dividual” level. The tragedy of this is that although local indi-
viduals suffer unnecessarily, so too do populations globally.
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Where is the “W”oman in MCH?
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Hani Atrash, MD, MPH; Brian W. Jack, MD; Kay Johnson, MPH, EdM; Dean V. Coonrod, MD, MPH;
Merry-K Moos, BSN, FNP, MPH; Phillip G. Stubblefield, MD; Robert Cefalo, MD, PhD;

Karla Damus, MSPH, PhD, RN; Uma M. Reddy, MD, MPH

L eaders in the United States were [
alarmed in the early 1980s when it
was revealed that the country’s ranking
in infant death among developed coun-
tries had slipped from 10th in 1960 to
19th in 1980."* Health and public policy
leaders took action and initiated many
national programs to help improve preg-
nancy outcomes (much of the efforts at
the time had been towards the care of
women during pregnancy and helping
women enter prenatal care early). In
1981, 6 lead organizations (the American
College of Obstetricians and Gynecolo-
gists [ACOG], the March of Dimes, the

Scientific evidence indicates that improving a woman's health before pregnancy will
improve pregnancy outcomes. However, for many years, our efforts have focused
primarily on prenatal care and on caring for infants after birth. The concept of precon-
ception care has been identified repeatedly as a priority for improving maternal and infant
health. Preconception care is not something new that is being added to the already
overburdened healthcare provider, but it is a part of routine primary care for women of
reproductive age. Many opportunities exist for preconception intervention, and much of
preconception care involves merely the provider reframing his or her thinking, counsel-
ing, and decisions in light of the reproductive plans and sexual and contraceptive
practices of the patient. With existing scientific evidence that improving the health of
“W”omen will improve the health of mothers and children, we must focus on improving
the health of “W”omen before pregnancy and put the “W” in Maternal and Child Health.

Key words: maternal and child health, preconception, woman

American Academy of Pediatrics [AAP],
the American Nurses Association, the

National Congress of Parents and Teach-
ers, and the US Public Health Service
[US PHS]) established an informal coa-
lition called “Healthy Mothers Healthy
Babies” to improve the quality and to
reach public and professional education
related to prenatal and infant care.” In
1987, the US PHS convened a panel of
experts that produced the landmark re-

port titled Caring for Our Future: The
Content of Prenatal Care.* In 1985, con-
cerned about the lack of progress in the
reduction of maternal mortality rates
worldwide and the limited attention be-
ing given to mothers in Maternal and
Child Health (MCH), Rosenfield fa-
mously asked “Where is the M in
MCH”?> From 1984-1989, the US Con-
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gress passed a series of incremental ex-
pansions of Medicaid that provided pre-
natal coverage for more than one million
low-income women that Presidents
Ronald Reagan and George H.W. Bush
signed into law and state governments
implemented. In 1991, the Healthy Start
Initiative was launched in urban and ru-
ral communities where infant mortality
rates were 1.5-2.5 times the national av-
erage to identify and develop commun-
ity-based systems approaches to reduc-
ing infant deaths by 50% over the next 5
years and to improve the health and well-
being of women, infants, children, and
their families.®

During the last 30 years, the United
States has succeeded in providing more
focus on the “M”other; the percentage of
women who had access to early prenatal
care and those who received adequate
prenatal care increased from 76.3% in
1980 to 83.9% in 2004.> The United
States has succeeded in reducing infant
mortality rates from 12.6 deaths per 1000
live births in 1980 to 6.8 in 2004.> How-
ever, other developed countries made
more progress during the same period,
which resulted in further deterioration
of the United States ranking in infant
deaths, mostly as a result of the increas-
ing proportion of babies who are born
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preterm (from 9.4% in 1981 to 12.3% in
2003) or with low birthweight (from
6.8% in 1981 to 7.9% in 2003); in 2004,
the United States ranked 29th among de-
veloped countries in infant death.” Ef-
forts to reduce infant mortality rates and
to improve pregnancy outcomes have
focused primarily on prenatal care and
the care of infants after birth. This ap-
proach reflects an emphasis on observ-
ing and monitoring a woman’s health
during pregnancy and intervening when
and if needed (anticipation and manage-
ment). However, improving the cover-
age, content, and use of prenatal care was
anecessary, but not sufficient, step in the
improvement of pregnancy outcomes in
the United States.

Current scientific evidence indicates
that, in many cases, the improvement of
awoman’s health before pregnancy (pre-
conception health and healthcare) will
improve pregnancy outcomes for both
mother and infant. Many women con-
tinue to enter pregnancy in poor health
and at risk for poor pregnancy outcomes
because of preexisting medical condi-
tions or exposures to teratogenic factors
or because proper, scientifically based
preventive action (such as folic acid sup-
plementation) has not been taken to pre-
vent adverse pregnancy outcomes.’
Moreover, millions of women remain at
risk for unintended pregnancy. They
might lack the knowledge or motivation
necessary to carry out their personal
plans for childbearing. Today, if we want
to achieve further improvements in ma-
ternal and infant outcomes, we must act
before pregnancy; we must shift the fo-
cus from “anticipation and manage-
ment” in prenatal care into a paradigm
of “prevention and health promotion”
before pregnancy and throughout a
woman’s lifespan. Today, it is time to ex-
pand the “Healthy Mothers Healthy Ba-
bies” model into a “Healthy Women—
Healthy Mothers—Healthy Babies” model.
It is time to ask the question: where is the
“W”oman in MCH?”

Preconception Care

is Not a New Concept

Reference to the importance of precon-
ception health and healthcare in the im-
provement of pregnancy outcomes are

found in documents that are hundreds of
years old. For example, in 1825, Dew-
ees'” stated that “The physical treatment
of children should begin as far as may be
practicable, with the earliest formation
of the embryo; it will, therefore, neces-
sarily involve the conduct of the mother,
even before her marriage, as well as dur-
ing her pregnancy.” In recent years, pre-
conception care was first described by
Chamberlain'"'? as a specialty service
for women who had had a previous poor
reproductive outcome. It was then de-
scribed in the United States by the US
PHS in the landmark publication Pre-
venting Low Birth Weight' and later by
Moos and Cefalo'” at the University of
North Carolina. The concept was
adopted by the US PHS Expert Panel on
the Content of Prenatal Care,'* which
defined its components and emphasized
thatitis delivered most effectively as part
of primary care services.,

Development of the concept was iden-
tified as a priority in the 1990s by the US
PHS, whose report included, among the
health promotion and disease preven-
tion objectives for the year 2000, a rec-
ommendation to increase the propor-
tion of primary care providers who offer
age-appropriate preconception care and
counseling to at least 60%.">'® Healthy
People 2010 includes many objectives
that address preconception health. The
National Committee on Perinatal
Health, which was led by ACOG, AAP,
and the March of Dimes, made recom-
mendations for action and offered a pro-
totype preconception screening tool.
They encouraged all primary care pro-
viders to play an active role in promoting
prevention before pregnancy.'” The
“Guidelines for Perinatal Care,” which
was jointly issued by AAP and ACOG,
recommended that “all health encoun-
ters during a woman’s reproductive
years, particularly those that are a part of
preconception care, should include
counseling on appropriate medical care
and behavior to optimize pregnancy out-
comes.”'® Other ACOG publications
further emphasized the importance of
preconception care in the continuum of
women’s healthcare."”*! In 2002, the
March of Dimes suggested that “as the
key physician/primary care providers,
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the obstetrician/gynecologists must take
advantage of every health encounter to
provide preconception care and risk re-
duction before and between concep-
tions—the time when care really can
make a difference.”** The importance of
preconception care as a concept was
further articulated in family medi-

172325 gbstetrics and  gynecol-
ogy,”>****” nurse midwifery,”® nurs-
ing,”*' and public health.”* Canada’s
National Guidelines on Family-Cen-
tered Maternity and Newborn Care de-
votes an entire chapter to preconception
care and describes the multitude of in-
trinsic and extrinsic factors that influ-
ence preconception health. Various set-
tings that are appropriate for the
administration of preconception care in-
terventions are discussed as well as a
range of social and medical issues that
included stress, social support, abuse
and violence, healthy lifestyle practices,
and nutrition.”® The American Diabetes
Association,’ the American Academy of
Neurology,”® and the American Heart
Association/American College of Cardi-
ologists®® promulgated recommenda-
tions on preconception care in their
specialties.

Despite this broad interest in precon-
ception care, there has been only modest
progress in the implementation of these
concepts into clinical practice and the
development of research studies to ad-
vance practice. Existing research indi-
cates that most women realize the im-
portance of optimizing their health
before pregnancy, whether or not the
pregnancy is planned,”” and that most
physicians think preconception care is
important.’® However, most providers
do not recommend routinely or provide
preconception care to their patients.’
One randomized clinical trial found
that, even when given specific training,
physicians did not take action to follow
up risks that were identified at the time of
a negative pregnancy test.*

cine,

The Centers For Disease Control and
Prevention (CDC) Preconception
Health and Health Care Initiative

In November 2004, the CDC Work-
group on Preconception Health and
Health Care, working with national ex-



perts and representatives of over 35 na-
tional, state, and local organizations,
launched the Preconception Health and
Health Care Initiative. The CDC work-
group includes representatives of 22
CDC programs that are concerned with
the health of women and infants in areas
such as infectious diseases, HIV/AIDS,
injury prevention, reproductive health,
nutrition, smoking, alcohol, birth de-
fects, and genetics. The workgroup has
recognized the importance of women’s
health in improving maternal and infant
pregnancy outcomes, the immediate
need to facilitate collaboration and coor-
dinate efforts among various organiza-
tions across the country, and the need to
develop consensus recommendations
and to identify and address obstacles and
opportunities for the promotion of pre-
conception health and healthcare in all
aspects of healthcare (clinical, public
health, consumer, policy and finance,
and research/surveillance/monitoring).
In June 2005, the CDC convened a
group of national experts (the Select
Panel on Preconception Care) to de-
velop “Recommendations on Precon-
ception Health and Health Care.” The
guiding principles, visions, and objec-
tives of the aforementioned initiative
and the recommendations for precon-
ception health and healthcare were pub-
lished in April 2006.*" The panel’s vision
is that all women of childbearing age and
all men have high reproductive aware-
ness, that all pregnancies are intended
and planned, and that all women of
childbearing age have health coverage
and are screened before pregnancy for
risks that are related to adverse preg-
nancy outcomes. The panel’s guiding
principle called for improving women’s
health throughout the lifespan by em-
phasizing individual behavior and re-
sponsibility, with changes in clinical care
and public policy to support such
women and couples in carrying out their
childbearing plans. The panel made a se-
ries of recommendations that are aimed
at achieving 4 goals: (1) to improve the
knowledge, attitudes, and behaviors of
men and women related to preconcep-
tion health; (2) to assure that all women
of childbearing age in the United States
receive preconception care services that

will enable them to enter pregnancy in
optimal health; (3) to reduce risks that
are indicated by a previous adverse preg-
nancy outcome through interventions
during the interconception period; and
(4) to reduce disparities in adverse preg-
nancy outcomes.*' The CDC panel fur-
ther defined preconception care as “inter-
ventions that aim to identify and modify
biomedical, behavioral, and social risks
to a woman’s health or pregnancy out-
come through prevention and manage-
ment by emphasizing those factors that
must be acted on before conception or
early in pregnancy to have maximal im-
pact. Thus, it is more than a single visit
and less than well-woman care. It in-
cludes care before a first pregnancy or
between pregnancies (commonly known
as “interconception care”).

The Select Panel recognized that, to
promote preconception health and
healthcare, there was a need to go be-
yond developing and publishing recom-
mendations. In June 2006, the CDC es-
tablished 5 implementation workgroups
(clinical, public health, consumer, policy
and finance, and research and surveil-
lance) to develop strategies for imple-
menting the recommendations. These
groups were to focus on core constituen-
cies in which changes in knowledge, atti-
tudes, and practices could lead to im-
provements in preconception health
and healthcare. The workgroups were
charged with fine-tuning and augment-
ing the proposed action steps, establish-
ing priorities for follow-up action, and
agreeing to take leadership for imple-
mentation of = 1 action steps.

The clinical workgroup, comprising >
20 physicians and nurses of various spe-
cialties, identified the definition of the
content of preconception care and pro-
vider education as top priorities for the
immediate future. The accompanying
articles in this supplement are the result
of efforts by 36 clinical care providers
who worked together for > 2 years to
define the clinical content of preconcep-
tion care.

Rationale for Preconception Care

Clinicians have counseled women re-
garding risk reduction in preparation for
pregnancy for many years as part of rou-

tine preventive health care (eg, advising
on avoiding teratogens and seeking
family planning and genetic counseling),
managing preexisting medical condi-
tions (such as diabetes mellitus, hyper-
tension, and sexually transmitted infec-
tions), and delivering preventive
interventions (eg, HIV screening and
vaccinations). During the past 20 years,
there has been a growing realization that
the development of a comprehensive
program to assess and modify medical,
psychosocial, and behavioral risks before
pregnancy could prevent poor preg-
nancy outcomes for women and infants.
This kind of care can help women and
couples make decisions regarding the
timing of conception and can improve
their health in readiness for preg-
nancy, 1318:27:28.31,32:42-45

The goal of preconception care is to
ensure that a woman and her partner are
healthy and that they avoid hazardous
exposures and practice healthy lifestyles
before pregnancy. Many of the medical
conditions, environmental exposures,
personal behaviors, and psychosocial
risks that are associated with negative
pregnancy outcomes can be identified
and modified or eliminated before con-
ception. A comprehensive preconcep-
tion care program has the potential to
benefit women who desire pregnancy by
reducing risks, promoting healthy life-
styles, and increasing readiness for preg-
nancy. For women who do not desire
pregnancy, a preconception care pro-
gram can reduce personal health risks
and the risk of an unwanted pregnancy.

First and foremost, preconception
care is important because it provides an
opportunity to optimize the health of the
woman independently of whether she
becomes pregnant. Moreover, interven-
tion before pregnancy is essential for the
optimization of outcomes for the preg-
nant woman (maternal outcomes), her
child, or both. In a committee opinion
that was published in 2005, ACOG’s
Committee on Gynecologic Practice rec-
ognized the Importance of Preconception
Care in the Continuum of Women’s
Health Care.*® The CDC’s Recommenda-
tions for Preconception Health and Health
Care call for the improvement of a wom-
an’s health by managing preexisting
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medical conditions (such as diabetes
mellitus, obesity, epilepsy, and hypothy-
roidism), providing vaccines (such as ru-
bella, hepatitis B), screening and treat-
ment for other conditions (such as HIV/
AIDS, sexually transmitted infections),
and counseling for some behavioral risks
(alcohol use and smoking).*' Precon-
ception care also provides a window of
opportunity to reduce the risk of preg-
nancy complications that may threaten
maternal health. For example, properly
managing hypothyroidism before preg-
nancy reduces the risk of maternal hy-
pertension, preeclampsia, placental ab-
ruption, anemia in pregnancy and
postpartum hemorrhage; properly man-
aging hypertension before pregnancy
reduces the risk of preeclampsia®’; prop-
erly managing overweight and under-
weight conditions reduces the risk of
nutritional deficiencies, postpartum
anemia, and cesarean delivery*®; and
screening for and management of chla-
mydia reduces the risk of pelvic inflam-
matory disease and ectopic pregnancy.*’
In certain conditions, however, in which
it may be difficult to reduce the increased
risk of serious morbidity or death that is
associated with preexisting conditions
(such as Eisenmenger syndrome and
previous peripartum cardiomyopathy),
women should be counseled about the
life-threatening risks of pregnancy, pro-
vided with guidance about options for
parenting, and offered avenues to secure
appropriate contraception.’®>>

There is substantial evidence that
many preconception interventions re-
duce the risks of adverse pregnancy out-
comes that include birth defects, fetal
loss, low birthweight, and preterm deliv-
ery. Such interventions include the man-
agement of maternal conditions (such as
diabetes, obesity, phenylketonuria, sexu-
ally transmitted infections, hypothy-
roidism, seizure disorders, HIV),*® the
counseling of women to avoid certain
risks (such as alcohol consumption,
smoking, prescription and over-the-
counter teratogenic drugs, excess vita-
min intake, undernutrition, household
and environmental exposures to toxic
substances),”>* the counseling of
women to engage in healthy behaviors
(such as reproductive life planning, folic

acid consumption, proper nutrition),*’
and the counseling of women about
availability of vaccines to protect the in-
fant from the consequences of infections
that affect the mother (such as rubella,
varicella, hepatitis B).”® For most of these
interventions, it is very important that
the interventions be delivered before
pregnancy because many of the risk be-
haviors and exposures that can affect fe-
tal development and subsequent out-
comes have their greatest effect during
organogenesis, which is from 17-56 days
of pregnancy before women enter prena-
tal care and often before they even know
they are pregnant.””® This is particu-
larly true in the case of teratogens (such
as alcohol) that can cause fetal alcohol
syndrome, certain prescription drugs
that are known to cause birth defects,
and hazardous substances in the work-
place and home.

Opportunities for the Delivery

of Preconception Services
Preconception health promotion and
counseling implies addressing potential
precursors to adverse pregnancy out-
comes before becoming pregnant. This
concept includes the identification of
and intervention for medical and psy-
chosocial issues, even before an individ-
ual reaches reproductive age. For exam-
ple, the parent of a child with an
inherited hemoglobinopathy would be
counseled on the potential risk that the
condition could have on their child’s
offspring. A sedentary teen might be
counseled on her risk for obesity and its
effect on future fertility and pregnancy
outcomes.

Research and data regarding risks
point to significant opportunities for
health promotion and counseling
among women of reproductive age and,
in some cases, among men. Preconcep-
tion guidelines should incorporate prac-
tical tools to address family planning that
include contraception and birth spacing;
the promotion of health education and
health literacy; nutrition and weight
management; alcohol, tobacco, and sub-
stance abuse; environmental and occu-
pational exposures and hazards; risky
sexual behaviors; infection risks; optimal
management of medical problems; med-
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ication benefits and risks; stress reduc-
tion; domestic violence; and identifica-
tion of skilled healthcare teams to
address specific issues before pregnancy.

The CDC recommendations empha-
size that preconception care is not lim-
ited to a single visit to a healthcare pro-
vider but that it is a process of care that is
designed to meet the needs of a woman
during the different stages of her repro-
ductive life. The purpose or preconcep-
tion care is to promote health through-
out the lifespan for women, children,
and families. Preconception care offers
health services that allow women to
maintain optimal health for themselves,
to choose the number and spacing of
their pregnancies and, when desired, to
prepare for a healthy baby.

Thus, preconception care is not some-
thing new that is being added to the al-
ready overburdened healthcare pro-
vider, but it is a part of routine primary
care for women of reproductive age. Just
as primary care visits devote time to
screening and health promotion to re-
duce cardiovascular disease and cancer,
reproductive health promotion should
become practiced more routinely during
visits.

Many opportunities exist for precon-
ception intervention. All reproductive-
aged women are candidates for precon-
ception care; however, preconception
care must be tailored to meet the needs of
the individual woman. For example, the
provision of smoking cessation services
is preconception care; choosing a medi-
cation for a patient with hypertension is
preconception care. Much of preconcep-
tion care merely involves the provider
reframing his or her thinking, counsel-
ing, and decision-making in light of the
reproductive plans and sexual and con-
traceptive practices of the patient. With
the use of the “every woman, every time”
approach, some projects across the
country have encouraged primary care
providers to ask women routinely about
their reproductive plans and needs.>

Professional guidelines for those types
of clinicians (obstetrician-gynecologists,
family practice physicians, internists,
certified nurse midwives, and nurse
practitioners) who provide the bulk of
primary care to women in the United



States recommend routine risk assess-
ment and screening.'®2>%"*  Along
with risk assessment and screening, pro-
fessional guidelines call for health pro-
motion education and counseling that
are related to reproductive health risks.
For women with identified risks, addi-
tional counseling, testing, or brief inter-
ventions, or a combination thereof, can
be carried out in the primary care setting
(eg, brief evidence-based office interven-
tions for smoking cessation or changes
in prescription medications). Some
women will need more intensive inter-
ventions and specialty care.

Given that preconception care should
occur ideally throughout the lifespan,
some recommendations will be more
relevant to women at specific stages in
their lives and with varying levels of risk.
Health promotion, risk screening, and
interventions are different for a young
woman who has never experienced preg-
nancy than for a 35-year-old woman
who has had 3 children. Women with
chronic diseases, previous pregnancy
complications, or behavioral risk factors
might need more intensive interven-
tions. Women who have experienced a
previous adverse pregnancy outcome
(eg, fetal death or premature or low
birthweight birth) are another popula-
tion in need of special interventions.
Such variability means that the most ef-
fective and efficient means of bundling
or prepackaging interventions will vary.

Who Provides

Preconception Care?

National surveys indicate that 84% of
women 18-44 years of age have had a
healthcare visit during the past year and
that most women of reproductive age
obtain preventive health services during
any given year,®” all of which offer op-
portunities to deliver preconception
care. Because approximately one-third
to one-half of women have > 1 primary
care provider (generally a family physi-
cian or internal medicine physician and
an obstetrician/gynecologist),** all pro-
viders who routinely see women for well-
woman examinations or other routine
visits have an important role to play in
improving preconception health. How-
ever, approximately only 1 in 6 obstetri-

cian/gynecologists or family physicians
provide preconception care to the ma-
jority of the women for whom they pro-
vide prenatal care.®’

Because of the wide range of interven-
tions that are included under the um-
brella of preconception care, many such
interventions can be delivered in both
primary care and specialty care practices.
More practice opportunities also exist
in improving preconception health
through wellness care, through care for
women with chronic health conditions
that are associated with increased pre-
conception risk (eg, maternal diabetes
mellitus), and in settings where women
seek medical support for 1 specific health
risk, such as smoking or obesity. Thus, all
clinicians who care for women should be
aware of the importance of preconcep-
tion health promotion and risk assess-
ment that are linked to intervention.
This care should include consideration
of the potential for pregnancy as a part of
usual healthcare for men and for women
of reproductive age, and healthcare pro-
viders should assess and discuss the im-
plications of a man’s or woman’s present
health status on a possible pregnancy.
Attention to the health of prospective
parents before they conceive is a natural
extension of primary care practice and
includes family physicians, pediatri-
cians, general internists, obstetricians/
gynecologists, nurse practitioners, and
nurse midwives, among others.

Primary care clinicians should include
preconception care during all recom-
mended clinical encounters (such as
postpartum visits; routine health main-
tenance; school, work, and family plan-
ning visits; pregnancy test visits; and
well-child care for another member of
the family). Primary care clinicians can
also offer men information about re-
sponsible fatherhood and sexuality. Men
should be engaged in preparing for fa-
therhood, supporting their partner in
contraceptive choices, and using preven-
tive health behaviors.

Preconception care is most effective
when the woman and her partner are
motivated properly. Many social and
cultural influences that include attitudes
and values that are projected at home
and through the schools, faith commu-

nities, peer groups, and public media
and contribute to decisions by men and
women during their teenage and early
adult years regarding sexuality and
childbearing. The receptiveness of cou-
ples to preconception care is heightened
at certain times, such as during a family-
planning visit when a woman is consid-
ering starting or stopping a method of
birth control, at the time the results of a
negative pregnancy test are received, or
at the time of a woman’s first gynecologic
examination.

Barriers to Preconception Care

The slow growth of preconception care
can be attributed to the many challenges
that are faced in the provision of this
care. In a 1990 commentary in the Jour-
nal of the American Medical Association,
Jack and Culpepper*? identified the fol-
lowing 7 barriers to the dissemination of
preconception care: (1) those women
who are most in need of services are
those least likely to receive them; (2) the
provision of services often is fragmented
badly; (3) thereisalack of available treat-
ment services for high-risk behaviors;
(4) reimbursement for risk assessment
and health promotion activities is inad-
equate; (5) health promotion messages
are not effective unless received by a mo-
tivated couple; (6) only a few conditions
have data supporting intervention be-
fore conception rather than intervention
early in pregnancy; and (7) many clinical
training programs do not emphasize risk
assessment and health promotion skills.
These barriers to the delivery of precon-
ception care as part of clinical services
are as relevant today as they were at the
time they were penned.

For preconception care to be fully re-
alized, there must be fundamental
changes in how care is provided to repro-
ductive-aged women.’”® For precon-
ception care to be successful, there must
be a shift from the delivery of procedure-
based acute care to the provision of
counseling-based preventive care. In
turn, for this to occur, there must be
changes in the financing of medical care
and in the education of trainees in the
primary care specialties, which are ad-
dressed in CDC’s Select Panel on Precon-
ception Care Recommendations.*!
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Comment

Preconception care works; the concept is
supported by science, and the logic is
straightforward. Although such care has
not yet been recommended universally
or available, there has been substantial
interest nevertheless in recent years to
advance the concept.

For many years, healthcare providers,
in an effort to improve maternal and in-
fant pregnancy outcomes, have focused
on the health of a woman during the lat-
ter 5 or 7 months of her pregnancy, in-
stead of focusing on a woman’s health
across her lifespan to optimize the out-
come of her pregnancy. If we hope to
achieve better pregnancy outcomes, we
must change the way we provide Mater-
nal and Child Health services and add
the “W”oman into MCH.

The time for a national discussion
about how to better incorporate precon-
ception care and women’s health into
our healthcare systems is overdue. The
need to define the content of preconcep-
tion care in the realms of clinical care,
public health, and consumer awareness
is clear. Equally needed is a national
strategy to promote the necessary re-
search, clinical demonstration pro-
grams, and community-based imple-
mentation that will make this care part of
the fabric of health and healthcare in the
United States. This supplement begins
this new and exciting chapter in precon-
ception care.
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In June 2005, the Select Panel on Preconception Care established implementation
workgroups in 5 areas (clinical, public health, consumer, policy and finance, and research
and surveillance) to develop strategies for the implementation of the Centers for Disease
Control and Prevention recommendations on preconception health and healthcare. In
June 2006, members of the clinical workgroup asked the following questions: what are
the clinical components of preconception care? What is the evidence for inclusion of each
component in clinical activities? What health promotion package should be delivered as
part of preconception care? Over the next 2 years, the 29 members of the clinical
workgroup and > 30 expert consultants reviewed in depth > 80 topics that make up the
content of the articles that are contained in this supplement. Topics were selected on the
basis of the effect of preconception care on the health of the mother and/or infant,
prevalence, and detectability. For each topic, the workgroup assigned a score for the
strength of the evidence that supported its inclusion in preconception care and assigned
a strength of the recommendation. This article summarizes the methods that were used
to select and review each topic and provides a summary table of the recommendations.
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I n the introductory article to this sup-
plement, Atrash et al! review the ac-
complishments of the first 4 years of the
Centers for Disease Control and Preven-
tion Workgroup on Preconception
Health and Health Care. A key compo-
nent of this initiative was the organiza-
tion of the Select Panel on Preconception

Care in June 2005. The panel established
implementation workgroups to develop
strategies for implementation of the pre-
conception care recommendations that
were published in the Morbidity and
Mortality Weekly Report” in the follow-
ing 5 areas: clinical, public health, con-
sumer, policy and finance, and research
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and surveillance. Meeting over 2 days in
June 2006, the members of the clinical
workgroup identified 7 important ques-
tions that were considered to be critical
to the advancement of the clinical pre-
conception care agenda. These questions
were: What are the clinical components
of preconception care? What is the evi-
dence for inclusion of each component
in clinical activities? What health pro-
motion package should be delivered as
part of preconception care? How can
preconception risks be identified? What
are the best interventions for preconcep-
tion risks, once identified? What are the
curriculum and teaching tools to teach
these concepts to clinicians? What is the
research agenda for preconception care?
In 2 subsequent meetings and in a se-
ries of conference calls over the next
nearly 2 years, the 29 members of the
clinical workgroup and > 30 expert co-
sultants reviewed in-depth > 80 topics in
an attempt to answer the first 3 of these 7
questions. The series of articles in this
supplement of the American Journal of
Obstetrics and Gynecology are the prod-
uct of this work. This article summarizes
the methods that were used to select and
review each topic and provides a sum-
mary table of the recommendations.

Selection of topics to be reviewed

The workgroup identified a set of spe-
cific criteria to assist in choosing
among the clinical topics to be re-
viewed. The resulting selection criteria
comprised the following items: (1)
There is a good chance that the health
of the mother or the infant will be im-
proved if the condition is identified
and addressed before pregnancy; (2)
the burden of suffering and prevalence
of the condition are sufficient to justify
screening and treatment; (3) the con-
dition is detectable in clinical care in
either primary or specialty settings; (4)
if screening is used, the screening
methods that are available to detect the
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condition are sufficiently predictive to
justify screening; or (5) clinical prac-
tice guidelines already exist that sug-
gest that preconception interventions
be implemented.

The workgroup reviewed > 700 pa-
pers that related to preconception care to
create a list of potential topics; the group
then applied the aforementioned criteria
to determine approximately 83 topics
that were reviewed. These topics, which
were organized into 14 separate clinical
areas, make up the accompanying arti-
cles of this supplement and together de-
fine the clinical content of preconcep-
tion care.

Health promotion

and risk reduction

The clinical workgroup retained the or-
ganizational structure that was promul-
gated by the Expert Panel on the Content
of Prenatal Care,” which suggested that
the components of preconception care
include the provision of health educa-
tion that is individualized to a woman’s
or couple’s needs (health promotion), a
thorough and systematic identification
of risks (risk assessment), and the initia-
tion of actions to address those risks (in-
terventions) with women and men of re-
productive age to reduce risk factors that
might affect future pregnancies. The ar-
ticle by Moos et al* describes the content
of the health promotion activities that
are part of preconception care. The re-
maining articles describe the content
of preconception risk assessment activi-
ties: immunizations, infectious diseases,
medical conditions, psychiatric condi-
tions, parental exposures, genetics and
genomics, nutrition, environmental ex-
posures, psychosocial stressors, medica-
tions, and reproductive history. The final
2 articles cover special populations and
preconception care for fathers.

Presentation of each topic and
recommendations for clinical care
The information that is provided about
each topic was standardized based on the
format that was developed by the United
States Preventive Services Task Force.’
Each topic is reviewed with the following
structure: (1) The burden of suffering,
which includes the prevalence and im-

portance of the target condition; (2) the
accuracy of the screening methods that
are available to detect the condition ei-
ther in primary or specialty settings; (3)
the effectiveness and availability of cur-
rent treatments for the condition; (4)
the impact of the detection and treat-
ment of this condition in the preconcep-
tion period (to be recommended, the
intervention had to be more effective if
the condition was identified and ad-
dressed before pregnancy, compared
with screening for and treatment during
pregnancy); (5) related recommenda-
tions by other groups.

The components of preconception
care were then researched by a member
of the clinical committee or by a selected
content expert. The first author (B.W.].),
in concert with the editors, then identi-
fied members of the clinical committee
with an interest and the expertise in that
content area and asked them to contrib-
ute to that article. For all articles, indi-
vidual content experts outside the clini-
cal committee were sought to contribute
to a particular section or to review and
comment on the article. The author who
prepared each component of an article
was asked to provide a summary recom-
mendation that was based on their re-
view of the topic. The summary recom-
mendation was to be supported by the
evidence that was presented in the article
and, in the opinion of the author, to rep-
resent the current best evidence-based
preconception care practice for clini-
cians. The information that had been
provided for each topic and the recom-
mendations were then reviewed by the
first author of the article, all other au-
thors, and the editors. In some cases,
these deliberations not only resulted in
modifications of the recommendation
but also resulted in consensus among the
group regarding the recommendation.

Strength of recommendations

and quality of the evidence

The strength of the recommendation
and the quality of the evidence for each
of the clinical components were then
rated by the authors and editors, and
consensus was reached. The criteria that
were used were adapted from those cri-
teria that were used in the report of the

US Preventive Services Task Force Guide
of Clinical Preventive Services.” The fol-
lowing criteria were used to determine
the quality of the evidence and the
strength of the recommendation:

Strength of the recommendation. (A)
There is good evidence to support the
recommendation that the condition be
considered specifically in a preconcep-
tion care evaluation. (B) There is fair ev-
idence to support the recommendation
that the condition be considered specifi-
cally in a preconception care evaluation.
(C) There is insufficient evidence to rec-
ommend for or against the inclusion of
the condition in a preconception care
evaluation, but recommendation to in-
clude or exclude may be made on other
grounds. (D) There is fair evidence to
support the recommendation that the
condition be excluded in a preconcep-
tion care evaluation. (E) There is good
evidence to support the recommenda-
tion that the condition be excluded in a
preconception care evaluation.

Quality of the Evidence. (I-a) Evidence
was obtained from at least 1 properly
conducted randomized controlled trial
that was done before pregnancy. (I-b)
Evidence was obtained from at least 1
properly conducted randomized con-
trolled trial that was done not necessarily
before pregnancy. (II-1) Evidence was
obtained from well-designed controlled
trials without randomization. (II-2) Evi-
dence was obtained from well-designed
cohort or case-control analytic studies,
preferably from > 1 center or research
group. (II-3) Evidence was obtained
from multiple-time series with or with-
out the intervention. Dramatic results in
uncontrolled experiments could also be
regarded as this type of evidence. (III)
Opinions were gathered from respected
authorities, based on clinical experience,
descriptive studies and case reports, or
reports of expert committees.

The quality of the evidence that supports
the efficacy of the various components of
preconception care varies greatly. Most of
the evidence comes from research that was
done when the focus of delivery was on a
single component; interventions that ad-
dress multiple pregnancy-related risk be-
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TABLE

Strength of the recommendations and the quality of the evidence
for preconception clinical intervention to improve maternal or the infant health

Potential component
of preconception
care

Strength

Quality

Recommendation

Health promotion

Family planning and
reproduction life plan

Routine health promotion activities for all women of reproductive age should begin with
screening women for their intentions to become or not become pregnant in the short-
and long-term and their risk of conceiving (whether intended or not). Providers should
encourage patients (women, men, and couples) to consider a reproductive life plan and
educate patients about how their reproductive life plan impacts contraceptive and
medical decision-making. Every woman of reproductive age should receive information
and counseling about all forms of contraception and the use of emergency
contraception that is consistent with their reproductive life plan and risk of pregnancy.

Physical activity

I1-2

All women should be assessed regarding weightbearing and cardiovascular exercise
and be offered recommendations appropriate to their physical abilities.

Weight status

All women should have their body mass index (BMI) calculated at least annually. All
women with BMIs = 26 kg/m? should be counseled about the risks to their own
health, the risks for exceeding the overweight category, and the risks to future
pregnancies, including infertility. These women should be offered specific behavioral
strategies to decrease caloric intake and increase physical activity and be encouraged
to consider enrolling in structured weight loss programs. All women with a BMI = 19.8
kg/m? should be counseled about the short- and long-term risks to the own health and
the risks to future pregnancies, including infertility. All women with a low BMI should
be assessed for eating disorders and distortions of body image. Women unwilling to
consider and achieve weight gain may require referral for further evaluation of eating
disorders.

Nutrient intake

All women of reproductive age should be assessed for nutritional adequacy and receive
a recommendation to take a multivitamin supplement if any question of ability to meet
the recommended daily allowance through food sources is uncovered. Care must be
taken to counsel against ingesting supplements in excess of the recommended daily
allowance.

Folate

All women of reproductive age should be advised to ingest 0.4 mg (400 p.g) of
synthetic folic acid daily from fortified foods and/or supplements and to consume a
balanced, healthy diet of folate-rich food.

Immunizations

All women of reproductive age should have their immunization status for tetanus-
diphtheria toxoid/diphtheria-tetanus-pertussis; measles, mumps, and rubella; and
varicella reviewed annually and updated as indicated. All women should be assessed
annually for health, lifestyle, and occupational risks for other infections and be offered
indicated immunizations.

Substance use

-2 (tobacco)
Il (alcohol)

All women should be assessed for use of tobacco at each encounter with the
healthcare system; women who smoke should be counseled to limit exposure. All
women should be assessed at least annually for alcohol use patterns and risky drinking
behaviors and be provided with appropriate counseling; all women should be advised
of the risks to the embryo/fetus of alcohol exposure in pregnancy and that no safe level
of consumption has been established.

Sexually transmitted
infections (STIs)

Healthcare providers regularly and routinely should assess STI risks, provide counseling
and other strategies (including immunizations) to prevent acquisition of STls, and to
provide indicated STI testing and treatment for all women of childbearing age.

Immunization

Human papillomavirus

(HPY)

II-2

Women should be screened routinely for HPV-associated abnormalities of the cervix
with cytologic (Papanicolaou) screening. Recommended subgroups should receive the
HPV vaccine for the purpose of decreasing the incidence of cervical abnormalities and
cancer. By avoiding procedures of the cervix because of abnormalities caused by HPV,
the vaccine could help maintain cervical competency during pregnancy.

Continued on page S269. )
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Strength of the recommendations and the quality of the evidence
for preconception clinical intervention to improve maternal or the infant health

Continued from page S268.

Potential component
of preconception
care

Strength

Quality

Recommendation

Hepatitis B

A

All high-risk women who have not been vaccinated previously should receive hepatitis
B vaccine before pregnancy; women who are chronic carriers should be instructed on
ways to prevent transmission to close contacts and how to prevent vertical
transmission to their babies.

Varicella

Because the varicella vaccine is contraindicated during pregnancy, screening for
varicella immunity (by either a history of previous vaccination, previous varicella
infection verified by a healthcare provider, or laboratory evidence of immunity) should
be done as part of a preconception visit. All nonpregnant women of childbearing age
who do not have evidence of varicella immunity should be vaccinated against varicella.

Measles, mumps, and
rubella

I-3

All women of reproductive age should be screened for rubella immunity. Immunization
should be offered to women who have not been vaccinated or who are not immune
and who are not pregnant. Women should be counseled not to become pregnant for 3
months after receiving vaccination. This vaccination will provide protection against
measles, mumps, and rubella.

Influenza

Influenza vaccination is recommended for women who will be pregnant during
influenza season and for any woman with increased risk for influenza-related
complications, such as cardiopulmonary disease or metabolic disorders, before
influenza season begins.

Diphtheria-tetanus-
pertussis vaccination

Women of reproductive age should be up-to-date for tetanus toxoid, because passive
immunity is probably protective against neonatal tetanus. The diphtheria-tetanus-
pertussis vaccine is recommended for women who might become pregnant or
immediately after delivery to avoid complications of pertussis in the newborn infant.

Infectious disease

Human
immunodeficiency
virus

All men and women should be encouraged to know their human immunodeficiency
virus status before pregnancy and should be counseled about safe sexual practices.
Women who test positive must be informed of the risks of vertical transmission to the
infant and the associated morbidity and mortality probabilities. These women should be
offered contraception. Women who choose pregnancy should be counseled about the
availability of treatment to prevent vertical transmission and that treatment should
begin before pregnancy.

Hepatitis C

There are no data that preconception screening for hepatitis C in low-risk women will
improve perinatal outcomes. Screening for high-risk women is recommended. Women
who are positive for hepatitis C and desire pregnancy should be counseled regarding
the uncertain infectivity, the link between viral load and neonatal transmission, the
importance of avoiding hepatotoxic drugs, and the risk of chronic liver disease. Women
who are being treated for hepatitis C should have their reproductive plans reviewed
and use adequate contraception while on therapy.

Tuberculosis

II-2

All high-risk women should be screened for tuberculosis and treated appropriately
before pregnancy.

Toxoplasmosis

There is no clear evidence that preconception counseling and testing will reduce
Toxoplasma gondii infection or improve treatment of women who are infected.
However, if preconception testing is done, women who test positive can be reassured
that they are not at risk of contracting toxoplasmosis during pregnancy; women who
are negative can be counseled about ways to prevent infection during pregnancy. For
women who convert during pregnancy, treatment should be offered.

Cytomegalovirus

II-2

Women who have young children or who work with infants and young children should
be counseled about reducing the risk of cytomegalovirus through universal precautions
(eg, the use of latex gloves and rigorous hand-washing after handling diapers or after
exposure to respiratory secretions).

Continued on page S270. )
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TABLE

Strength of the recommendations and the quality of the evidence
for preconception clinical intervention to improve maternal or the infant health

Continued from page S269.

Potential component

of preconception
care

Strength

Quality

Recommendation

Listerosis

C

Because it is not clear at what point in pregnancy women who are exposed to Listeria
will become ill, preconception care should include teaching women to avoid paté and
fresh soft cheeses made from unpasteurized milk and to cook ready-to-eat foods such
as hotdogs, deli meats, and left-over foods.

Parvovirus

There is not yet evidence that screening for antibody status against parvovirus or
counseling about ways to avoid infection in pregnancy will improve perinatal outcomes.
Good hygiene practices should be encouraged for all pregnant women.

Malaria

Women who are planning a pregnancy should be advised to avoid travel to malaria-
endemic areas. If travel cannot be deferred, the traveler should be advised to defer
pregnancy and use effective contraception until travel is completed and to follow
preventive approaches. Antimalarial chemoprophylaxis should be provided to women
who plan a pregnancy who travel to malaria-endemic areas.

Gonorrhea

II-2

High-risk women should be screened for gonorrhea during a preconception visit, and
women who are infected should be treated. Screening should also occur early during
pregnancy and be repeated in high-risk women.

Chlamydia

All sexually active women = 25 years and all women at increased risk for infection
with Chlamydia (including women with a history of STl infections, new or multiple
sexual partners, inconsistent condom use, sex work, and drug use) should be screened
at routine encounters before pregnancy.

Syphilis

I1-1

High-risk women should be screened for syphilis during a preconception visit, and
women who are infected should be treated. Because the United States Preventive
Services Task Force and Centers for Disease Control and Prevention recommend
screening all women during pregnancy for syphilis, screening for syphilis immediately
before conception is recommended.

Herpes simplex virus

-1

During a preconception visit, women with a history of genital herpes should be
counseled about the risk of vertical transmission to the fetus and newborn child;
women with no history should be counseled about asymptomatic disease and
acquisition of infection. Although universal serologic screening is not recommended in
the general population, type-specific serologic testing of asymptomatic partners of
persons with genital herpes is recommended.

Asymptomatic
bacteruria

I1-1

There have been no studies to show that women with asymptomatic bacteriuria who are
identified and treated in the preconception period have lower rates of low birthweight births.
Further, women often have persistent or recurrent bacteriuria, despite repeated courses of
antibiotics; such re-infection frequently occurs within a few months of treatment. Thus, a
woman who is identified and treated for asymptomatic bacteriuria before conception must
be screened again during pregnancy. For these reasons, screening for this condition as part
of routine preconception care currently is not recommended.

Periodontal disease

There are no studies that evaluate the role of preconception or interconception
screening and treatment of periodontal disease and its effect on reproductive
outcomes. Routine screening and treatment of periodontal disease during
preconception care, although of considerable benefit to the mother, is not
recommended at this time as part of preconception care, because there is no clearly
shown benefit to the fetus.

Bacterial vaginosis

(BY)

D
(women
without
preterm
delivery);
C
(women
with
preterm
delivery)

I-b

There are no studies that evaluate the role of preconception or interconception
screening and treatment for BV and its effect on reproductive outcomes; such studies
are a high priority. Routine screening and treatment of BV among asymptomatic
pregnant women of average risk should not be performed because of the lack of
demonstrated benefit and the possibility of adverse effects of treatment for women
without BV. For pregnant women with previous preterm delivery, the inconsistent
results of well-done studies prevent a clear recommendation for or against screening;
however, some studies support early screening and treatment with a regimen that
contains oral metronidazole. For women with symptomatic BV infection, treatment is
appropriate for pregnant women and for women planning pregnancy.

Continued on page S271. |
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Strength of the recommendations and the quality of the evidence
for preconception clinical intervention to improve maternal or the infant health

Continued from page S270.

Potential component
of preconception
care

Strength  Quality

Recommendation

Group B
Streptococcus

E -2

Screening for group B Streptococcus colonization at a preconception visit is not
indicated and should not be performed.

Medical conditions

Diabetes mellitus

B -2
(overweight

and

obese

adults)

All women with diabetes mellitus should be counseled about the importance of
diabetes mellitus control before considering pregnancy. Important counseling topics
include maintaining optimal weight control, maximizing diabetes mellitus control, self-
glucose monitoring, a regular exercise program, and tobacco, alcohol, and drug
cessation, along with social support to assist during the pregnancy. In the months
before pregnancy, these women should demonstrate as near-normal glycosylated
hemoglobin level as possible for the purpose of decreasing the rate of congenital
anomalies. Women with poor control of their diabetes mellitus should be encouraged to
use effective birth control. Testing to detect prediabetes and type 2 diabetes in
asymptomatic women should be considered in adults who are overweight or obese
(BMI = 25 kg/m?) and who have 1 or more additional risk factors for diabetes,
including a history of gestational diabetes mellitus.

Thyroid disease

Women with hypothyroidism should be counseled about the risks of this condition to
pregnancy outcomes and the importance of achieving optimal replacement therapy
before conception. All women with symptoms of hypothyroidism should be screened
for thyroid disease; if there is hypothyroidism, adequate therapy should be initiated.

Phenylketonuria

Women of reproductive age with phenylketonuria should be counseled about the
importance of maintaining a low phenylalanine level during their childbearing years and
should be encouraged to resume a low phenylalanine diet, particularly when they are
planning to become pregnant, to avoid adverse outcomes for the offspring. Women
who do not desire a pregnancy should be encouraged to use contraception.

Seizure disorders

A II-2

Women of reproductive age with seizure disorders should be counseled about the risks
of increased seizure frequency in pregnancy, the potential effects of seizures and
anticonvulsant medications on pregnancy outcomes, and the need to plan their
pregnancies with a healthcare provider well in advance of a planned conception.
Women who take liver enzyme-inducing anticonvulsants should be counseled about the
increased risk of hormonal contraceptive failure. Whenever possible, women of
reproductive age should be placed on anticonvulsant monotherapy with the lowest
effective dose to control seizures. Women who are planning a pregnancy should be
fully evaluated for consideration of alteration or withdrawal of the anticonvulsant
regimen before conception, and folic acid supplementation of 4 mg per day should be
initiated for at least 1 month before conception and until the end of the first trimester
to prevent neural tube defects.

Hypertension

A -2

Women of reproductive age with chronic hypertension should be counseled about the
risks associated with hypertension during pregnancy for both the woman and her
offspring and the possible need to change the antihypertensive regimen when she is
planning a pregnancy. Women with hypertension for several years should be assessed
for ventricular hypertrophy, retinopathy, and renal disease before pregnancy.
Angiotensin-converting enzyme inhibitors and angiotensin-receptor blockers are
contraindicated during pregnancy; women who could become pregnant while taking
these medications should be counseled about their adverse fetal effects and should be
offered contraception if they are not planning a pregnancy. Women who are planning a
pregnancy should discontinue these medications before pregnancy.

Rheumatoid arthritis

Women with known history of rheumatoid arthritis should be advised of the natural
history of the disease during pregnancy and the probability of a flare after pregnancy.
The most important task is to review the patient’s medication use. Nonsteroidal
antiinflammatory drugs should be discontinued by 27 weeks of gestation. Methotrexate
and leflunomide are extremely teratogenic and should be stopped in men and women
planning a pregnancy.

Continued on page S272.
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for preconception clinical intervention to improve maternal or the infant health

Continued from page S271.

Potential component

of preconception

care Strength  Quality Recommendation

Lupus B II-2 Women of reproductive age with lupus should be counseled about the risks associated
with lupus during pregnancy for both the woman and her offspring, the importance of
optimizing disease control before pregnancy, the possible need to change the
medication regimen close to conception or early in pregnancy, and the importance of
specialized prenatal care once pregnant. Women whose treatment regimen involves
cyclophosphamide should be advised of its teratogenic nature; whenever possible, the
treatment should be changed to a safer regimen before conception, and the women
should be offered contraception if they are not planning a pregnancy.

Renal disease B II-2 Women of reproductive age with renal disease should be counseled about the
likelihood of progression of renal disease during pregnancy and irrespective of
pregnancy, the increased risk of adverse pregnancy outcomes for the woman and
offspring, and the importance of achievement or maintenance of normal blood pressure
before conception. Angiotensin-converting enzyme inhibitors and angiotensin-receptor
blockers are contraindicated during pregnancy; women who could become pregnant
while taking these medications should be counseled about their adverse fetal effects
and should be offered contraception if they are not planning a pregnancy. Women who
are planning a pregnancy should discontinue these medications before pregnancy in
favor of a safer regimen, whenever possible. Women who do not desire pregnancy
should be offered an appropriate method of contraception.

Cardiovascular B -3 Women of reproductive age with cardiac disease should be counseled about the risks

disease that pregnancy presents to their health and the risks of the cardiac condition and any
medications needed to treat the condition (eg, warfarin) on pregnancy-related
outcomes. Women who are considering or planning a pregnancy should be counseled
to achieve optimum control of the condition before conception and should be offered a
suitable contraceptive method to achieve optimum timing of the pregnancy. Women
whose treatment regimen involves warfarin should be counseled about its teratogenic
nature; whenever possible, the treatment should be changed to a less teratogenic
anticoagulant before conception. Women with a congenital cardiac condition should be
offered preconception genetic counseling. Women who do not desire a pregnancy
should be offered a suitable form of contraception.

Thrombophilia C I Providers may consider screening women of childbearing age for a personal or family
(women history of venous thrombotic events or recurrent or severe adverse pregnancy
not using outcomes. Women with a personal or family history suggestive of thrombophilia may
warfarin); then be offered counseling and testing for thrombophilias if they are contemplating
B II-3 pregnancy. Screening for thrombophilias with laboratory testing in routine care is not
(women recommended. Women of reproductive age with a known genetic thrombophilia should
using be offered preconception genetic counseling to address the risk of the condition to the
warfarin) offspring. Women of reproductive age with a thrombophilia whose treatment regimen

involves warfarin should be counseled about its teratogenic nature; whenever possible,
the treatment should be changed to a less teratogenic anticoagulant before conception.

Asthma B II-3 All women with asthma should be counseled about the potential for their asthma
control to worsen with pregnancy and the importance of achieving asthma control
before a pregnancy through appropriate medical management and avoidance of
triggers. Women with asthma who are planning to become pregnant or who could
become pregnant should be treated with pharmacologic step therapy for their chronic
asthma based on the American College of Allergy, Asthma, and Immunology—American
College of Obstetricians and Gynecologists recommendations for the Pharmacologic
Step Therapy of Chronic Asthma During Pregnancy. Women with poor control of their
asthma should be encouraged to use effective birth control until symptom control is
achieved.

Continued on page S273.
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for preconception clinical intervention to improve maternal or the infant health

Quality Recommendation

Psychiatric
condition

Depression/anxiety B

I} Providers should screen and be vigilant for depression and anxiety disorders among
women of reproductive age because treating or controlling these conditions before
pregnancy may help prevent negative pregnancy and family outcomes. Women of
reproductive age with depressive and anxiety disorders who are planning a pregnancy
or who could become pregnant should be informed about the potential risks of an
untreated iliness during pregnancy and about the risks and benefits of various
treatments during pregnancy.

Bipolar disease B

I Women of reproductive age with bipolar disorder should be counseled that pregnancy
is a time of substantial risk of relapse, particularly after discontinuation of ongoing
mood-stabilizing maintenance treatment. A relapse prevention and management
strategy for bipolar disorder should be outlined before the patient attempts conception.
Women of reproductive age with bipolar disorder should be counseled regarding
contraceptive options, which should include options that will prevent conception during
bipolar episodes.

Schizophrenia B

I} Women of reproductive age with schizophrenia should be counseled, together with a
partner or family member whenever possible, about the risks of pregnancy on their
condition and the risk of their condition on pregnancy-related outcomes. They should
be counseled about the importance of prenatal care, and a relapse prevention and
management strategy of the illness should be outlined before the patient attempts
conception. Appropriate contraception should be offered to women who do not desire a
pregnancy.

Parental exposure

Alcohol B

|-a All women of childbearing age should be screened for alcohol use, and brief
interventions should be provided in primary care settings, which should include advice
regarding the potential for adverse health outcomes. Brief interventions should include
accurate information about the consequences of alcohol consumption, which should
include the effects of drinking during pregnancy, information about effects beginning
early during the first trimester, and warnings that no safe level of consumption has
been established. Women who show signs of alcohol dependence should be educated
about the risks of alcohol consumption; for women who are interested in modifying
their alcohol use patterns, efforts should be made to identify programs that would
assist them in achieving cessation and long-term abstinence. Contraception
consultation and services should be offered and pregnancy should be delayed until it
can be an alcohol-free pregnancy.

Tobacco A

l-a All women of childbearing age should be screened for tobacco use. Brief interventions
should be provided to all tobacco users and should include brief counseling that
describes the benefits of not smoking before, during, and after pregnancy; discussion
of medication; and referral for more intensive services (individual, group, or telephone
counseling) if the woman is willing to use these services. For pregnant women,
augmented counseling interventions should be used.

lllicit substances C

I A careful history should be obtained to identify use of illegal substances as part of the
preconception risk assessment. Men and women should be counseled about the risks
of using illicit drugs before and during pregnancy and offered information on programs
that support abstinence and rehabilitation. Contraception services should be offered,
and pregnancy should be delayed until individuals are drug free.

Continued on page S274.
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Family and genetic

history

All individuals B I} All women who are considering pregnancy should have a screening history in the

preconception visit. Providers should ask about risks to pregnancy on the basis of
maternal age, maternal and paternal medical conditions, obstetric history, and family
history. Ideally, a 3-generation family medical history should be obtained for both
members of the couple, with the goal of identifying known genetic disorders,
congenital malformations, developmental delay/mental retardation, and ethnicity. If this
screening history indicates the possibility of a genetic disease, specific counseling
should be given, which may include referral to a genetic counselor or clinical
geneticist.

Ethnicity-based B II-3 Couples who are at risk for any ethnicity-based conditions should be offered
preconception counseling about the risks of that condition to future pregnancies.
Screening and/or testing should be offered on the basis of the couples’ preferences.
This may require referral to a genetic counselor or clinical geneticist, especially in the
instance of a positive finding.

Family history B II-3 Individuals identified as having a family history of developmental delay, congenital
anomalies, or other genetic disorders should be offered a referral to an appropriate
specialist to better quantify the risk to a potential pregnancy.

Previous pregnancies C 1l If at least 1 member of a couple has a known chromosomal anomaly, in vitro
fertilization with preimplantation genetic diagnosis should be discussed.

Known genetic B II-3 Suspected genetic disorders may require further work-up prior to conception. Known or

conditions discovered genetic conditions should be optimally managed before and after
conception.

Nutrition

Dietary supplements C I All women of reproductive age should be asked about their use of dietary supplements

(vitamins, minerals, traditional/home remedies, herbal products, weight loss products,
etc) as part of preconception care and should be advised about what is or is not known
about their safety, impact, and efficacy.

Vitamin A B I} Currently the recommended dietary allowance of preformed vitamin A for women is
700 retinal activity equivalents (RAES) per day, with a tolerable upper intake level for
pregnancy of 3000 RAEs/day or 10,000 IU/day).

Folic acid A I-a All women of reproductive age should be advised to ingest 0.4 mg (400 p.g) of
synthetic folic acid daily that is obtained from fortified foods and/or supplements. In
addition, all women should be advised to consume a balanced, healthy diet that
includes folate-rich foods.

Multivitamins A II-2 All women of reproductive age should be encouraged to take a folic acid—containing
multivitamin supplement for the purpose of supporting healthy pregnancy outcomes
and preventing congenital anomalies.

Vitamin D B II-3 There is insufficient evidence to recommend for or against routine screening or vitamin
D supplementation during preconception counseling. Based on the emerging data of
the importance of vitamin D for women and infants, however, clinicians should be
aware of the risk factors for vitamin D deficiency. Additionally, for women with vitamin
D deficiency, education on vitamin D in the diet and supplementation should be a part
of preconception care. Currently, we do not have data for the optimal dose before and
during pregnancy. More data are needed urgently.

Continued on page S275.
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Calcium

A

I-b

Women of reproductive age should be counseled about the importance of achieving the
recommended calcium intake level through diet or supplementation. Calcium
supplements should be recommended if dietary sources are inadequate.

Iron

At a preconception visit, screening should be conducted for women with risk factors for
iron deficiency for the purposes of identifying and treating anemia. There is evidence to
recommend that all women be screened at a preconception visit for iron deficiency
anemia for the purpose of improving perinatal outcome.

Essential fatty acids

During the preconception period, women should be encouraged to eat a diet rich in
essential fatty acids, including omega-3 and omega-6 fatty acids. To achieve this,
women should be advised to consume at least 12 ounces of fish and no more than 6
ounces of canned albacore tuna weekly. More research is needed critically to assess
the risks and benefits of fish and fish oil consumption during the preconception period.

lodine

II-2

Women of reproductive age with iodine deficiency should be counseled about the risks
of this condition to pregnancy outcomes and about the importance of maintaining
adequate daily dietary iodine intake of 150 wg during preconception and at least 200
g when pregnant or lactating. Public health efforts to implement salt iodization
programs should be encouraged for all women who reside in regions with endemic
iodine deficiency.

Overweight

All women should have their BMI calculated at least annually. All women with a BMI of
= 25 kg/m? should be counseled about the risks to their own health, the additional
risks associated with exceeding the overweight category, and the risks to future
pregnancies, including infertility. All women with a BMI of = 25 kg/m? should be
offered specific strategies to improve the balance and quality of the diet, to decrease
caloric intake, and to increase physical activity and should be encouraged to consider
enrolling in structured weight loss programs.

Underweight

All women should have their BMI calculated at least annually. All women with a BMI of
= 18.5 kg/m? should be counseled about the short- and long-term risks to their own
health and the risks to future pregnancies, including infertility. All women with a low
BMI should be assessed for eating disorders and distortions of body image.

Eating disorders

All women with anorexia and bulimia should be counseled about the risks to fertility
and future pregnancies. Women with these disorders should be encouraged to enter
into treatment programs before pregnancy.

Environmental
exposure

Mercury

Women of childbearing age who may become pregnant should avoid consumption of
shark, swordfish, King mackerel, and tile fish. Other fish consumption (such as tuna)
should also be limited but is allowed in up to 2 meals of 3 oz each per week. Many
state government agencies issue fish advisories and bans relating to mercury
concentration in locally caught fish. In addition, the maternal diet may be
supplemented with essential fatty acids from nonseafood sources.

Lead

II-2

There is insufficient evidence to recommend that all women should be screened for
elevated levels of lead for the purpose of improving perinatal outcomes. However,
women who are exposed to high levels of lead or with a history of known high lead
levels, including childhood lead poisoning, should be counseled about the risk of lead
to the unborn child. For women with a history of high blood lead levels, it is reasonable
to test the serum lead level and, if elevated, to initiate activities to lower the levels
before conception.

Continued on page S276.
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Soil and water
hazards

B

B
(BPA
avoidance)

During a preconception visit, women should be asked if their well water has ever been
tested or if there have been questions about their municipal water quality in the past.
Any possible water quality problems should be investigated by the local health
department; if concerns are identified, women should use bottled water for drinking
and cooking. Depending on the contaminant and its concentrations, alternative
locations for bathing may also be required. Although not derived from the ambient
environment, dietary exposure to Bisphenol A (BPA) from canned food liners or water
bottles is an emerging hazard generating conflicting recommendations from public
health agencies. During the preconception visit, women should be advised about BPA
avoidance in their diet.

Workplace exposure

During a preconception visit, women should be asked about the work environment. If
potential exposures are identified, consultation with an occupational medicine specialist
may assist with a more detailed investigation regarding recommendations for work
modification.

Household exposure

During a preconception visit, women should be asked about the home environment. If
potential exposures are identified, consultation with an occupational medicine specialist
may assist with a more detailed investigation regarding recommendations for
modification of exposures.

Psychosocial risk

Inadequate financial
resources

All women should be asked about their economic status, and women who appear to be
struggling financially should be referred to an agency that can check their eligibility for
various types of financial assistance.

Access to care

All women should be asked about their health insurance coverage and their usual
source of care. If they do not have health insurance, they should be referred to a
welfare office or a private social service agency to determine their eligibility for public
insurance. If they do not have a usual source of care, one should be established that
will accept their insurance coverage or provide care free of charge or on a sliding fee
basis.

Physical/sexual abuse

All women should be asked about their experiences of physical, sexual, or emotional
violence from any source (parents, intimate partners, or strangers) currently, in the
recent past, or as children. For women who are being abused or who have been
abused in the recent past, the provider should express strong concern and willingness
to assist in correcting the abusive situation. Appropriate evaluation, counseling, and
treatment for physical injuries, sexually transmitted infections, unintended pregnancy,
and psychologic trauma should be offered, which should include the provision of
emergency contraception and empiric antimicrobial therapy in the case of sexual
assault. Women should be offered information about community agencies that
specialize in abuse for counseling, legal advice, and other services. Every clinician who
sees women should have a list of such agencies easily available.

Medication

Prescription

II-2

As part of preconception care, all women should be screened for the use of teratogenic
medications and should receive counseling about the potential impact of chronic health
conditions and medications on pregnancy outcomes for mother and child. Whenever
possible, potentially teratogenic medications should be switched to safer medications
before conception. For women with chronic conditions with serious morbidity (to
mother and infant), the fewest number and lowest dosages of essential medications
that control maternal disease should be used. For women who do not desire
pregnancy, a plan for contraception should be addressed and initiated.

Over-the-counter
medication

.

A

Health care providers should educate women of reproductive age about the need to
discuss the use of over-the-counter medications with their provider when planning a
pregnancy. Women should be advised specifically not to use aspirin if they are
planning a pregnancy or become pregnant.

Continued on page S277. )
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Dietary supplements A Il-c Health care providers should educate women of reproductive age about the need to
discuss the use of dietary supplements before pregnancy (which include herbs, weight
loss products, and sport supplements) and should caution women about the unknown
safety profile of many supplements. High-quality and prescription-quality dietary
supplements should be encouraged.

Reproductive history

Prior preterm birth A l-a Pregnancy history should be obtained from all women of reproductive age. Women with

infant a history of preterm or low-birthweight infant should be evaluated for remediable
causes to be addressed before the next pregnancy and should be informed of the
potential benefit of treatment with progesterone in subsequent pregnancy.

Prior cesarean A II-2 Preconception counseling of women with previous cesarean delivery should include

delivery counseling about waiting at least 18 months before the next pregnancy and about
possible modes of delivery so the patient enters the next pregnancy informed of the
risks and options. Ideally, the counseling should begin immediately after the cesarean
delivery and continue at postpartum visits.

Prior miscarriage A I-a Women with sporadic spontaneous abortion should be reassured of a low likelihood of
recurrence and offered routine preconception care. Women with = 3 early losses
should be offered a work-up to identify a cause. Therapy that is based on the identified
cause may be undertaken. For women with no identified cause, the prognosis is
favorable with supportive care.

Prior stillbirth B II-2 At the time of the stillbirth, a thorough investigation to determine the cause should be
performed and communicated to the patient. At the preconception visit, women with a
previous stillbirth should receive counseling about the increased risk of adverse
pregnancy outcomes and may require referral for support. Any appropriate work-up to
define the cause of the previous stillbirth should be performed if it was not done as
part of the initial workup. Risk factors that can be modified before the next pregnancy
should be addressed (eg, smoking cessation).

Uterine anomalies B II-3 A uterine septum in a woman with poor previous reproductive performance should be
corrected hysteroscopically before the next conception. All other anomalies call for
specific delineation of the anomaly and any associated vaginal and renal
malformations. Although surgical correction may be advised in some cases, heightened
awareness and surveillance during a subsequent pregnancy and labor should help
optimize outcomes.

Special populations

Women with B I Women with disabilities should receive counseling about the risks of any medications

disabilities that they use and about options to alter dosage or switch to safer medications before
conception. The medical, social, and psychologic issues that are related to pregnancy
and the disability should be assessed, and the woman and her family should be
counseled about them. Healthcare providers should offer women with disabilities
contraceptive choices that are practical and appropriate for the individual’s medical
and personal needs. Issues that involve informed consent and guardianship must be
addressed when caring for women with developmental disabilities in relation to
contraception and pregnancy. Referral for genetic counseling, if appropriate, is
indicated for all women before conception; however, it may raise difficult psychosocial
issues for women with disabilities; therefore, counseling referrals should be handled
sensitively.

Continued on page S278. )
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Recommendation

Immigrant and B 1l
refugee populations

Given the opportunistic fashion in which preconception care of immigrant and refugee
women typically must occur, it is important to consider preconception concerns as part
of all health care encounters with such women of reproductive age. Referring
immigrant and refugee women to a source of ongoing primary care that is culturally
and linguistically competent, and that will accept their insurance coverage or provide
care free of charge or on a sliding-scale basis, is important for all such women. Seek
to identify and understand the needs of immigrant women and their families;
understand immigrants’ potential for increased medical and social risks and previously
undetected medical problems; deliver services and written materials in the preferred
language of the population served; ensure that interpretation and translation services
comply with all relevant federal, state, and local mandates governing language access;
integrate preconception care into refugee screening; work with ethnic community-
based organizations to provide preconception care messages in nonhealth care settings
such as English as a Second Language classes; screen immigrants at high risk for
tuberculosis and refer for them for treatment as indicated; screen immigrants born in
Asia, the Pacific Islands, Africa, and other countries where hepatitis B is highly
endemic, with the hepatitis B surface antigen test; assess the immunization history,
including the rubella status, of immigrant women and administer any needed vaccines,
or refer the women for these services; assess the mental health of immigrant women
and refer them for services as needed.

Cancer A I

Newly diagnosed cancer survivors should be educated about fertility preservation
options as soon as feasible and should be referred to reproductive specialists if these
options are desired. Cancer survivors who consider pregnancy should be counseled
about the potential reproductive effects of various cancer treatments on fertility and on
pregnancy. Women who have received alkylating chemotherapeutic agents and/or
pelvic or abdominal radiation should be counseled that they have an increased risk for
premature ovarian failure. Women who have had pelvic or abdominal irradiation should
be counseled that they are at risk for having a low birthweight infant. When
considering pregnancy, breast cancer survivors who are candidates for selective
estrogen receptor modulators should be counseled that these agents are generally
avoided during pregnancy because of case reports of animal and human birth defects.
A reliable nonhormonal contraceptive method should be used during treatment with a
selective estrogen receptor modulator. Genetic counseling and testing should be
offered to survivors of cancers that are linked to genetic mutations to inform their
decisions about future reproduction. Female cancer survivors who received
anthracycline chemotherapy, radiation to the heart or surrounding tissues, or both
should be evaluated by a cardiologist before conception. Annual breast screening for
female childhood cancer survivors who received chest radiation is recommended
beginning at age 25 years.

Men B I}

Despite the challenges and barriers, we recommend that each man who is planning
with their partner to conceive a pregnancy should undergo a comprehensive medical
evaluation for the purposes of disease prevention and detection and preconception
education. Management should be optimized for any high-risk behaviors or poorly
controlled disease states before conception is attempted.

.

Jack. The clinical content of preconception care: an overview and preparation of this supplement. Am J Obstet Gynecol 2008.

J

haviors simultaneously (eg, the “package
of preconception services”) have not been
well-studied. There is strong evidence
from multiple sources, which include ran-
domized trials before pregnancy, for only a
few conditions (eg, folic acid, diabetes mel-
litus). For some cases, the recommenda-
tions were based on case series that were

specific to the preconception period (eg, mendations were based on studies of inter-

phenylketonuria, rubella immunization);
other recommendations were extrapo-
lated from pregnancy guidelines or from
data that were collected during pregnancy
(eg, periodontal disease). For others (such
as interventions that are related to smok-
ing, alcohol misuse, and obesity), recom-
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ventions that were delivered in primary
care and not specifically delivered as part of
preconception care. In some instances,
recommendations were based on com-
mon sense. For example, most would agree
that if genetic counseling is to be done, it is
best done before pregnancy rather than



www.AJOG.org

SUPPLEMENT

during pregnancy. Overall, based on the
available evidence, there is a relatively
short list of core interventions for which
there is substantial evidence of efficacy
when applied in the preconception period.

Summary of preconception
recommendations

The Table provides a summary list of the
topics that were reviewed, the consensus
recommendation for each topic, the
strength of the recommendation, and the
rating of the quality of the evidence. To-
gether, we believe that these recommenda-
tions represent the current state of the art

in defining the evidence-based best prac-
tices in preconception care. These recom-
mendations also identify the areas of pre-
conception care in which more research is
needed. We expect these recommenda-
tions to change as more information inev-
itably becomes available. [ |
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Healthier women, healthier reproductive outcomes:
recommendations for the routine care
of all women of reproductive age

Merry-K. Moos, BSN, FNP, MPH; Anne L. Dunlop, MD, MPH; Brian W. Jack, MD; Lauren Nelson, MD, PhD;
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s

By addressing the reproductive intentions and contraceptive practices and needs of every
patient, providers may be able to decrease women’s chances of experiencing unintended
pregnancies and support women in achieving planned and well-timed pregnancies. By
addressing the health promotion needs of every patient and examining and addressing
her health profile for reproductive risks, irrespective of her desires for pregnancy, it is
likely that more women will enter pregnancy with high levels of preconception wellness
and that healthier women and healthier pregnancies and infants will result. The impor-
tance of the integration of reproductive planning and health promotion into women’s
routine healthcare is further emphasized when the potentially far-reaching effects of
reproductive outcomes (such as unintended pregnancies, adverse pregnancy outcomes,
pregnancy complications, and sexually transmitted infections) on women’s health, well-
being, and life circumstances are considered.

Key words: health promotion, preconception, reproductive life plan

~

J

he Select Panel on Preconception

Health has set as 1 of its goals that all
women of reproductive age receive pre-
conception care services (ie, evidence-
based risk screening, health promotion
and interventions) that will enable them
to enter pregnancy in optimal health.!
To achieve the Select Panel’s goal, the
content of routine preconception care
must be demystified. Although a special
preconception visit is appropriate for

women with complex medical and re-
productive risks, it is not sufficient to
recommend this strategy as a standard
approach for disseminating clinical rec-
ommendations to all women.” Such an
approach would miss many of the
women who become pregnant each year,
particularly those who become pregnant
by chance rather than deliberate choice.

In 1990, Jack and Culpepper® recom-
mended that preconception care be
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made available to all women and their
partners as an integral part of primary
care. Others have echoed this recom-
mendation, including the American Col-
lege of Obstetricians and Gynecologists
(ACOG), which underscores that opti-
mizing a woman’s health before and be-
tween pregnancies must be an ongoing
process.*

Incorporating preconception health
promotion into routine care is termed
opportunistic™> because every clinical en-
counter before pregnancy offers an
opening to explore and reinforce health
promotion by addressing such topics as
weight management, dietary supple-
mentation, exercise, immunization sta-
tus, benefits of deliberate decisions re-
garding pregnancy and contraceptive
options, protection against sexually
transmitted infections (STIs), and
avoidance of exposures that include to-
bacco, alcohol, and other drugs.

By emphasizing the promotion of
women’s wellness at every visit, we have
the potential to impact the health and
well-being of women themselves and, in
so doing, achieve higher levels of precon-
ception wellness for women who be-
come pregnant and results in a better
pregnancy outcome for women and their
infants. Among the reccommendations of
the Center for Disease Control and Pre-
vention’s (CDC) Select Panel on Precon-
ception Health is 1 which reads: “As part
of primary care visits, provide risk assess-
ment and educational and health pro-
motion counseling to all women of re-
productive age to reduce reproductive
risks and improve pregnancy out-
comes.”" Risk assessment and targeted
education and counseling are based on a
thorough medical history that is updated
annually. The history includes all of the
elements that are taught in basic medical
and nursing education: medical history;
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family and genetic history; reproductive
history; prescription, over-the-counter,
and alternative therapies; allergies; alco-
hol, tobacco and illicit drug use, social
history that includes personal safety;
psychosocial status, diet and immuniza-
tion status. Positive findings in any of
these areas may be important to the
woman’s health in the short and long
term, and/or they may be significant for
the health of any pregnancy that she
might conceive or for any infant that she
might bear. In the succeeding articles of
this supplement, the evidence is re-
viewed and recommendations are of-
fered regarding whether there are bene-
fits to addressing positive findings in
each of these areas in the preconception
period. The reader is encouraged to re-
view all of these articles.

This article outlines specific recom-
mendations for the health promotion of
all women of reproductive age, irrespec-
tive of their intent to become pregnant.
As described in the article, “Clinical
Content of Preconception Care: An
Overview,”® each of the recommenda-
tions has been graded for strength, and
the quality of the evidence that supports
the recommendation has been assessed.
In other articles in this series, the burden
of suffering has been defined; for this ar-
ticle, which is about health promotion,
we have substituted the term burden of
risk.

Family Planning Counseling

and the Use of a Reproductive

Life Plan

Burden of risk

Forty-nine percent of the pregnancies in
the United States were identified as un-
intended (unwanted or mistimed) by
women through the latest National Sur-
vey of Family Growth. Of these pregnan-
cies, 44% ended in births; 42% ended in
abortions, and 14% ended in fetal
losses.” Unintended conceptions are
represented in all sexually active sub-
populations in the United States, with
the probable exception of women who
are being treated for infertility. The like-
lihood that a woman will experience an
unintended pregnancy in her lifetime is
significant. In 1994, 48% of women aged

15-44 years had experienced at least 1
unintended pregnancy sometime in
their lives.® Forty-eight percent of unin-
tended pregnancies occur in a month
when contraception was used. In 1995,
the Institute of Medicine detailed studies
that examined the effects of unwanted
and mistimed pregnancies on children,
women, men, and families in a landmark
publication, The Best Intentions: Unin-
tended Pregnancies and Well-being of
Children and Families, and found that
such pregnancies were associated posi-
tively with elective abortions, late entry
to prenatal care, low birthweight, child
abuse and neglect, and behavioral prob-
lems in children.” Separating the impact
of intendedness status from other social
and environmental influences on these
outcomes is, of course, difficult. The
greatest impact may be additive rather
than causal.'® Unintended pregnancies,
by definition, are unplanned, which
means that the woman has not had an
opportunity to take advantage of specific
preconception health promotion and
prevention activities beyond those they
have undertaken for their own health, if
any.

How detectable is the risk? Intendedness
and unintendedness are self-reported
and thus subject to reporting and recall
bias. They are, by definition, only identi-
fiable after the pregnancy has occurred.

How effective are the current treatment/
prevention strategies? Contraception is
highly effective; however, no method, in-
cluding permanent sterilization, is per-
fect. Unintended pregnancies occur be-
cause of lack of contraception, imperfect
use of contraception, and contraceptive
failure. The latter 2 causes are significant
because 49% of unintended pregnancies
occur in women who used a method of
contraception in the month they became
pregnant.” Emergency contraception is
available for women who determine
themselves to be at risk for an unin-
tended pregnancy. Studies indicate that
women who use the levonorgestrel-only
regimen for emergency contraception
reduce the likelihood of pregnancy from
60%-94%."" Based on findings from 2
randomized controlled trials, levonorg-

estrel is significantly more effective that a
combined estrogen and progestin ap-
proach.'? Although the availability and
quality of counseling are believed to in-
fluence decisions about the use of con-
traceptives, no standard definition of
contraceptive counseling exists, and lit-
tle research has addressed the relation-
ship between counseling and contracep-
tive use, especially among adults."”> Two
recent systematic evidence reviews were
unable to find research that could reli-
ably answer whether counseling in the
clinical setting can impact the successful
use of hormonal contraception or success-
fully impact unintended pregnancies.'*'”

Impact of preconception care. The only
opportunity to prevent unintended
pregnancy is before conception. The
ideal reproductive planning tool would
identify women who are planning to be-
come pregnant within the next 12
months or at a later point in their lives
and those women who are at risk of be-
coming pregnant (regardless of plans)
because of lack of or inappropriate use of
contraception. Existing tools or ques-
tions that facilitate women’s reproduc-
tive planning include patient interview
guides'® and questions from the family
planning module of the CDC’s Behav-
ioral Risk Factor Surveillance System
Questionnaire. Examples of reproduc-
tive life plans have been put forth.'® The
receipt of preconception health promo-
tion interventions that include an assess-
ment of reproductive plans by low-in-
come women who attend family
planning clinics has been shown to in-
crease subsequent pregnancy planning
and intendedness.!” Aside from this, re-
productive planning tools have not been
evaluated for feasibility or effectiveness
(in terms of promoting planned preg-
nancies and timeliness of receipt of pre-
conception care services) for women in
the primary care or other settings. The
CDC Select Panel Recommendations
specify that the development, evalua-
tion, and dissemination of reproductive
life—planning tools and health education
materials regarding preconception risk
factors that are known to affect preg-
nancy outcomes is a high priority.'
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Recommendation. Routine health pro-
motion activities for all women of repro-
ductive age should begin with screening
women for their intentions to become or
not become pregnant in the short and
long term and their risk of conceiving
(whether intended or not). Providers
should encourage patients (women,
men, and couples) to consider a repro-
ductive life plan and educate patients
about how their reproductive life plan
impacts contraceptive and medical deci-
sion-making. Every woman of reproduc-
tive age should receive information and
counseling about all forms of contracep-
tion from abstinence to permanent ster-
ilization and the use of emergency con-
traception that are consistent with their
reproductive life plan and risk of preg-
nancy. Strength of recommendation: A;
quality of evidence: 111.

Physical activity

Burden of risk. According to the CDC,'®
regular physical activity substantially re-
duces the risk of dying of coronary heart
disease, which is the nation’s leading
cause of death for women and men. Ex-
ercise also decreases the risk for stroke,
breast cancer, colon cancer, diabetes
mellitus, and high blood pressure. It
helps to control weight; contributes to
healthy bones, muscles, and joints; re-
duces falls among older adults; helps to
relieve the pain of arthritis; reduces
symptoms of anxiety and depression;
and is associated with fewer hospitaliza-
tions, physician visits, and medications.
Moreover, physical activity need not be
strenuous to be beneficial; people of all
ages benefit from participating in regu-
lar, moderate-intensity physical activity,
such as 30 minutes of brisk walking = 5
times a week. Despite the proven benefits
of physical activity, > 50% of American
adults do not get enough physical activ-
ity to provide health benefits, and 25% of
adults are not active at all in their leisure
time. Activity decreases with age and is
less common among women than men
and among those with lower income and
less education.'® Studies have found
lower levels of cortisol and adrenalin in
response to stressful stimuli in individu-
als who exercise regularly and are fit. Ex-
ercise has been associated with reduced

allostatic loads and improved allostasis
before pregnancy.'®

How detectable is the risk? Detection is
dependent on the provider asking and
the woman honestly responding about
her usual physical activity.

How effective are the current treatment/
prevention strategies? There are no
known direct benefits on pregnancy out-
come of exercise before conception. In-
direct benefits may include weight con-
trol and mood stability. Obesity is
associated with numerous poor preg-
nancy outcomes, such as gestational dia-
betes mellitus, pregnancy-induced hy-
pertension, preterm delivery, stillbirth,
macrosomia, congenital anomalies.*’
Mood instability is associated with de-
pression, which is often exacerbated in
pregnancy and the postpartum period. A
recent systematic review that was done
under the auspices of the Agency for
Health Research and Quality found sev-
eral recent good- and fair-quality trials
on the efficacy of counseling for physical
activity in primary care; these studies
found modest or no increases in physical
activity, whereas previous reviews found
interventions that target physical activity
to be effective in the short term.?' The
National Institutes of Health recom-
mends that all adults exercise at least 30
minutes a day on most, if not all, days of
the week.*?

Recommendation. All women should be
assessed regarding weight-bearing and
cardiovascular exercise and offered rec-
ommendations that are appropriate to
their physical abilities. Strength of recom-
mendation: C; quality of evidence: 11-2.

Nutritional status

A woman’s nutritional status has a pro-
found impact on her own health and can
impact fertility and reproductive out-
comes. Considerations include diet
quality and body mass index (BMI). In
their article in this supplement, Gardiner
et al*® explore at length the topics of diet,
supplements, and vitamins as important
foundations for a healthy pregnancy. To
make a difference, these topics must be
addressed routinely with all women as an
avenue to higher levels of nutritional
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health for themselves and for any preg-
nancies they may some day conceive.

Weight status

Burden of risk. Approximately one-third
of all women in the United States are
obese, and obesity is identified as the
fastest growing health problem in this
country. Obesity, defined as a BMI of =
30 kg/mz, is associated with elevated
risks of type 2 diabetes mellitus, hyper-
tension, infertility, heart disease, gall-
bladder disease, immobility, osteoarthri-
tis, sleep apnea, respiratory impairment,
social stigmatization, and a variety of
cancers that include breast, uterine, and
colon.***  Mild-to-moderate  over-
weight in young adults predicts subse-
quent obesity.”> Weight retained from
previous gestations is an important con-
tributor to higher than optimal BMI in
childbearing women.

Although most discussions of health
risks that are associated with weight sta-
tus focus on overweight and obesity, a
2005 analysis estimated the number of
excess deaths that were associated with
various BMI levels and found low BMI to
be associated with excess deaths.*® Com-
putations revealed that 33,746 deaths
were associated with BMI < 18.5 kg/m”.
The prevalence of low BMI was 1.9% in
women ages 25-59 years and 2.4% in
women beyond age 70 years, with most
of the excess deaths occurring in the
older women. The study did not include
women < 25 years old, an age group for
which there is a significant risk of female
athlete syndrome (disordered eating,
menstrual irregularity, and low bone
mass) and disordered eating such as bu-
limia, anorexia nervosa, and binge-eat-
ing disorder. A recent cross-sectional
study of female athletes in California
found that 18.2%, 23.5%, and 21.8% met
the criteria for disordered eating, men-
strual irregularity, and low bone mass,
respectively.”” According to the ACOG,
7 million women and girls have eating
disorders.?® Ofnote, defining low BMI as
< 18.5 kg/m” also fails to capture most of
the women who enter pregnancy under-
weight, as defined by the Institute of
Medicine, whose recommendations for
optimal weight gain by prepregnancy



BMI identifies the cut point for low BMI
as < 19.8 kg/m>.

Health risks of being underweight in-
clude nutrient deficiencies, heart irregu-
larities, osteoporosis, amenorrhea, and
infertility. For women who become
pregnant, low pregravid weight is associ-
ated with increased risks for preterm
birth, low birthweight, and intrauterine
growth restrictions, all of which are ma-
jor contributors to poor pregnancy out-
comes in this country. A low prepreg-
nancy BMI may also increase the risk for
birth defects, such as gastroschisis. A
study by Lam et al*® found that infants
who were born to underweight mothers
(prepregnancy BMI, < 18.1 kg/m?*) were
> 3 times more likely to have gastroschi-
sis, compared with infants of normal
weight mothers (prepregnancy BMI,
18.1-28.3 kg/m®). In this study, every
unit increase in BMI was estimated to de-
crease the risk for gastroschisis by ap-
proximately 11%.

How detectable is the risk? The use of a
BMI chart is an easy and rapid way to
assess the weight category of all patients.
ACOG recommends that providers cal-
culate each woman’s BMI and review
medical, social, and family risks for
weight-related conditions.**

How effective are the current treatment/
prevention strategies? Counseling to sup-
port improvements in diet and physical
activity are considered first-line inter-
ventions.”* In a systematic review, the
US Preventive Services Task Force (USP-
STF) concluded that counseling alone or
with pharmacotherapy can promote
modest sustained weight loss.”> The
most successful nonsurgical approaches
to weight loss were intensive, weight-fo-
cused counseling that consists of > 1 ses-
sion per month or multicomponent, in-
tensive interventions that combine
nutrition and exercise counseling with
supportive, skill-building behavioral in-
terventions. Evidence from randomized
controlled trials of long-term benefits
and improved health with weight loss
was limited. The American Medical As-
sociation suggests that use of the stages
of change model as adapted for over-
weight and obesity may help determine

patient motivation and interest in weight
loss.”® ACOG recommends setting an
initial goal of losing 5-10% of total body
weight over a 6-month period as realistic
and achievable.** Data that evaluate the
effectiveness of this approach were not
found. Strategies to impact low BMIs, if
they are symptomatic of eating disor-
ders, will require partnering with spe-
cialists in the field.

Recommendation. All women should
have their BMI calculated at least annu-
ally. All women with BMIs = 26 kg/m*
should be counseled about the risks to
their own health, the risks for exceeding
the overweight category, and the risks to
future pregnancies, including infertility.
These women should be offered specific
behavioral strategies to decrease caloric
intake and increase physical activity and
be encouraged to consider enrolling in
structured weight loss programs. All
women with a BMI < 19.8 kg/m? should
be counseled about the short- and long-
term risks to the own health and the risks
to future pregnancies, including infertil-
ity. All women with a low BMI should be
assessed for eating disorders and distor-
tions of body image. Women who are
unwilling to consider and achieve weight
gain may require referral for further
evaluation of eating disorders. Strength
of recommendation: A; quality of evidence:
III.

Specific nutrient intake

Burden of risk. According to the Na-
tional Nutrition Monitoring Survey,
most women of reproductive age and
older are not getting enough of the fol-
lowing nutrients through their diets: vi-
tamins A, C, B6, and E; folate; calcium;
iron; zinc; and magnesium. All of these
nutrients are important for high levels of
wellness. For instance, calcium supports
and maintains optimal bone matrix; iron
prevents some forms of anemia; zinc
promotes healthy growth and an effi-
cientimmune system; vitamins A, C, and
E are antioxidants that are important for
the prevention of cardiovascular disease
and cancers. In addition to being impor-
tant for the health of a woman, these nu-
trients are important for the normal de-

velopment of the embryo and the
progress of a healthy pregnancy.

How detectable is the risk? Nutrient defi-
ciencies are difficult to detect before re-
lated diseases manifest.

How effective are the current treatment/
prevention strategies? The efficacy of
meeting the recommended daily allow-
ances (RDA) for all nutrients that are
listed is not known relative to disease
prevention. It is believed that taking a
multivitamin affords a level of protec-
tion beyond that achieved through the
usual food choices of most women. Wil-
lett and Stampfer,”' who are leading re-
searchers in the field of nutrition, have
concluded that there is greater benefit
than harm in recommending a daily
multivitamin that does not exceed the
RDA ofits component vitamins for most
adults. Their recommendation is based
on the substantial evidence that higher
intakes of folic acid and vitamins B6,
B12, and D are needed and beneficial. In
their review, a multivitamin is especially
important for women who might be-
come pregnant, for persons who regu-
larly consume 1 or 2 alcoholic drinks per
day, the elderly, those who tend to ab-
sorb vitamin B12 poorly, vegans, and
those with limited resources to afford ad-
equate fruits and vegetables.

Recommendation. All women of repro-
ductive age should be assessed for nutri-
tional adequacy and receive a recom-
mendation to take a multivitamin
supplement if any question of ability to
meet the RDAs through food sources is
uncovered. Care must be taken to coun-
sel against ingesting supplements in ex-
cess of the RDAs. Strength of recommen-
dation: A; quality of evidence: 111.

Folate levels

Burden of risk. The specific nutrient, fo-
late, has gained particular attention over
the last 15 years because of the epidemi-
ologic evidence that women who do not
receive some form of folate supplemen-
tation have an increased likelihood of
having a pregnancy that is complicated
by neural tube defects (NTDs) and other
birth defects.’*** Increasingly, low fo-
late levels have been associated with the
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occurrence of coronary artery disease,
breast and colon cancers, and the devel-
opment of some forms of dementia.*'~>°
Folate levels can be altered by consuming
folate-rich foods or by ingesting folic
acid, a synthetic compound that is avail-
able through dietary supplements and
through fortified foods. Folic acid is ap-
proximately 50% more bioavailable than
folate and therefore has a greater effi-
ciency in protecting against disease states
influenced by folate levels.”'

How detectable is the risk? Nutrient defi-
ciencies are difficult to detect before re-
lated diseases are manifested; NTDs that
are present within 28 days after concep-
tion usually are diagnosed through fetal
testing, such as alpha-fetoprotein blood
assays and ultrasound evaluations that
are done early in the second trimester of
gestation.

How effective are the current treatment/
prevention strategies? Compelling evi-
dence about the benefits of folic acid in
the prevention of NTDs resulted in the
1992 US Public Health Service recom-
mendation that “all women of reproduc-
tive age in the United States who are ca-
pable of becoming pregnant should
consume 0.4 mg of folic acid (400 ug)
per day for the purpose of reducing their
risk of having an affected pregnancy.””?
Subsequently, the US Food and Drug
Administration approved a population-
based strategy to fortify all enriched
grain products with folic acid, effective
January 1998. The fortification levels
were set relatively low but have resulted
in the average woman, who eats a stan-
dard diet, ingesting an extra 190-240 ug
of folic acid daily.>®>* In 1998, the Insti-
tute of Medicine affirmed the US Public
Health Service recommendation and
added that women of childbearing years
should take 400 ug of synthetic folic acid
daily that is obtained from fortified
foods and/or supplements and consume
a balanced, healthy diet of folate-rich
food.> The Institute of Medicine recom-
mendation combines the 3 approaches
that are available to individual women to
increase their exposure to folic acid: sup-
plementation, ingestion of fortified
foods, and ingestion of foods that are

naturally rich in folate, all of which are
dependent on knowledge, behaviors,
and access to the protective choices.

Supplementation is the strategy that
has been promoted the longest. Two re-
ports on trends that are related to the use
of folic acid before conception indicate
that, at most, daily supplementation has
been adopted by = 40% of nonpregnant
women of reproductive age.’>>’

The National Health and Nutrition
Examination Surveys (NHANES) are
conducted periodically by the CDC to
assess the health, dietary practices, and
nutritional status of noninstitutional-
ized civilians in the United States. In
2002, the CDC analyzed the NHANES
from 2 time frames and found that the
median serum and erythrocyte folate
concentrations had increased signifi-
cantly for women ages 15-44 years after
fortification.’® Subsequently, Dietrich et
al® undertook further analysis of
NHANES data and found that < 10% of
women of reproductive age reached the
erythrocyte folate concentration that is
associated with protection against
NTDs. They excluded all survey partici-
pants in their analysis who had used any
nutritional supplement in the 30 days
before their laboratory testing. The re-
searchers concluded that fortification at
the presently mandated level was proba-
bly not sufficient to prevent NTDs. In the
most recent analysis of NHANES data,
the CDC® reported a 16% decline in se-
rum folate concentrations among
women aged 15-44 years from 1999-
2000 to 2003-2004; red blood cell folate
concentrations decreased 8% over the
same time periods. Both of these findings
were statistically significant.

The spina bifida rate per 100,000 live
births declined 25% from 1995-2000 and
13% from 2000-2005. The anencephaly
rate declined 35% from 1991-1995 and
was unchanged from 1995-2005.%" What
portion of these reductions are related to
the trio of prevention strategies, supple-
mentation, fortification, and food
choices and what portion is related to as-
certainment biases that are related to
early prenatal diagnosis and elective ter-
minations is unknown. However, that a
primary prevention opportunity exists
that is inexpensive has potential health
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benefits beyond the prevention of con-
genital anomalies and which is under-
used suggests that more emphasis must
be placed on reaching women with this
simple strategy. Reinforcement of public
awareness campaigns by clinicians has
been demonstrated to increase the use of
folic acid supplementation markedly.*>%*

Recommendation. All women of repro-
ductive age should be advised to ingest
0.4 mg (400 wg) of synthetic folic acid
daily from fortified foods and/or supple-
ments and to consume a balanced,
healthy diet of folate-rich food.”
Strength of recommendation: A; quality of
evidence: I-a.

Immunizations

The routine care of all women should
consider her risks and susceptibility to
infections that are preventable through
vaccination. In this supplement, Coon-
rod et al® provide a thorough review of
the evidence for immunizations as part
of a comprehensive preconception
health and healthcare program.

By assessing every woman’s immuni-
zation status routinely, irrespective of
her pregnancy intentions, more women
will be protected against preventable dis-
eases and will enter pregnancy with fewer
infectious disease risks. The Advisory
Committee on Immunization Practices
of ACOG and the American Academy of
Family Physicians have identified that
assessment of immunity and appropriate
protection should be provided to all
adults ages 19-49 years for the following
diseases: tetanus, diphtheria, pertussis;
varicella; and measles, mumps, and ru-
bella. The Advisory Committee on Im-
munization Practices also endorses hu-
man papillomavirus vaccination for all
women = 26 years. The need for other
immunizations is recommended based
on specific risk factors.®*

Recommendation. All women of repro-
ductive age should have their immuniza-
tion status for tetanus, diphtheria, per-
tussis; measles, mumps, and rubella; and
varicella reviewed annually and updated
as indicated. All women should be as-
sessed annually for health, lifestyle, and
occupational risks for other infections
and offered indicated immunizations.



Strength of recommendation: A; quality of
evidence: 111.

Substance use

In their article in this supplement, Floyd
et al® detail the importance and impact
of substance exposure on pregnancy out-
comes. Because the prevalence of alcohol
and tobacco use by women of reproduc-
tive age is significant and has the poten-
tial to impact their own health as well as
the health of any pregnancies they may
conceive, these topics have been in-
cluded in this article as appropriate areas
for inclusion in the routine care of all
women.

Tobacco

Burden of risk. According to the USP-
STF, tobacco use is the leading prevent-
able cause of death in the United States
and results in 440,000 deaths annually.
Over 155,000 deaths annually from neo-
plasms, 80,000 deaths from ischemic
heart disease, and 17,000 deaths from ce-
rebrovascular disease are attributed to
smoking.®® For women, specifically, cig-
arette smoking is the largest preventable
cause of death and disability in this
country.”” Women who smoke have
higher likelihood of dysmenorrhea, sec-
ondary amenorrhea, and menstrual ir-
regularities. They also enter into meno-
pause at an earlier age and are at
increased risk for hip fractures. Smoking
also affects health outcomes of people
other than the smokers; smoking during
pregnancy results in the deaths of ap-
proximately 1000 infants annually. Sig-
nificant risks that are associated with
smoking during pregnancy include pre-
mature births, spontaneous abortions,
stillbirths, and intrauterine growth re-
tardation. A metaanalysis found a 90%
increased risk of placenta abruption in
smokers®®; smokers also have an in-
creased risk for placenta previa.

How detectable is the risk? Screening for
tobacco use usually is achieved through a
verbal history that is associated with un-
derreporting of exposure. Urinary cotin-
ine levels can be used to screen for and
monitor smoking, but this approach is
not usual in clinical practices.

How effective are the current treatments/
prevention strategies? Brief tobacco ces-
sation counseling interventions that in-
clude screening, brief counseling (= 3
minutes), and/or pharmacotherapy have
proved to increase tobacco abstinence
rate. The “5 As” behavioral counseling
framework provides a useful strategy for
engaging patients in smoking cessation
discussions. The 5 As are assess, advise,
agree, assist, and arrange; this approach,
which has been demonstrated through
clinical trials to be effective, has been en-
dorsed by the USPSTF as an effective
strategy for use in the primary care set-
ting.%” Clinics that implement screening
systems that are designed regularly to
identify and document a patient’s to-
bacco use increase their rates of clinician
intervention, although there is limited
evidence for the impact of screening sys-
tems on tobacco cessation rates.”” The
USPSTF found good evidence that brief
smoking cessation interventions that in-
clude screening, brief behavioral coun-
seling (< 3 minutes), and pharmaco-
therapy can be offered effectively in
primary care settings to increase the pro-
portion of smokers who successfully quit
smoking and remain abstinent after 1
year.”!

Recommendation. All women should be
assessed for the use of tobacco at each
encounter with the healthcare system,
and those who smoke should be coun-
seled, using the 5 As, to limit exposure.
Strength of recommendation: A; quality of
evidence: 11-2.

Alcohol

Burden of risk. According to the USP-
STF, alcohol misuse is associated with >
100,000 deaths per year.”> Alcohol mis-
use includes numerous patterns of alco-
hol ingestion: Risky drinkers are those
who consume above the recommended
daily, weekly, or per-occasion amounts;
harmful drinkers experience harms that
are associated with their alcohol intake
but do not meet the criteria for alcohol
abuse and dependence that are associ-
ated with repeated negative physical,
psychological, and social effects from al-
cohol. Maximum recommended con-
sumption is = 1 standard drink per day

for adult women and for anyone older
than 65 years of age, and = 2 standard
drinks per day for adult men.”* No alco-
hol consumption is considered safe in
pregnancy. Prenatal alcohol exposure is
associated with significant maternal and
fetal health risks that include miscar-
riage, growth retardation, and fetal alco-
hol spectrum disorders, which includes
fetal alcohol syndrome. Prenatal alcohol
use is considered a leading preventable
cause of birth defects and developmental
disabilities in the United States.””’* In
the 2006 National Survey on Drug Use
and Health,”® 53% of women ages 15-44
years reported current alcohol use, and
23.6% reported binge drinking. National
estimates that used the 2002 Behavioral
Risk Factor Surveillance System report
that more than one-half of women who
do not use contraception reported alco-
hol use and that 12.4% of the women re-
ported binge drinking in the 30 days pre-
ceding the survey.”® Many women who
are at risk for pregnancy will conceive
and continue alcohol use during the ear-
liest weeks of pregnancy when the great-
est prenatal damage from alcohol expo-
sure will occur. An estimated 11% of
women who drink 1-2 oz of absolute al-
cohol a day during the first trimester
have babies with features consistent with
fetal alcohol syndrome,77 which includes
growth retardation, physical anomalies,
neurodevelopmental abnormalities, and
mental retardation. There is no estab-
lished safe level of alcohol consumption
during pregnancy.”®

How detectable is the risk? Determining
alcohol use patterns is dependent on the
provider asking and the patient provid-
ing reliable answers. There are no known
validated questionnaires for the assess-
ment of alcohol use, but there are a num-
ber of validated screening instruments to
assess alcohol abuse in childbearing-
aged women (such as the TWEAK [Tol-
erance, Worried, Eye-opener, Amnesia,
K/Cut down], T-ACE [Tolerance, An-
noyed, Cut down, Eye-opener], Audit,
and Audit-C).””®® The National Insti-
tute on Alcohol Abuse and Alcoholism
produced a guidance document for cli-
nicians (Helping Patients Who Drink Too
Much: A Clinician’s Guide)®' that uses
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quantity, frequency, and maximum
amounts of alcohol consumed as a guide
for advising and treating individuals who
exceed recommended limits.

How effective are the current treatments/
prevention strategies? A systematic evi-
dence review that was undertaken by the
USPSTF found that good quality brief
multicontact behavioral counseling in-
terventions that are delivered by primary
care providers reduces risky and harmful
alcohol use.®® Very brief or brief single
contact interventions were less effective
or ineffective.®” The elements in effective
interventions were generally consistent
with the 5 As approach to behavioral
counseling interventions that have been
endorsed by the USPSTF as appropriate
to the primary care setting.” The 5 As are
assess, advise, agree, assist, arrange. Evi-
dence-based guidelines have been devel-
oped for identifying and intervening
with reproductive aged women who are
engaging in risky drinking. Currently,
screening and brief interventions are the
recommended standard of care for alco-
hol abuse problems in adults and preg-
nant women.* A recent randomized
controlled trial found that motivational
interventions that are aimed at alcohol
and effective contraception in the pre-
conception period significantly reduced
the risk of alcohol-exposed pregnancies
in high-risk women.*?

Recommendation. All women should be
assessed at least annually for alcohol use
patterns and risky drinking behaviors
and provided with appropriate counsel-
ing; all women should be advised of the
risks to the embryo/fetus of alcohol ex-
posure in pregnancy and that no safe
level of consumption has been estab-
lished. Strength of recommendation: A;
quality of evidence: 111.

STIs

Burden of risk. The CDC estimates that
approximately 19 million new STIs oc-
cur annually in the United States, almost
one-half of which are among young
adults ages 15-24 years.** Although STIs
are common among all ages, races, and
ethnic groups, racial and ethnic minori-
ties are affected disproportionately. In a
companion article in this supplement,

Coonrod et al* provide a detailed over-
view of the prevalence, screening, and
treatment of STIs and review the evi-
dence to support recommendations for
women who may become pregnant.
Given the prevalence of STIs and their
serious health consequences, the pri-
mary care of all women, whether preg-
nancy is intended or not, should include
assessment of STI risk, counseling, and
other strategies for prevention and provi-
sion of indicated testing and treatment.

How detectable is the risk? The CDC clin-
ical prevention guidelines for STIs (a
component of the STI treatment guide-
lines)®® specify that healthcare providers
should routinely and regularly obtain
sexual histories from their patients and
address risk reduction strategies based
on identified risk practices. The “5 Ps,”
which focus on partners, prevention of
pregnancy, protection from STTs, sexual
practices, and past history of STIs, is an
identified approach for eliciting a com-
plete sexual history.

How effective are the current treatments/
prevention strategies? The prevention of
STIs is based on patient education and
counseling about avoidance of STIs
through changes in sexual behaviors and
the preexposure vaccination of persons
at risk for vaccine-preventable STTs. The
CDC STI prevention guidelines advise
that healthcare providers use a client-
centered, interactive approach to pro-
vide counseling and education that are
directed at a patient’s personal risk, the
situations in which risk occurs, and the
use of goal-setting strategies around spe-
cific actions that can reduce the risk for
STI transmission.*® A randomized con-
trolled trial of a client-centered approach,
Project RESPECT, demonstrated that a
brief counseling intervention is associ-
ated with a reduced frequency of STI
risk-related behaviors and with a low-
ered acquisition of STTs.?” Practice mod-
els that are based on Project RESPECT
have been implemented successfully in
clinical settings.®®

Although it is known that abstaining
from sexual activity or being part of a
long-term, mutually monogamous rela-
tionship with an uninfected partner is
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the most reliable way to avoid the trans-
mission of STTs, it is unknown whether
counseling about abstinence or monog-
amy is effective in promoting these
behaviors.

Male latex condoms, when used con-
sistently and correctly, are effective in
preventing the transmission of HIV and
some other STIs, which include chla-
mydia, gonorrhea, and trichomoniasis.
Male latex condom use is also associated
with a 70% reduction in the risk for
transmission of human papillomavirus.
Male latex condom use might reduce the
risk for transmission of herpes simplex
virus-2, although data are limited. The
failure of condoms to protect against STI
transmission usually results from incon-
sistent or incorrect condom usage rather
than from condom breakage. Male con-
doms that are made from materials other
than latex have higher breakage and slip-
page rates when compared with latex
condoms, but condoms made from
polyurethane or other synthetic material
should be substituted for latex condoms
for those with latex allergy. Male con-
doms that are made from natural mem-
brane condoms (eg, lamb cecum) have
pores that do not allow the passage of
sperm but that do allow the transmission
of many STIs, which includes HIV and
hepatitis B. Therefore, the use of natural
membrane condoms for protection
against STIs is not recommended.® Lab-
oratory studies demonstrate that the fe-
male condom is an effective mechanical
barrier to viruses, which includes HIV,
and to semen. If used consistently and
correctly, the female condom has been
shown to reduce the risk of STIs in a lim-
ited number of clinical studies.*® Female
condoms are substantially more costly
than male condoms.

The use of spermicides that contain
nonoxynol-9 has been associated with
disruption of the genital epithelium,
which might be associated with an in-
creased risk for HIV transmission. As
such, spermicides that contain nonoxy-
nol-9 (including condoms that are lubri-
cated with nonoxynol-9) are not recom-
mended for STI prevention.®®

Preexposure vaccination is 1 of the
most effective methods for the preven-
tion of transmission of specific STIs,



which include hepatitis B, hepatitis A,
and human papillomavirus. Hepatitis B
vaccination is recommended for all un-
vaccinated, uninfected persons being
evaluated for an STI. Hepatitis A vaccine
is licensed and is reccommended for men
who have sex with men and illicit drug
injecting and noninjecting drug users. A
vaccine against human papillomavirus
types 6, 11, 16, and 18 is available and
recommended for women and girls aged
9-26 years. Vaccination strategies are
discussed more fully elsewhere in this
supplement.®

Recommendation. Healthcare providers
should assess STI risks regularly and rou-
tinely, provide counseling and other
strategies that include immunizations to
prevent the acquisition of STTs, and pro-
vide indicated STT testing and treatment
for all women of childbearing age.
Strength of recommendation: A; quality of
evidence: I11.

Comment

By addressing the reproductive intentions
and contraceptive practices and needs of
every woman who seeks care, providers
may be able to decrease women’s chances
of experiencing unintended pregnancies
and support women in achieving planned
and well-timed pregnancies. By addressing
the health promotion needs of every
woman who seeks care and examining and
addressing her health profile for reproduc-
tive risks, irrespective of her desires for
pregnancy, it is likely that more women
will enter pregnancy with high levels of
preconception wellness and that healthier
women and healthier pregnancies and in-
fants will be the result. The importance of
integrating reproductive planning and
health promotion into women’s routine
healthcare is further emphasized when the
potentially far-reaching effects of repro-
ductive outcomes (such as unintended
pregnancies, adverse pregnancy outcomes,
pregnancy complications, and STIs) on
women’s health, well-being, and life cir-
cumstances are considered. Because the re-
productive capacity for most women spans
nearly 4 decades, during which time her
reproductive intentions and risks are likely
to change, the importance of viewing

women’s reproductive health promotion
as an on-going process is underscored.
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Many vaccine-preventable diseases have serious consequences for the pregnant mother,
the fetus, and the neonate. This article reviews the rationale and impact of including
vaccinations as part of preconception care and provides recommendations for clinical
care. Vaccinations that are recommended highly in preconception care include the
hepatitis B and the measles, mumps, and rubella vaccines. The role of human papillo-
mavirus, varicella, diphtheria, tetanus, and pertussis vaccinations as part of preconcep-

tion care is also discussed.
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Many vaccine-preventable dis-
eases may have serious conse-
quences for both the mother and fetus
during pregnancy, which makes the
immunization status of women of re-
productive age an important focal
point for preconception care. Preven-
tion of congenital rubella syndrome is
a prototype for preconception care be-
cause it is needed before conception
and is very effective in preventing a
congenital disease that has significant
morbidity and mortality rates. Some

immunizations act by preventing con-
genital infection, others by preventing
perinatal transmission. Some vaccines
are recommended in the preconcep-
tion period because they cannot be ad-
ministered during pregnancy; others
have maternal benefits because they
avoid treatment that might have ad-
verse consequences for the pregnancy.
This article reviews the evidence for
immunizations as part of a compre-
hensive preconception healthcare
program.
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Human papillomavirus (HPV)

Burden of suffering. HPV is 1 of the most
common forms of sexually transmitted
infections; it appears as flat or papillary
warts on the cervix, vagina, and vulva. Its
prevalence in women ranges from
16-84% in study populations.’ Several
viral types have been determined as the
etiologic factor that leads to cervical dys-
plasia and cervical cancer. There is
evidence that links maternal HPV infec-
tions to juvenile-onset recurrent respira-
tory papillomatosis or laryngeal papillo-
matosis, which is an extremely rare
disease that is associated with low mor-
tality but high morbidity rates.” Research
has documented a higher rate of expo-
sure to HPV with vaginal delivery than
cesarean section,” but no difference in
infection rates. The risk of neonatal pap-
illomatosis is very low, so there is no in-
dication for a cesarean section delivery.

How detectable is the condition? Genital
warts are detected by visual examination
and the occasional need for biopsy to
confirm the diagnosis. HPV infection is
generally detected by cytologic screen-
ing, which aims to detect abnormalities
in the epithelium of the cervix. Screening
for high-risk types of HPV through nu-
cleic acid tests is usually done in con-
junction with cytologic screening when
certain findings (atypical squamous
cells) are found on cytologic examina-
tion. Direct screening for high-risk HPV
is also used in the follow-up of patients
with cytologic abnormalities and as a
primary screening method in women =
30 years.

How effective are the current treatments?
Treatment of abnormal cytologic find-
ings is highly effective in the prevention
of cervical cancer.

Impact of preconception care. The diag-
nostic evaluation of cervical cytologic


mailto:dean_coonrod@MedProDoctors.com

abnormalities is less complicated outside
of pregnancy because certain diagnostic
tests may be contraindicated during
pregnancy (eg, endocervical curettage).
Treatment of abnormalities that are
caused by HPV is more straightforward
before pregnancy; more treatment op-
tions are available before pregnancy. Be-
cause the primary screening method for
HPV is cervical cytologic screening
in conjunction with DNA detection,
women should undergo this screening at
regular intervals, which is recommended
by various groups. Primary prevention
for HPV has become available recently
through an HPV vaccine for selected
HPV types. This vaccine has the poten-
tial of reducing the incidence of HPV-
related genital disease, which includes
cervical, penile, vulvar, vaginal, and anal
cancer and precancerous lesions.* The
quadrivalent vaccine, by decreasing the
incidence of genital warts, has the poten-
tial to reduce laryngeal papillomatosis
among the children of those vaccinated.*
Another potential benefit of the vaccine
is avoidance of loop electrosurgical exci-
sion procedure and cone biopsy, which
can impact cervical performance during

pregnancy.’

Recommendations by other groups. The
Advisory Committee on Immunization
Practices (ACIP) currently recommends
the HPV vaccine for women and girls
aged 9-26 years who have not yet com-
pleted the series, with the recommenda-
tion to begin vaccination in girls who are
11-12 years old.® The US Preventive Ser-
vices Task Force (USPSTF), American
Cancer Society (ACS), and American
College of Obstetricians and Gynecolo-
gists (ACOG) all recommend cytologic
screening beginning at age 21 years or 3
years after the onset of sexual activity
(whichever comes first).””” The groups
vary on the screening interval, with the
USPSTEF stating that most of the benefit of
screening occurs with screening every 3
years; ACS recommends annual screening
with conventional methods, every 2 years
with liquid-based cytology; although
ACOG recommends annual screening un-
til age 30, then every 2 to 3 years if there are
no previous abnormalities.””

Recommendation. Women should be
screened routinely for HPV-associated
abnormalities of the cervix with cyto-
logic (Papanicolaou) screening. Recom-
mended subgroups (ie, women and girls
9-26 years of age) should receive the
HPV vaccination series for the purpose
of decreasing the incidence of cervical
abnormalities and cancer. By avoiding
the need for procedures on the cervix be-
cause of abnormalities that are caused by
HPV, the vaccine could help decrease the
proportion of pregnancies that end in pre-
term birth that is related to cervical incom-
petence during pregnancy. Strength of rec-
ommendation: B; quality of evidence: 11-2.

Hepatitis B

Burden of suffering. Hepatitis B is pre-
dominantly a sexually transmitted dis-
ease in the United States.'” Causes of
hepatitis B transmission include blood
transfusions and transmission through
semen, infected wounds or needles, and
vaginal secretions. Persons at high risk
for hepatitis B include men who have sex
with men, intravenous drug users, and
those with multiple sex partners. Almost
25% of sexual contacts of a seropositive
partner will become infected. The risks
of neonatal transmission range from
10% if the woman has an acute hepatitis
B infection during the first trimester to
90% during the third trimester.'" If a
woman is infected chronically (demon-
strated by hepatitis B surface antigen
[HBsAg] seropositivity), the risk of peri-
natal transmission is 10-20%. If she is
chronically infected and seropositive for
both HBsAg and hepatitis B e antigen,
the risk of transmission to a fetus is ap-
proximately 90%. Chronic infection oc-
curs in > 90% of infected infants.
Chronic infection poses a risk of cirrho-
sis and hepatocellular carcinoma.

How detectable is the condition? Hepati-
tis B is detectable through clinically
available serum antibody and antigen
panels.

How effective are the current treatments?
Vaccination is the primary method of
hepatitis B prevention. Studies have not
shown a decreased risk in long-term out-
comes when the general population is
screened, but high-risk women who

were not vaccinated previously should
be tested. Vertical transmission of hepa-
titis B is prevented by the administration
of immunoprophylaxis at birth to in-
fants with seropositive mothers. How-
ever, infants who are exposed to acute
infection in utero have additional risks
that include low birthweight'* and pre-
maturity."” The infants of women who
are chronic carriers should receive the
hepatitis B immune globulin within 12
hours of delivery and hepatitis B vacci-
nation at birth, 1, and 6 months. This
vaccination series conveys a high protec-
tive efficacy (95%) against perinatal
transmission. Breastfeeding is not con-
traindicated for infants who have been
immunized.

Impact of preconception care. There are
no studies specifically of a preconception
immunization program, but it makes
sense to initiate this immunization be-
fore pregnancy for those who have not
received it previously, rather than wait
until pregnancy.

Recommendations by other groups. The
USPSTF Force recommends screening
pregnant women for HBsAg at the first
prenatal visit (an “A” recommendation).
They recommend against screening the
general population for hepatitis B. In
1997, the ACIP recommended vaccina-
tion of all children ages 0-18 years. Their
most recent recommendations for adults
include offering vaccination to those
who request the vaccine and those who
are at high risk (household contacts or
sex-partners of HBsAg-positive persons,
sexually active persons not in a long-
term monogamous relationship, men
who have sex with men, those with HIV
or a recent sexually transmitted infec-
tion, patients who are being treated with
hemodialysis or with renal disease that
may require hemodialysis, healthcare
workers and public safety personnel, pa-
tients who receive certain blood prod-
ucts, staff and clients at institutions for
the developmentally disabled, inmates of
long-term correctional facilities, and
persons who travel to high-risk areas).'*

Recommendation. All high-risk women
(household and sexual contacts of hepa-
titis B virus carriers, injection drug users,
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women with sexually transmitted dis-
eases or other high-risk behaviors that
include multiple sex partners, interna-
tional travelers, prisoners, and workers
in healthcare, public safety, and institu-
tions) who have not been vaccinated pre-
viously should receive hepatitis B vac-
cine before pregnancy; women who are
chronic carriers should be instructed on
ways to prevent transmission to close
contacts and how to prevent vertical
transmission to their babies. Strength of
recommendation: A; quality of evidence:
I1I.

Varicella

Burden of suffering. Chickenpox (vari-
cella) is a highly contagious disease. In
children, varicella is usually mild but can
be severe in adults and fatal in neonates
and immunocompromised persons. In-
fants of women with active disease dur-
ing the first trimester or early second tri-
mester are at risk for limb atrophy,
scarring of the skin of the extremities,
central nervous system abnormalities,
and eye problems. The risk of congenital
varicella from perinatal transmission
during the first and second trimesters
ranges from 0.4-2.0%, with a greater risk
in the second trimester. Additionally, the
maternal risk for severe infection, which
includes varicella pneumonia, is high."

How detectable is the condition? Varicella
is diagnosed most commonly on the ba-
sis of its clinical presentation.

How effective are the current treatments?
A 2-dose vaccination regimen has 98%
efficacy against varicella infection.'®

Impact of preconception treatment. The
availability of varicella vaccine, the rare
occurrence of a congenital varicella syn-
drome, and the severity of neonatal dis-
ease in infants of women who contract
varicella late during pregnancy suggest a
benefit for preconception immunization
of those women who do not have a his-
tory of chickenpox.'> A 2-dose varicella
vaccine schedule is now approved for use
in women of childbearing age without a
history of chickenpox.'” Because the vac-
cine contains live virus it should not be
given to pregnant women, and women
who have been vaccinated should be ad-

vised to avoid becoming pregnant for 1
month.'®'? Breastfeeding is not contra-
indicated in women just vaccinated.'®

Recommendations by other groups. The
Centers for Disease Control and Preven-
tion (CDC) ACIP recommends that all
healthy children should receive their first
dose of varicella vaccine routinely at
12-15 months of age and a second dose
by 4-6 years of age. For those children,
adolescents, and adults who received
only a single dose (an earlier recommen-
dation of ACIP), ACIP currently recom-
mends a second catch-up vaccination to
improve individual protection. The
CDC ACIP recommends that all women
be assessed prenatally for evidence of
varicellaimmunity (by either a history of
previous vaccination, previous varicella
infection that is verified by a healthcare
provider, or laboratory evidence of im-
munity). Those women who are not im-
mune should be offered the vaccine (2
doses). The guideline includes specific
recommendations that, if this is discov-
ered during pregnancy, the series be ini-
tiated immediately after delivery (or ter-
mination of pregnancy) with a second
vaccination in the series at the 6-week
postpartum visit.'® Because the effects of
the varicella vaccine on the fetus are un-
known, pregnant women should not be
vaccinated. Because the varicella vaccine
is a live vaccine, nonpregnant women
who are vaccinated should avoid becom-
ing pregnant for 1 month after each
injection.

Recommendation. Because the varicella
vaccine is contraindicated during preg-
nancy, screening for varicella immunity
(by either a history of previous vaccina-
tion, previous varicella infection that is
verified by a healthcare provider, or lab-
oratory evidence of immunity) should
be done as part of a preconception visit.
All nonpregnant women of childbearing
age who do not have evidence of varicella
immunity should be vaccinated against
varicella. Strength of recommendation: B;
quality of evidence: 111.

Measles, mumps,

and rubella (MMR)

Burden of suffering. Measles (rubeola) is
characterized by a rash and can be com-
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plicated by otitis media, pneumonia, and
diarrhea; less frequent outcomes are en-
cephalitis with long-term disability (1 in
1000 cases) and death (1-2 in 1000
cases). Measles during pregnancy has
been associated with spontaneous abor-
tion, prematurity, and low birthweight.
Measles has been confirmed not to be a
cause of birth defects.”® Classic mumps
causes parotitis often preceded by head-
ache, myalgia, malaise, and anorexia.
This classic presentation occurs in ap-
proximately one-third of cases; the rest
are either asymptomatic (one-fifth) or
cause a nonspecific respiratory illness. Se-
rious complications such as meningitis
are more likely in adults who experience
the condition. There has been some as-
sociation of mumps with first trimester
abortion, but a specific congenital syn-
drome has not been described.*® Rubella
infection during pregnancy, particularly
during the first 16 weeks, can result in
spontaneous abortion, stillbirth, or a
baby with congenital rubella syndrome.
The incidence of rubella has declined by
> 99% since 1969, the year the rubella
vaccine was licensed.”' However, sero-
logic surveys of various populations,
which includes migrant populations in
particular, found that 10-20% of women
of childbearing age lack serologic evi-
dence of immunity to rubella.

How detectable is the condition? MMR
are identified by standard clinical
activities.

How effective are the current treatments?
The MMR vaccine has been determined
to be very efficacious for all 3 viral
illnesses.”

Impact of preconception care. Congenital
rubella syndrome can be prevented by
preconception screening and vaccina-
tion. Women who are notimmune to ru-
bella at a preconception visit should be
vaccinated. A history of rubella during
childhood is frequently inaccurate. Even
with such a history, women who have
not been tested previously, who have not
received 2 doses of the MMR vaccine,
and who are not pregnant should receive
the vaccine without any testing. Women
who receive the vaccination should be
advised to avoid pregnancy for 3



months. Should conception occur soon
after vaccination, the woman can be re-
assured that she is not at appreciable risk
regarding the vaccination. Several large
series have identified no cases of vaccina-
tion-related congenital defect.?**>

Recommendations by other groups. The
CDC ACIP recommends that children
receive a 2-dose primary series of MMR
vaccination during childhood (the first
at 12-15 months and the second at 4-6
years).'® The CDC ACIP recommends
that women of childbearing age who do
not have acceptable evidence of rubella
immunity or vaccination receive the
MMR vaccine before pregnancy.*

Recommendation. All women of repro-
ductive age should be screened for ru-
bella immunity. MMR vaccination,
which will provide protection against
measles, mumps, and rubella, should be
offered to those who have not been vac-
cinated or who are nonimmune and who
are not pregnant. Because it is a live vac-
cine, women should be counseled not to
become pregnant for 3 months after re-
ceiving the MMR vaccination. Strength
of recommendation: A; quality of evidence:
1I-3.

Influenza

Burden of suffering. Epidemic influenza
during fall and winter outbreaks is com-
mon and causes an annual average of
200,000 hospitalizations and 36,000
deaths. Morbidity and death is more
likely in children who are < 2 years old,
adults who are = 65 years old, and those
with medical conditions that put them at
risk for complications.”> For women
with influenza during pregnancy, there is
an increase in morbidity in the second
and third trimesters and a possible in-
creased abortion rate. Influenza causes
increased morbidity in pregnancy that
results in both serious medical complica-
tions and hospitalization.**

How detectable is the condition? Influ-
enza is identified easily in standard clin-
ical care.

How effective are the current treatments?
Vaccination is approximately 70-90%
effective in preventing influenza against
viruses that are targeted in the prepara-

tion.** Vaccination of pregnant women
against influenza is recommended to re-
duce the risk of complications and to
provide passive protection to the neo-
nate.”>*® Inactivated influenza vaccines
are generally well-tolerated, with reac-
tions seen in < 5% of cases. Common
side-effects consist of low-grade fever
and mild systemic symptoms. The vac-
cine is prepared from viruses grown in
eggs; therefore, a small amount of egg
protein is present in these vaccines.
Women with a history of anaphylaxis to
eggs should not be vaccinated. An in-
creased risk of Guillain-Barré syndrome
is associated with the influenza vaccine,
but this risk appears to be rare and sig-
nificantly smaller than the overall risk
that is posed by naturally occurring in-
fluenza infection. There have been no re-
ported adverse outcomes from influenza
vaccination in pregnancy. A study of in-
fluenza immunization in > 2000 preg-
nant women did not find adverse fetal
effects that were associated with the vac-
cine.”* However, the potential for ad-
verse effects in pregnancy from influenza
vaccination has been reported. Thimer-
osal, amercury-based preservative that is
present in most inactivated formulations
of the vaccine, has been implicated in
human neurodevelopment disorders,
which includes autism.>® CDC studies
have not confirmed these findings.*
Two forms of “preservative-free” vac-
cine are available. Fluzone (Sanofi-Pas-
teur, Swiftwater, PA) is manufactured
without thimerosal, and Fluarix (Glaxo-
SmithKline, Philadelphia, PA) has the
thimerosal removed at the end of the
manufacturing process.”® Serious mor-
bidity that results from influenza infec-
tion in early pregnancy must be balanced
with the rare potential for adverse effects
of vaccination. Parenteral inactivated vi-
rus vaccine should be administered in-
tramuscularly to all women who will be
pregnant during influenza season from
October to mid November and contin-
ues as late as May, when peak influenza
activity may occur. The intranasal vac-
cine (LAIV, FluMist; MedImmune,
Gaithersburg, MD) is a live, attenuated
influenza vaccine and should not be used
in pregnant women.”'

Impact of preconception care. There are
no specific data on influenza vaccination
in a preconception population. General-
izations and recommendations for vac-
cination in the preconception period
must be made on the basis of risks for
women who may become pregnant or
are in early gestation. Fetal exposure to
influenza during the first trimester has
been implicated in a nested case-control
study potentially to increase the risk of
schizophrenia. The biologic mechanism
is not defined; however, investigators
noted that it may be worth considering
routine vaccination of nonpregnant
women several weeks before pregnancy,
given the possibility that the antibody re-
sponse to influenza, rather than direct in-
fection, may be responsible for the ob-
served increase in risk of schizophrenia.”?

Recommendations by other groups. The
CDC currently recommends influenza
vaccine in all pregnant women, regard-
less of gestational age during influenza
season.”

Recommendation. Influenza vaccination
is recommended for women who will be
pregnant during influenza season and for
any woman with increased risk for influen-
za-related complications, such as cardio-
pulmonary disease or metabolic disorders,
before influenza season begins. Strength of
recommendation: C; quality of evidence: I11.

Diphtheria, tetanus,

and pertussis (Tdap)

Burden of suffering. Pertussis, or “whoop-
ing cough,” is a respiratory condition that
causes long-term cough. Estimates in the
United States from prospective studies
suggest that from 300,000-600,000 cases of
symptomatic pertussis occur each year.
Complications in adults include rib frac-
ture, pneumonia, and cough syncope. In-
fants who are < 12 months old are suscep-
tible for pertussis-related death. The
number of cases has dropped since the in-
troduction of the vaccine in the United
States in the 1940s until 1976; since then
there has been a steady increase, especially
in adolescents and adults.>* Tetanus is a
condition that is caused by the inoculation
of Clostridium tetani spores, which are
found throughout the environment,
through a break in the skin. This leads to
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the development of a neurotoxin in oxy-
gen-poor wounds. Symptoms include
lockjaw (trismus) followed by rigidity of
skeletal muscle, including those involved
in respiratory function. Five hundred fifty-
four cases were reported in the time period
from 1990-2001 in the United States. Neo-
natal infection with infection of the umbil-
ical stump at birth is rare in the United
States (3 cases in 14 years); however, it has
worldwide significance, being implicated
in 250,000 deaths worldwide in 1997.%
Diphtheria causes a respiratory illness that
is distinct for the development of a grayish
membrane over the pharynx, palate, and
nasal mucosa that can obstruct the airway.
Diphtheria is rare, with only 7 cases re-
ported in 6 years in the United States.”®

How detectable is the condition? Pertussis
may be difficult to diagnose, given its
wide ranging symptoms and large differ-
ential diagnosis with other respiratory
conditions. Given the rarity of tetanus
and diphtheria in the postvaccine era,
both may be difficult to diagnose in a
timely manner.

How effective are the current treatments?
One risk group of concern for pertussis is
young infants (< 12 months), so house-
hold contacts of infants should be targeted
for vaccination. There is no evidence that
the tetanus and diphtheria toxoids (Td)
vaccine is teratogenic when used exten-
sively; the data are more limited for Tdap.
Neither vaccine is believed to be contrain-
dicated in pregnancy when given in the
recommended second or third trimester.””
The Tdap vaccine is believed to prevent
some of the morbidity in adults, which in-
cludes pregnant women, given the burden
of disease in this age group.

Impact of preconception care. Because
passive immunity is protective against
neonatal tetanus, immunization before
pregnancy would be of benefit. Admin-
istration of tetanus toxoid during preg-
nancy is well supported and also might
be preventive, especially in developing
countries. Immunization before preg-
nancy with Tdap may protect the new-
born infant with passive immunity,”® al-
though it is unknown whether this
passive immunity might result in hin-
drance of the development of an im-

mune response when infants

vaccinated.®”

are

Recommendations by other groups. The
CDC ACIP recommends that children
receive a 4-dose primary series of Tdap
to be completed by 4-6 years of age. The
CDC recommends a single dose of Tdap
to prevent pertussis in all adults; this may
be given if a patient has not received a Td
booster in the past 10 years and may be as
early as 2 years after a Td immunization.
To protect against pertussis in infants <
12 months, close contacts of infants
should receive the Tdap vaccine. For
this reason the CDC recommends
Tdap for any woman who might be-
come pregnant or for women immedi-
ately after delivery who have not been
vaccinated previously.””

Recommendation. Women of reproduc-
tive age should be up-to-date for tetanus
toxoid, because passive immunity is
probably protective against neonatal tet-
anus. The Tdap vaccine is recommended
for women who might become pregnant
or immediately after delivery to avoid
complications of pertussis in the new-
born infant. Strength of recommendation:
B; quality of evidence: 111.

Comment

Adherence to the recommended immu-
nization schedule for children (for Tdap,
hepatitis B virus, HPV, MMR, and vari-
cella vaccines); administration of catch-
up, booster, and risk-appropriate immu-
nizations to adolescents and women of
reproductive age (for Tdap, hepatitis B
virus, HPV, influenza, and varicella vac-
cines); the screening of women of repro-
ductive age for immunity to specific
infections (varicella, rubella), and provi-
sion of immunization before pregnancy
for those women who are found to be
nonimmune are important components
of a comprehensive preconception care
program. Hepatitis Band MMR vaccines
are highly recommended as part of any
preconception care program because
there is convincing evidence that there is
benefit to giving these immunizations
before pregnancy and that they are
highly effective at preventing maternal
disease and vertical transmission (hepa-
titis B) and in preventing congenital ru-
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bella syndrome (MMR). Those immuni-
zations that are recommended, but with
less convincing evidence that they
should be part of preconception care, are
the HPV vaccine (because it may avoid
treatments that can affect obstetric out-
comes adversely), varicella vaccine, and
Tdap vaccine, because it might prevent
the severe effects of neonatal infection.
Each of the immunizations are lacking
strong evidence to support that interven-
tion in the preconception period pre-
vents the consequences that affect the
pregnancy, the fetus, and newborn in-
fant. Influenza vaccination hasa “C” rec-
ommendation because vaccination to
avoid the consequences of influenza in-
fection can be administered safely either
in the preconception period or in preg-
nancy during the flu season.
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A number of infectious diseases should be considered for inclusion as part of clinical
preconception care. Those infections strongly recommended for health promotion mes-
sages and risk assessment or for the initiation of interventions include Chlamydia
infection, syphilis, and HIV. For selected populations, the inclusion of interventions for
tuberculosis, gonorrheal infection, and herpes simplex virus are recommended. No clear
gvidence exists for the specific inclusion in preconception care of hepatitis C, toxoplas-
mosis, cytomegalovirus, listeriosis, malaria, periodontal disease, and bacterial vaginosis
(in those with a previous preterm birth). Some infections that have important conse-
quences during pregnancy, such as bacterial vaginosis (in those with no history of
preterm birth), asymptomatic bacteriuria, parvovirus, and group B streptococcus infec-
tion, most likely would not be improved through intervention in the preconception time

Key words: infectious disease, preconception, screening
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Infectious diseases can impact preg-
nancy-related outcomes and the re-
productive health of women. Some, such
as gonorrheal and chlamydial infections,
may impact the ability to conceive or the
site of implantation. Others, such as
group B streptococcus (GBS) infection,

can have important clinical conse-
quences during pregnancy but are not pre-
ventable through preconception strategies
so are not addressed through preconcep-
tion care. Others, such as bacterial vagi-
nosis (BV) and periodontal disease, are
linked with adverse pregnancy outcomes

in some studies; however, screening and
treatment for asymptomatic disease,
when initiated during pregnancy, is not
associated unequivocally with improved
outcomes. Because many prenatal inter-
ventions might have more impact when
initiated in the preconception period,
there is considerable interest in the eval-
uation of whether screening and treating
these 2 conditions in the preconception
period proves efficacious. Screening for
particular infections as part of the pre-
conception risk assessment can identify a
number of potential risks to women’s re-
productive health and their future preg-
nancy outcomes and allows for those
risks to be addressed before conception.
This article discusses those infectious
diseases that are important for consider-
ation in preconception care.

HIV

Burden of suffering: Human immunode-
ficiency virus (HIV) can be transmitted
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from an infected woman to her fetus
during pregnancy, labor, and delivery or
through breastfeeding.' It has been esti-
mated that approximately 280-370 in-
fants in the United States were born with
HIV infection in 2000.> Worldwide there
are > 1900 infant lives lost to HIV daily
and > 700,000 lost annually. Perinatal
HIV transmission still accounts for >
90% of the cases of pediatric acquired
immunodeficiency syndrome in the
United States; 40% of these infants are
born to mothers who are unaware of
their HIV status.

How detectable is the condition? Primary
prevention includes early education for
both men and women about risky sexual
behavior, such as unprotected inter-
course and multiple partners, intrave-
nous drug use, transfusions before 1985,
and the benefit of the identification of
HIV status before conception. Evalua-
tion of 2 programs, the opt-in vs the opt-
out approach, identifies the effect of 2
different consent designs and the impact
on early detection of HIV. The opt-in ap-
proach includes informing women of
their risk of HIV transmission to their
newborn infant and of the ability to test
for HIV and offering them the HIV test.
The opt-out approach informs women
that HIV testing is part of the standard
battery of laboratory tests, unless they
actively decline testing. Women who are
given the opt-out approach tend to test
more often, potentially resulting in re-
duced perinatal transmission.” Current
recommendations are for a 2-stage ap-
proach to laboratory diagnosis of HIV
disease in which an initial enzyme-linked
immunosorbent assay (ELISA) screen
(sensitivity, > 99.5%; specificity, >
99.8%) is followed by a confirmatory
Western blot analysis (sensitivity, >
96%; specificity, > 99.9%).*

How effective are the current treatments?
An important turning point occurred in
1994 when the AIDS Clinical Trial
Group demonstrated that zidovudine,
which was administered to a group of
HIV-infected women during pregnancy
and labor and to their newborn infants,
reduced the risk of perinatal HIV infec-
tion by two-thirds, from 25.5-8.3%.”

Studies confirm that treating HIV-posi-
tive mothers with antiretrovirals can re-
duce perinatal transmission to < 2% in
those women with a low viral load who
do not breastfeed.®®

Impact of preconception care. Knowing
the HIV status of a woman before preg-
nancy allows for treatment and reduc-
tion of viral load, which decreases the
risk of fetal transmission during preg-
nancy and labor. Women in the United
States with HIV are advised not to
breastfeed. If HIV infection is identified
before conception, antiretroviral treat-
ment can be administered, and women
or couples can be given additional infor-
mation to reduce the risk of mother-to-
child transmission. It could also be ar-
gued that providing women with
information about their HIV status be-
fore conception could alter their repro-
ductive plans, with some women choos-
ing not to become pregnant as a result of
a positive diagnosis.

Recommendations by other groups. Be-
cause early identification and treatment
initiation is the optimal method for re-
ducing the risk of HIV infection among
infants, the American College of Obste-
tricians and Gynecologists (ACOG), the
American Academy of Pediatrics, the US
Preventive Services Task Force (USP-
STF), and the Centers for Disease Con-
trol and Prevention (CDC) recommend
universal HIV testing in pregnancy as a
routine component of the battery of pre-
natal blood tests, unless the test is de-
clined. Outside of pregnancy, the CDC
recommends screening all men and
women from age 13-64 years for HIV.”
Testing is to be repeated annually for
those who are at high risk of acquisition.
The USPSTF considers screening adults
with risk factors to be an “A” recommen-
dation and those without risk factors to
be a “C” recommendation based on an
updated systematic review.'® For HIV-
infected women, the USPSTF recom-
mends the following components of
preconception care: (1) effective contra-
ception to prevent unintended preg-
nancy, (2) education about transmission
risks and ways of decreasing them, (3)
antiretrovirals with low reproductive

toxicity, which can decrease vertical
transmission and achieve a low viral
load, with care to avoid adverse effects,
(4) management of potential opportu-
nistic infections (prophylaxis and im-
munization), (5) optimal nutritional
status, (6) standard preconception care,
(7) screening for psychologic and sub-
stance use disorders, and (8) possible
consultation with a maternal fetal medi-
cine specialist.'' The British HIV Associ-
ation makes recommendations for dis-
cordant couples who wish to achieve
pregnancy: self-insemination for an in-
fected woman with an uninfected male
partner, and sperm washing for infected
male and uninfected female partners.'

Recommendation. All men and women
should be encouraged to know their HIV
status before pregnancy and should be
counseled about safe sexual practices.
Those women who test positive must be
informed of the risks of vertical trans-
mission to the infant and the associated
morbidity and mortality rates. These
women should be offered contraception.
Those women who choose pregnancy
should be counseled about the availabil-
ity of treatment to prevent vertical trans-
mission and that treatment should begin
before pregnancy. Strength of recommen-
dation: A; quality of evidence: 1-b.

Hepatitis C

Burden of suffering. Hepatitis C is be-
coming the silent epidemic in the United
States. Nearly 4 million people in the
United States are infected, and many pa-
tients are unaware that they are carriers.
Hepatitis C is transmitted through con-
taminated blood and blood products.
The most efficient modes of transmis-
sion include intravenous drug use and
receipt of blood products or an organ
transplant before 1992. Of intermediate
risk of infection are patients on chronic
hemodialysis, patients with undiagnosed
liver disorders, and infants who were
born to infected mothers. Less efficient
modes of transmission occur in health
care workers, people with multiple sex-
ual partners, people in monogamous re-
lationships with an infected partner,
people who participate in tattooing and
body piercing (with the use of common
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household products like razors), and
people who share straws for intranasal
cocaine use. Sporadic transmission has
been reported in 5% of cases of acute
hepatitis and approximately 30% of
cases of chronic hepatitis C. Women
who test positive for anti—hepatitis C vi-
rus (HCV) antibody in pregnancy range
from 0.1-4.5%.">"> Of note, there are
settings in which the seroprevalence of
hepatitis C is much higher, up to
50-90%, which include incarceration,
homelessness, intravenous drug use, and
migration from endemic areas.

How detectable is the condition? Screen-
ing for HCV is accomplished with tests
to detect HCV antibody (anti-HCV) fol-
lowed by a confirmatory test, which is
usually 1 that detects HCV RNA because
a low level of viremia is present in those
with HCV.'® There are no current rec-
ommendations for universal screening
of women for hepatitis C, and this is not
a cost-effective endeavor in low-risk
women. However, screening that is
based on risk factors seems to be appro-
priate, although long-term data that
show improved outcomes are lacking.

How effective are the current treatments?
Current recommended treatment for
HCV consists of peginterferon and riba-
virin for 24-48 weeks, with the dosages
and duration dependent on HCV geno-
type. Sustained virologic response, which
is defined as the absence of HCV RNA at
the end of treatment and 6 months later,
occurs in 40-70%, depending on HCV
genotype. Currently, it is unclear
whether such treatment prevents long-
term sequelae of the disease.

Impact of preconception care. Women
who test positive should be counseled on
the risk of transmission to others and
possible risk to the newborn infant. The
neonatal transmission rate in pregnancy
is approximately 5%. Hepatitis C may be
transmitted through breastfeeding. The
risk of vertical transmission increases in
HIV-positive women (15%) and in the
presence of maternal viremia, because
vertical transmission is not known to oc-
cur in absence of detectable viral RNA.
Currently, we do not have treatment for
mother or infant or means to decrease

perinatal transmission.'” Because treat-
ment is contraindicated in pregnancy
and treatment duration may be up to 48
months, a woman’s reproductive plans
should be taken into account when con-
sidering therapy that includes a discus-
sion of contraception while receiving
treatment.

Recommendations by other groups. The
USPSTF recommends not screening those
women without risk factors. It states that
there is insufficient evidence to screen in
those women with risk factors, citing the
lack of long-term data. The American As-
sociation for the Study of Liver Disease
(AASLD) recommends both screening
for those at high risk and treatment
with evidence of liver inflammation.'®

Recommendation. There are no data
that preconception screening for hepati-
tis C in low-risk women will improve
perinatal outcomes. Screening for high-
risk women is recommended. Women
who are positive for hepatitis C and de-
sire pregnancy should be counseled re-
garding the uncertain infectivity, the link
between viral load and neonatal trans-
mission, the importance of avoiding
hepatotoxic drugs, and the risk of
chronic liver disease. Women who are
being treated for HCV should have their
reproductive plans reviewed and use ad-
equate contraception while receiving
therapy. Strength of recommendation: C;
quality of evidence: 111.

Tuberculosis

Burden of suffering. Worldwide, tuber-
culosis is the number 1 infectious disease
killer. The CDCreported > 15,000 active
cases of tuberculosis in 2001 and 10-15
million latent infections. Tuberculosis
affects all parts of the body including the
pulmonary, skeletal, gastrointestinal,
genitourinary, and cutaneous systems.
The case fatality rate approaches 50% in
untreated patients, multidrug resistant
infections, and infants with congenital
disease. Tuberculosis during pregnancy
is a risk factor for low birthweight and
subsequently poor perinatal outcomes’
conversion to active disease is more
common in the postpartum period.
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How detectable is the condition? Tuber-
culosis may be screened with the tuber-
culin skin test or with QuantiF-
ERON-TB Gold (Cellestis Inc, Valencia,
CA), an ELISA test that detects interfer-
on-gamma in blood from sensitized per-
sons. Both have equal sensitivity; how-
ever, the QuantiFERON-TB Gold test is
believed to have greater specificity. As a
result, this latter test has been found to be
useful in recent immigrants who have re-
ceived the bacille Calmette-Guérin vac-
cine, health care workers, and contact
investigations."®

How effective are the current treatments?
Based on clinical trials, treatment of la-
tent tuberculosis infection is effective
with isoniazid monotherapy (65% effi-
cacy for 6 months and 75% efficacy for
12 months)."”” More advanced cases,
which include multidrug resistant tuber-
culosis, require more extensive and toxic

therapy.

Impact of preconception care. Screening
for tuberculosis before pregnancy allows
for prophylaxis completion, the oppor-
tunity to reduce the risk of poor preg-
nancy outcomes, and the avoidance of
conversion to active disease. High-prior-
ity groups for treatment for latent tuber-
culosis infection include persons who
converted within the past 2 years; per-
sons with personal contact with some-
one who has active tuberculosis; illicit
drug users; foreign-born persons from
high-risk countries who have been in the
United States << 5 years; the elderly; chil-
dren who are <4 years old and who are
exposed to high-risk adults; persons with
chronic medical conditions such as HIV,
diabetes mellitus, organ transplantation,
end-stage renal disease, cancer, chronic
steroid use, or underweight; health care
workers; persons who are incarcerated;
and persons who work in correction in-
stitutions.”® Persons with a positive
screening test result and who do not have
evidence of active disease usually are
treated with a 9-month regimen of
isoniazid.”’

Recommendations by other groups. The
CDC recommends screening and treat-
ment for latent tuberculosis in those who
are at high risk for disease.”' Pregnant



women may be treated for latent tuber-
culosis infection while pregnant.

Recommendation. All high-risk women
should be screened for tuberculosis and
treated appropriately before pregnancy.
Strength of recommendation: B; quality of
evidence: 11-2.

Toxoplasmosis

Burden of suffering. Toxoplasmosis is a
disease that is caused by infection with
the protozoan Toxoplasma gondii that
can be transmitted by an infected preg-
nant woman to her fetus. Raw meat and
the feces of newly infected cats are the
only other sources for the Toxoplasma
protozoa infection. Approximately one-
third of adult women in the United
States have antibodies to toxoplasmosis,
and the remainder may be at risk for a
primary maternal infection during preg-
nancy that can result in congenital infec-
tion. Prospective studies that have been
performed in the United States have es-
tablished an incidence of congenital tox-
oplasmosis of 1.1 per 1000 live births. Of
children who are born to mothers who
had toxoplasmosis during pregnancy,
approximately 8% are severely affected
at birth. The remainder are affected with
mild disease or subclinical infection but
are at risk for late sequelae such as cho-
rioretinitis, mental retardation, and sen-
sorineural hearing loss, blindness, and
epilepsy. Severe fetal effects are more
likely if infection is acquired during the
first or second trimester.*>*

How detectable is the condition? Toxo-
plasmosis infection is usually asymp-
tomatic. Food and Drug Administra-
tion—approved commercial kits are
available for the detection of past immu-
noglobulin G (IgG) and recent immuno-
globulin M (IgM) infection. The tests for
IgM have been noted to have limited
specificity that results in high false-posi-
tive rates, especially when the incidence
is low.

How effective are the current treatments?
Treatment of acute toxoplasmosis dur-
ing pregnancy may reduce but does not
eliminate the risk of congenital infection.
Should congenital infection be diag-
nosed, then multiple agent therapy is

recommended. There is some evidence
for improved outcomes when the af-
fected infant is treated.

Impactof preconception care. Preconcep-
tion testing for immunity to T gondii by
the measurement of IgG antibody titer
might provide physicians with useful in-
formation for counseling women.
Women who are already immune can be
reassured that they cannot become in-
fected during pregnancy. Women who
are susceptible should be counseled be-
fore pregnancy about cooking meat to a
safe temperature, peeling or thoroughly
washing fruits and vegetables before
consumption, and properly cleansing
utensils and cooking surfaces after con-
tact with unwashed fruit or vegetables or
raw meat, poultry, or seafood. If they be-
come pregnant, they should be coun-
seled to either avoid changing cat litter or
to wear gloves and wash hands thor-
oughly afterwards, to keep cats inside,
and to not feed raw or undercooked
meat to cats.”* Antibody testing during
pregnancy that demonstrates Toxo-
plasma infection in a woman who had
negative titers before pregnancy indi-
cates that infection has occurred. In the
absence of such preconception informa-
tion, interpretation of titers that are ob-
tained during pregnancy may be diffi-
cult. Thus, preconception testing might
lead to a prompt diagnosis and timely
treatment decisions.”> There are no
studies to suggest such testing is cost-ef-
fective or efficacious.

Recommendations by other groups. ACOG
currently does not advocate testing for
Toxoplasma infection during pregnancy,
citing a low prevalence of the disease. It
does advocate counseling women on
modes of prevention (level C recom-
mendation).?® The CDC recommends
education and counseling as modes to
prevent infection. Testing for immunity
is not mentioned.”’

Recommendation. There is no clear evi-
dence that preconception counseling
and testing will reduce T gondii infection
or improve treatment of those women
who are infected. However, if precon-
ception testing is done, those women
who test positive can be reassured that

they are not at risk of contracting toxo-
plasmosis during pregnancy; those
women who are negative can be coun-
seled about ways to prevent infection
during pregnancy. For those women
who convert during pregnancy, treat-
ment should be offered. Strength of rec-
ommendation: C; quality of evidence: 111.

Cytomegalovirus

Burden of suffering. Human cytomega-
lovirus is the most common viral infec-
tion in pregnancy, with an estimated
birth prevalence of 0.6-2.2%. Primary
maternal infection occurs in approxi-
mately 1% of pregnancies. Congenital
cytomegalovirus is the leading cause of
hearing loss in children; 15% of infants
who are born to mothers who are in-
fected during pregnancy will manifest
hearing loss. The severity of fetal infec-
tion declines with gestational age, such
that 20-30% of fetuses that are infected
in the first one-half of pregnancy have
serious sequelae that include intrauter-
ine growth restriction, cerebral palsy,
mental retardation, hepatosplenomeg-
aly, petechiae, jaundice, chorioretinitis,
hearing loss, thrombocytopenia, and
anemia. The rate of infection increases
with gestational age; therefore, fetal in-
fection is more common later in preg-
nancy, but most infants are asymptom-
atic at birth. Cytomegalovirus infection
is endemic in the community, with
asymptomatic infections common dur-
ing childhood.

How detectable is the condition? Cyto-
megalovirus is usually asymptomatic.
Diagnosis is made by serologic confir-
mation of cytomegalovirus-specific IgM
and a 4-fold rise in cytomegalovirus-IgG
in paired sera. False-positive and -nega-
tive tests for cytomegalovirus-specific
IgM are not rare. Fetal infection is best
diagnosed by culture and/or polymerase
chain reaction (PCR) of amniotic fluid
after 21 weeks of pregnancy. Antenatal
ultrasound scanning may identify af-
fected fetuses but cannot exclude signif-
icant infection-related morbidity.*®

How effective are the current treatments?
There is no effective current treatment
for primary cytomegalovirus infection in
pregnancy. Ganciclovir crosses the pla-
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centa but has not been demonstrated
to improve outcomes for congenitally
infected fetuses. The administration of
cytomegalovirus-specific hyperimmune
globulin (passive immunization) was
promising in a small preliminary study
by decreasing the frequency and severity
of primary fetal infection.”” Good per-
sonal hygiene, particularly hand-wash-
ing, is the most effective means of pre-
venting infection among pregnant
women.”® There is no evidence that
screening and/or treatment programs
prevent infection.’!

Impact of preconception care. There is no
vaccine at present. Preconception testing
of cytomegalovirus is not recommended
because there is no evidence that this re-
duces perinatal infection. However, testing
for immunity might be considered to strat-
ify the risk of consequences of cytomegalo-
virus infection in pregnancy and the need
for prevention efforts because primary in-
fection poses a greater risk of sequelae of
congenital infection.

Recommendations by others. The CDC
and the ACOG recommend universal
hand-washing precautions for pregnant
women and education of reproductive-
age women about hand-washing. The
CDC recommends the following precau-
tions for prevention: (1) practice good
personal hygiene, especially hand-wash-
ing with soap and water (for 14-20 sec-
onds) after contact with diapers or saliva
(particularly with a child who is in day-
care), (2) do not kiss children under the
age of 6 years on the mouth or cheek,
instead kiss them on the head or give
them a hug, (3) do not share food,
drinks, or utensils (spoons or forks) with
young children, and (4) if pregnant and
working in a daycare center, reduce the
risk of getting cytomegalovirus by work-
ing with children who are > 25 years of
age, especially if you have never been in-
fected with cytomegalovirus or are unsure
if you have been infected.’”” Prenatal
screening is not recommended.’?

Recommendation. Women who have
young children or who work with infants
and young children should be counseled
about reducing the risk of cytomegalovi-
rus through universal precautions (eg,

the use of latex gloves and rigorous
hand-washing after handling diapers or
after exposure to respiratory secretions).
Strength of recommendation: C; quality of
evidence: I1-2.

Listeriosis

Burden of suffering. Listeriosis is a food-
borne infection that is caused by the bac-
terium Listeria monocytogenes and typi-
cally affects pregnant women, newborn
infants, and individuals with compro-
mised immune systems. Although liste-
riosis is a rare disease in the United
States, the case fatality rate is very high.”
In the United States, approximately 2500
cases and 500 deaths occur each year.*
Most cases are caused by ingestion of
contaminated foods. Hispanic women in
the United States are especially at risk be-
cause of ethnic preference for soft fresh
cheeses, often made from raw milk. The
organism can multiply at 40°F, which is
the temperature of many refrigerators. It
spreads hematogenously and infects the
placenta in pregnancy by producing mi-
cro abscesses and fetal infection. L mono-
cytogenes is associated with numerous
adverse outcomes that include preterm
labor, amnionitis, spontaneous abor-
tion, stillbirth, and early-onset neonatal
sepsis syndrome.’ The common pre-
sentation in pregnancy is preterm labor,
decreased fetal activity, or fetal death,
with an influenza-like illness in the
mother. Untreated, the fetal mortality
rate approaches 50%.

How detectable is the condition? Listeria
contamination of foods is detectable
readily by bacteriologic culture. Listerio-
sis in humans is detected by culture of
the products of conception in the case of
spontaneous abortion, by amniocentesis
with culture of the amniotic fluid in later
pregnancy, or by culture from the pla-
centa after birth.

How effective are the current treatments? 1f
the diagnosis is made antenatally and the
mother is treated with ampicillin, the
maternal and neonatal outcomes are
generally good.*

Impact of preconception care. Primary
prevention efforts include improve-
ments in food processing and consumer
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education.”” The disease is not a grave
problem before pregnancy in normal
women; however, because exposure in
early pregnancy can lead to pregnancy
loss and severe maternal illness, precon-
ceptional education is important to
avoid exposure.

Recommendations by other groups. The
CDC has investigated epidemics of liste-
riosis. Individual states have recom-
mended education to avoid consump-
tion of products that are implicated in
such outbreaks.”® An ACOG patient ed-
ucation pamphlet warns pregnant
women of the disease and describes mea-
sures for food preparation to avoid it.*’

Recommendation. Because it is not clear
at what point in pregnancy women who
are exposed to Listeria will become ill,
preconception care should include
teaching women to avoid paté and fresh
soft cheeses that are made from unpas-
teurized milk and to cook ready-to-eat
foods such as hotdogs, deli meats, and
left-over foods when trying to conceive
or pregnant. Strength of recommenda-
tion: C; quality of evidence: I11.

Parvovirus or fifth disease

Burden of suffering. Fifth disease is
caused by infection with human parvo-
virus B-19. Infections are most common
in school-aged children. The typical in-
fection is characterized by malaise, low-
grade fevers, and a facial rash (the
slapped-cheek appearance of child-
hood).*® Although 60% of adults have
immunity,”® in healthy adults, it can
cause arthritis, arthralgias, and rarely,
anemia.”’ Transmission occurs through
close association, such as respiratory se-
cretions and hand-mouth contact. Most
women who are infected during preg-
nancy have healthy babies; however, in-
fection during the first 20 weeks of preg-
nancy is associated with severe anemia,
miscarriage, and fetal hydrops. Serocon-
version is more likely through household
than classroom exposure. The overall
risk of fetal loss after maternal exposure
is 6.5%. In an observational study of >
1000 women with acute parvovirus B-19
exposure, the risk of hydrops was
3.9%,* and fetal death occurred only
with exposure at < 20 weeks of gestation.



Parvovirus has not been associated with
congenital malformations.

How detectableis the condition? BothIgG
and IgM antibodies can be detected with
ELISA techniques as evidence of parvo-
virus infection. IgM can be detected after
symptoms approximately 10 days after
exposure; IgM antibody persists for ap-
proximately 3 months. IgG positivity
provides evidence of past infection. Both
are 80-90% sensitive for clinical infec-
tion. Parvovirus B-19 DNA can be de-
tected with PCR in the amniotic fluid of
affected fetuses.

How effective are the current treatments? In
adults, parvovirus infection is usually
mild, and there is no specific treatment
for the condition unless anemia devel-
ops. There is concern for fetal effects.
Frequent ultrasound surveillance is jus-
tified because parvovirus infection can
lead to fetal anemia and hydrops. Cordo-
centesis and transfusion have proved ef-
fective in treating severe hydrops.*>** In
fact, a survey of > 500 perinatologists
with 539 cases of hydrops suggests that
89% wused ultrasonography in initial
management of parvovirus infection.
Thirty-four percent of these cases of hy-
drops spontaneously resolved; 30% re-
sulted in a fetal death, and 29% of the
time there was a resolution with transfu-
sion. Because of the possibility of spon-
taneous resolution, transfusion is re-
served for cases of severe anemia and
fetal compromise.*® In utero exposure to
parvovirus B-19 has not been associated
with neurodevelopmental delay in the
absence of fetal hydrops; however, a ret-
rospective study showed that 32% of
children who required in utero fetal
transfusion demonstrated mild-to-se-
vere neurodevelopmental delay.*®*”

Impact of preconception care. No data
have emerged to suggest preconception
screening for immunity to parvovirus
infection would prove beneficial.

Recommendations by other groups. ACOG
has no preconception recommendations.

Recommendation. There is not yet evi-
dence that screening for antibody status
against parvovirus or counseling about
ways to avoid infection in pregnancy will

improve perinatal outcomes. Good hy-
giene practices should be encouraged for
all pregnant women. Strength of recom-
mendation: E; quality of evidence: 111.

Malaria

Burden of suffering. Globally, malaria is
1 of the most common infections during
pregnancy. Malaria is endemic in > 100
countries where > 24 million pregnant
women are affected each year.*®*’ Ma-
laria infection during pregnancy can
have adverse effects on both mother and
fetus and includes maternal anemia, fetal
loss, premature delivery, intrauterine
growth restriction, and delivery of low
birthweight infants. In sub—Saharan Af-
rica, which is the region of the world that
is hardest hit by malaria, malaria infec-
tion is estimated to cause 400,000 cases
of severe maternal anemia and 75,000-
200,000 infant deaths annually. Mater-
nal anemia contributes significantly to
maternal death and causes an estimated
10,000 maternal deaths per year.”® In the
United States, 1324 cases of malaria were
reported in 2004; all but 4 of those cases
were imported. A total of 30 cases of ma-
laria were reported among pregnant
women in the United States in 2004.”"

How detectable is the condition? In the
United States, screening is not used be-
cause malaria is not endemic. Diagnosis
rests on clinical criteria and confirmation
of malaria through microscopy>* or re-
cently approved rapid diagnostic tests for
malaria antigens.”

How effective are the current treatments?
Guidelines exist for malaria infection
that is diagnosed in the United States™
that should be consulted. It is recom-
mended that treatment be initiated only
when confirmed with laboratory testing.
Treatment regimens vary based on the
disease severity, the species of malaria
that was identified, and the region in
which the disease was acquired (chloro-
quine resistant/sensitive). Specific regi-
mens are recommended for pregnant
women.>>

Impact of preconception care. The trav-
eler can reduce her risk of acquiring ma-
laria by following several preventive
approaches that include personal pro-

tection to avoid infective mosquito bites
and the use of antimalarial chemopro-
phylaxis.”® Women who are planning a
pregnancy should be advised to (1) re-
main indoors between dusk and dawn, if
mosquitoes are active outdoors during
this time, (2) if outdoors at night, wear
light-colored clothing, long sleeves, long
pants, shoes, and socks, (3) stay in well-
constructed housing with air-condition-
ing and/or screens, (4) use permethrin-
impregnated bed nets, and (5) use insect
repellents that contain N,N-diethyl-3-
methylbenzamide (DEET) as needed.
Permethrin and DEET have been
shown to reduce the risk of malaria in-
fection and are considered safe in
pregnancy.”’59

Antimalarial chemoprophylaxis should
be provided to women who are planning
a pregnancy and traveling to malaria-en-
demic areas. For pregnant women who
travel to areas with chloroquine-sensi-
tive Plasmodium falciparum malaria,
chloroquine has been used for malaria
chemoprophylaxis for decades with no
documented increase in birth defects.
For pregnant women who travel to areas
with chloroquine-resistant P falciparum,
mefloquine can be used for chemopro-
phylaxis during the second and third tri-
mesters. For women in their first tri-
mester, most evidence suggests that
mefloquine prophylaxis causes no signif-
icant increase in spontaneous abortions
or congenital malformations, if taken
during this period. Because there is no
evidence that chloroquine and meflo-
quine are associated with congenital de-
fects when used for prophylaxis, the
CDC does not recommend that women
who are planning pregnancy need to wait
a specific period of time after their use
before becoming pregnant.®®' The
safety of atovaquone/proguanil use in
early pregnancy has not been estab-
lished, and doxycycline should be
avoided in women who are planning a
pregnancy. Primaquine should also be
avoided because the drug may be passed
transplacentally to a glucose-6-phos-
phate dehydrogenase—deficient fetus
and cause hemolytic anemia in utero.
Despite recent encouraging results, a
vaccine against malaria infection in
pregnancy is currently unavailable.®®
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Recommendations by other groups. The
CDC publishes up-to-date information
on malaria prevention for travelers for
providers for adults and pregnant wom-
en.®>®* In addition their online “Yellow
Book” can be consulted.

Recommendation. Women who are plan-
ning a pregnancy should be advised to
avoid travel to malaria-endemic areas. If
travel cannot be deferred, the traveler
should be advised to defer pregnancy
and use effective contraception until
travel is completed and to follow preven-
tive approaches. Antimalarial chemo-
prophylaxis should be provided to
women who are planning a pregnancy
and traveling to malaria-endemic areas.
Strength of recommendation: C; quality of
evidence: I1I1.

Gonorrhea

Burden of suffering. According to the
CDCin 2005, gonorrhea occurs in about
116 per 100,000 persons;® infection
with Neisseria gonorrhea is the second
most common reportable disease in the
United States. Some women with gonor-
rhea can be asymptomatic; however,
gonorrhea is a major cause of cervicitis
and pelvic inflammatory disease.
Women with pelvic inflammatory dis-
ease are at risk for internal infections,
chronic pelvic pain, and damage to fallo-
pian tubes, which can cause infertility
and increased risk of ectopic pregnan-
cy.®® Gonorrhea in pregnancy is associ-
ated with chorioamnionitis, premature
rupture of membranes, and preterm la-
bor. Perinatal transmission to the infant
can result in severe conjunctivitis that
leads to blindness if untreated and,
rarely, meningitis and endocarditis.®®

How detectable is the condition? A variety
of tests are available for the detection of
gonorrhea that include culture, ampli-
fied nucleic acid assays, direct immuno-
fluorescence, and direct hybridization
techniques. Sensitivity for amplification
tests ranges from 66.7-100%, and speci-
ficity ranges from 96.8-100%.°¢ Screen-
ing can be done in both men (from swabs
of the urethra) and women (from swabs
of the endocervix) or noninvasively in
urine samples with amplified nucleic
acid assays.®’

How effective are the current treatments? Ef-
fective treatment for uncomplicated
gonorrhea is available, is updated regu-
larly, and can be accessed online.®® Re-
cently, because of resistance to quino-
lones, these agents are no longer
recommended for treatment of gonor-
rhea infection.®

Impact of preconception care. Men and
women who are being treated for sexu-
ally transmitted infections should be
counseled about the risk of infertility
that is imposed by having sexually trans-
mitted diseases. Neonatal infection may
result in blindness, joint infections, or
blood infections. Currently, there are no
data to support the greater effectiveness
of screening before pregnancy over
screening during pregnancy in prevent-
ing pregnancy-related complications.

Recommendations by other groups. The
USPSTF recommends screening women
(pregnant or not) for gonorrhea infection
if risk factors exist.”” The CDC makes sim-
ilar recommendations.

Recommendation. High-risk women should
be screened for gonorrhea during a pre-
conception visit, and women who are in-
fected should be treated. Screening
should also occur early during preg-
nancy and be repeated in high-risk
women. Strength of recommendation: B;
quality of evidence: 11-2.

Chlamydia

Burden of suffering. Chlamydia tracho-
matis is the most common bacterial sex-
ually transmitted infection in the United
States. Approximately 3 million new
cases occur annually. Reported rates are
higher in women than men, probably be-
cause women are more likely to receive
routine health care encounters, which
include testing of asymptomatic individ-
uals.”" Seventy to 90% of women are
asymptomatic.”! If untreated, Chla-
mydia infection can lead to pelvic in-
flammatory disease, infertility, and an
increased risk of HIV infection. With re-
lation to pregnancy, Chlamydia infec-
tion is associated with ectopic pregnan-
cies, neonatal eye infections, and
pneumonia.
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How detectable is the condition? Numer-
ous testing options exist for Chlamydia
infection. The newer antigen detection
tests may provide improved sensitivity,
lower expense, and timeliness of results
over culture; a sensitivity of 70-80% and
a specificity of 96-100% have been re-
ported for antigen detection tests.®”
Testing through urine specimens may
improve access to and convenience of
testing.

How effective are the current treatments?
A well-designed randomized trial dem-
onstrated that screening women who are
at risk reduced the incidence of pelvic in-
flammatory disease from 28 per 1000
woman-years to 13 per 1000 woman-
years and that the prevalence of chla-
mydial infection has declined in popula-
tions such as family planning clinics,
which have been targeted by screening
programs.67 Reinfection is common;
therefore, identification and treatment
of all sexual partners is warranted. Effec-
tive treatments for Chlamydia infection
are available from the CDC and are up-
dated regularly.

Impact of preconception care. Identifica-
tion and treatment before pregnancy has
the potential to reduce infertility and ec-
topic conceptions; identification and
treatment during pregnancy would be
necessary to prevent neonatal eye infec-
tions and pneumonia. However, because
of the risk of infertility from Chlamydia
or gonorrhea infection, sexually active
persons should be counseled to prevent
transmission of sexually transmitted dis-
eases and screened regularly for asymp-
tomatic infections.

Recommendations by other groups. The
USPSTF recommends screening non-
pregnant women aged < 25 years and
older women who are at high risk for
Chlamydia infection as a strategy to pre-
vent pelvic inflammatory disease as an
“A” level recommendation.”' Early
treatment leads to decreased risk of in-
fertility and ectopic pregnancy. They
state that there is no evidence to support
screening of men.”> The CDC recom-
mends annual screening for Chlamydia
infection for women who are at high risk
and for all pregnant women.®® ACOG



recommends routine screening for chla-
mydial infection for all sexually active
adolescents and other asymptomatic
women who are at high risk for infection.

Recommendation. All sexually active
women aged = 25 and all women who
are at increased risk for infection with
Chlamydia (including women with a his-
tory of sexually transmitted infection,
new or multiple sexual partners, incon-
sistent condom use, sex work, and drug
use) should be screened annually at en-
counters before pregnancy. Strength of
recommendation: A; quality of evidence:
I-a, II-2.

Syphilis

Burden of suffering. The World Health
Organization estimates that 12 million
new cases of syphilis occur annually. In
2002, the CDC reported 32,000 cases of
syphilis. Syphilis has declined in both
women and neonates. In adults, the clin-
ical presentation of syphilis ranges from
being asymptomatic (latent syphilis) to
local symptoms as in primary syphilis
(genital ulcers) to more widespread
symptoms such as skin rash, lymphade-
nopathy and mucocutaneous lesions
(secondary syphilis) and finally to com-
plications that are associated with ter-
tiary syphilis (gummatous lesions and
those that involve the neurologic, visual,
and auditory systems). Congenital syph-
ilis can come with devastating complica-
tions that include stillbirth, premature
birth, neonatal death, developmental de-
lay, blindness, deafness, bone and teeth
abnormalities, and seizures.

How detectable is the condition? Identifi-
cation of syphilis usually begins with a
nonspecific nontreponemal test (Vene-
real Disease Research Laboratory or
rapid plasma reagin) with sensitivity that
ranges from 80-85% for primary syphilis
to 90-95% for latent infection. These
tests, when positive, are usually followed
by a confirmatory treponemal test (fluo-
rescent treponemal antibody-absorp-
tion treponema pallidum particle agglu-
tination assay). This combination of
tests has been used successfully in
screening programs.

How effective are the current treatments? An-
tibiotics (usually penicillin G) can be
used successfully to treat all stages of
syphilis. Importantly, congenital syphilis
can be treated and prevented with treat-
ment early in pregnancy.®®

Impactof preconception care. Preconcep-
tion screening for syphilis in high-risk
populations is an important step in the
reduction of neonatal syphilis. Persons
who are at risk for syphilis include men
who have sex with men, persons in cor-
rectional facilities, commercial sex
workers, persons who have sex with
high-risk individuals, and persons who
are diagnosed with other sexually trans-
mitted infections. Syphilis can be cured if
treated in its early stages. However, treat-
ment does not prevent reinfection. Even
if adequate treatment is established, re-
peat testing should occur during preg-
nancy in the first and third trimesters.
Studies show that most stillbirths occur
at about 30 weeks of gestation. There-
fore, even in unplanned pregnancies,
prompt and immediate treatment of
syphilis might decrease the risk of still-
birth and other perinatal morbidities.
Perinatal morbidity and mortality rates
can be as high as 40% in women who are
untreated. Preconception screening and
treatment may have the additional ad-
vantage of avoiding costly and compli-
cated penicillin desensitization in pa-
tients with penicillin allergies.

Recommendations by other groups. The
US Preventive Services Task Force (USP-
STF) recommends screening all preg-
nant women for syphilis in the first tri-
mester (“A” level recommendation).
They also recommend screening women
at high risk for infection (“A” level rec-
ommendation). Many states require
syphilis screening as a requirement to
obtain a marriage license.”>”* The CDC
also recommends screening pregnant
women, with repeat screening in the
early third trimester for those at high risk
(including those with a positive test ear-
lier in pregnancy), or in areas with high
morbidity from syphilis.

Recommendation. High-risk  women
should be screened for syphilis during a
preconception visit, and women who are

infected should be treated. Because the
USPSTF and CDC recommend screen-
ing all women during pregnancy for
syphilis, screening for syphilis immedi-
ately before conception is recom-
mended. Strength of recommendation: A;
quality of evidence: 11-1.

Herpes simplex virus

Burden of suffering. At least 50 million
persons in the United States have genital
herpes infection. Neonatal transmission
occurs in approximately 1 in 3000 deliv-
eries. Forty percent of neonatal herpes
cases result in localized skin infections.
Encephalitis develops in 25% of cases,
with the poorest prognosis for 25% of
infected neonates who go on to have dis-
seminated disease that can affect multi-
ple organ systems.

How detectable is the condition? When a
patient has clinical symptoms and char-
acteristic lesions, the diagnosis is
straightforward; however, clinical diag-
noses should be confirmed with a cul-
ture. Although cultures have good spec-
ificity, sensitivity may be limited, as low
as 50% in some cases. PCR-based tests
have higher sensitivity. Evidence of past
infection may be detected through sero-
logic testing.

How effective are the current treatments?
Treatment for HSV infection consists of
antiviral therapy, which cannot eradicate
infection. Instead, treatment is aimed at
reducing symptoms, the duration of le-
sions, or the recurrence of lesions.

Impact of preconception care. The risk of
HSV-2 sexual transmission can be re-
duced by the daily use of acyclovir or va-
lacyclovir by an infected person.”>”°
Couples with an infected male partner
should be encouraged to consider sup-
pressive antiviral therapy as part of a
strategy to prevent transmission, in ad-
dition to consistent condom use and
avoidance of sexual activity during re-
currences. Most individuals with genital
herpes infection are asymptomatic, so it
is important to teach couples about the
signs and symptoms of genital herpes in-
fections.”” Women with a history of gen-
ital herpes should be counseled about the
risk of vertical transmission to the fetus
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and newborn child. Women who have
active lesions or prodromal symptoms at
the time of delivery are offered cesarean
delivery to reduce perinatal transmis-
sion. To reduce the risk of recurrence at
delivery and of cesarean delivery for
women with a history of genital herpes,
prophylactic antiviral agents may be
used from 36 weeks until delivery.”®
Both HSV-1 and -2 can cause perinatal
infection. Couples with a history of oro-
labial herpes should be counseled about
good hygiene practices, because orola-
bial disease can also be transmitted to the
newborn infant.

Recommendation by other groups. ACOG
recommends cesarean delivery for women
with active lesions during labor and possi-
ble suppressive therapy late in gestation.
The USPSTF recommends against routine
serologic screening of pregnant women or
asymptomatic adults. The CDC recom-
mends against routine serologic screening
for HSV in pregnant women and states
that there is not sufficient evidence to sup-
portroutine suppression for women with a
history of recurrent HSV.

Recommendation. During a preconcep-
tion visit, women with a history of geni-
tal herpes should be counseled about the
risk of vertical transmission to the fetus
and newborn child; those women with
no history should be counseled about
asymptomatic disease and acquisition of
infection. Although universal serologic
screening is not recommended in the
general population, type-specific sero-
logic testing of asymptomatic partners of
persons with genital herpes is recom-
mended. Strength of recommendation: B;
quality of evidence: 11-1.

Asymptomatic bacteriuria

Burden of suffering. Asymptomatic bac-
teriuria occurs in 3-8% of pregnant
women and is a risk factor for low birth-
weight. Between 20% and 40% of preg-
nant women with asymptomatic bacteri-
uria without adequate treatment or
follow-up experience acute pyelonephri-
tis with an attendant increased risk of fe-
tal death and morbidity.

How detectable is the condition? Most
urine tests with immediate results (urine

dipstick or direct microscopy) have poor
predictive values, which limits their use
in screening for asymptomatic bacteri-
uria. Urine culture, although more ex-
pensive and time-consuming, is the test
of choice for screening.

How effective are the current treatments? Ap-
propriate antibiotic treatment of bacte-
riuria is 90-95% effective in the preven-
tion of progression to pyelonephritis.

Impact of preconception care. Data are
not consistent as to whether treatment
has a significant positive effect on birth-
weight or on gestational age at birth in
women with asymptomatic bacteriuria
who do not go on to have acute pyelone-
phritis. A review of 17 studies that inves-
tigated the relationship between asymp-
tomatic bacteriuria and low birthweight/
prematurity concluded that women with
asymptomatic bacteriuria have an in-
creased rate of low birthweight/prema-
turity when compared with women with
sterile urine. They also concluded from
the 8 randomized clinical studies that
were available that women with asymp-
tomatic bacteriuria who are treated have
a lower rate of low birthweight than un-
treated women. There are no data to sug-
gest that screening before pregnancy is
more beneficial than screening and treat-
ing during pregnancy.

Recommendations by other groups. The
USPSTF concluded that early detection
of asymptomatic bacteriuria is of value
for pregnant women, but that screening
of asymptomatic adults is not justified
because of concerns that serious urinary
tract disorders are relatively uncommon,
the positive predictive value of screening
urinalysis is low, and the effectiveness
of early detection and treatment is
unproved.”’

Recommendation. There have been no
studies to show that women with asymp-
tomatic bacteriuria who are identified
and treated in the preconception period
have lower rates of low birthweight
births. Further, women often have per-
sistent or recurrent bacteriuria despite
repeated courses of antibiotics; such re-
infection frequently occurs within a few
months of treatment. Thus, a woman
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who is identified and treated for asymp-
tomatic bacteriuria before conception
must be screened again during preg-
nancy. For these reasons, screening for
this condition as part of routine precon-
ception care is not recommended.
Strength of recommendation: E; quality of
evidence: 11-1.

Periodontal disease

Burden of suffering. Periodontal disease
affects up to 40% of pregnant women,
with a disproportionate burden among
low income women. It has been pro-
posed that chronic infection and inflam-
mation around the teeth might stimulate
maternal or fetal responses that lead to
preterm birth. Two large prospective
studies have shown that maternal peri-
odontal disease was associated with a 2-
to 7-fold increase in odds for preterm de-
livery, with increasing risk for decreasing
gestational age.*”®' Another similar pro-
spective study linked maternal peri-
odontal disease to preeclampsia.®*

How detectable is the condition? Peri-
odontal disease is detectable by a detailed
oral health examination that is performed
by trained dental professionals.

How effective are the current treatments?
Treatment of periodontal disease is
highly effective in reducing the burden of
oral disease, but treatment during preg-
nancy has not yet been proved clearly to
improve perinatal outcomes.

Impact of preconception care. Interven-
tional trials during pregnancy have dem-
onstrated consistently improved mater-
nal oral health, but findings regarding
preterm birth risk reduction are conflict-
ing. A randomized study found some re-
duction in premature birth for women
who had scaling and root planning dur-
ing pregnancy, compared with women
who were treated with tooth cleaning
and polishing, but the results were not
statistically significant.®! A subsequent
Chilean study did find benefit in a group
of women who were treated for peri-
odontal disease compared with women
who were chosen randomly for treat-
ment after delivery.*® However, a recent
large US multicenter trial that compared
407 women who were treated at < 21



weeks of gestation to 405 women who
were assigned randomly to treatment af-
ter delivery found no reduction in pre-
term birth at < 37 weeks of gestation,
although there was a trend for reduced
preterm birth at << 32 weeks of gesta-
tion.** The current data cannot allow for
a definitive conclusion regarding cause
and effect between maternal periodontal
disease and preterm birth. Different
studies have used different definitions of
periodontal disease, and all the interven-
tion trials have initiated treatment after
the first trimester, which may be too late
to reduce the risk that is associated with
preterm birth. A randomized study of
preconception screening and treatment
of periodontal disease is needed.

Recommendations by other groups. The
American Academy of Periodontology
recommends that women who are preg-
nant or planning to become pregnant
undergo a periodontal examination.®’
The Canadian Task Force of Periodic
Health Examination found fair (B level)
evidence for tooth brushing, good (A
level) evidence for flossing to prevent
gingivitis, and fair (B level) evidence to
support prophylaxis and scaling, de-
pending on periodontal status.®®

Recommendation. There are no studies
that have evaluated the role of precon-
ception or interconception screening
and treatment of periodontal disease and
its effect on reproductive outcomes.
Routine screening and treatment of peri-
odontal disease during preconception
care is of considerable benefit to the
mother but cannot yet be recommended
as having benefit for the fetus. Strength of
recommendation: C; quality of evidence:
I-b.

BV

Burden of suffering. BV results from a
shift in the normal vaginal bacterial flora
to 1 thatis characterized by an increase in
Gardnerella, Mycoplasma and anaerobic
bacteria, and a decrease in Lactobacilli.*”
BV is a common cause of abnormal vag-
inal discharge. The true prevalence of BV
in the community is not known, but
studies in academic medical centers and
public hospitals found that 9-23% of
pregnant women had BV, with infection

being more common among African
American women than white women.*®
A data synthesis supports the idea that
BV organisms are found in the upper re-
productive tract and contribute to the
risk for pelvic inflammatory disease.®
Observational studies consistently have
shown an association between BV and
adverse pregnancy outcomes that in-
clude preterm delivery (relative risk, 1.4-
6.9), preterm premature rupture of
membranes (relative risk, 2.0-7.3), spon-
taneous abortion (relative risk, 1.3-2.0),
and preterm labor (relative risk, 2.0-
2.6).°9%% Studies that find a higher rela-
tive risk of preterm delivery for BV are
those with the earliest gestational age for
BV screening. The risk of preterm deliv-
ery is > 7-fold higher for women with
BV at < 16 weeks of gestation and
greater than 4-fold higher for women
with BV at < 20 weeks of gestation.”

How detectable is the condition? The
most common manner in which a diag-
nosis of BV is made clinically is with the
Amsel criteria, which were developed to
evaluate symptomatic women. The Am-
sel criteria are (1) presence of a homog-
enous white discharge, (2) presence of an
amine or “fishy” odor (which may be ac-
centuated with the addition of KOH to
the specimen), (3) the presence of “clue
cells” on microscopy, and (4) a vaginal
fluid of pH > 4.5. Three of the 4 criteria
must be present to make a diagnosis of
BV.”> Gram’s stain of vaginal discharge
can also be used to diagnose BV and of-
fers improved reproducibility and qual-
ity assurance, compared with the Amsel
criteria. The Gram’s stain method uses
the Nugent criteria and scores vaginal
flora from 1-10 on the basis of bacterial
types and quantities: 0-3, normal flora;
4-6, intermediate abnormal flora; 7-10,
BV.”® Although these criteria are used
commonly in research settings, they are
not practical for clinical settings, given
the need to prepare and critically read
Gram’s stains.

How effective are the current treatments? A
short course of antibiotic therapy can al-
ter the microflora imbalance that is asso-
ciated with BV, but cure rates are vari-
able and recurrences are common.”’ A

review of the evidence has established
that the benefits of therapy for BV
among nonpregnant women are the re-
lief of vaginal symptoms and signs of in-
fection and the reduction in the risk of
infectious complications after induced
abortion or hysterectomy.*” Many ran-
domized controlled trials have investi-
gated whether treating BV during preg-
nancy improves pregnancy outcomes,
with conflicting results.”®'°® Results of
15 good-quality trials that involved 5888
women are summarized in a recent
Cochrane review.'”” The Cochrane re-
view concluded that there is little evi-
dence that screening and treating all
pregnant women with asymptomatic BV
prevents preterm delivery, but there is
some suggestion that early screening and
treatment at << 20 weeks of gestation may
reduce the risk of preterm delivery. The
review also concluded that, among
women with a previous preterm deliv-
ery, treatment does not affect the risk of a
subsequent preterm delivery but is asso-
ciated with a decrease in the risk of pre-
term premature rupture of membranes.
Further support for the potential effec-
tiveness of early screening and treatment
of BV among asymptomatic pregnant
women comes from a recently presented
abstract from the Syracuse Healthy Start
Project.'®® This project encouraged pro-
viders for pregnant women who reside in
high-risk zip codes of Syracuse to screen
for and treat BV at the first prenatal care
visit. They report that premature deliv-
ery (11.4% vs 13.2%; P = .2), low birth-
weight (8.6% vs 11.5%; P = .02), deliv-
ery at < 32 weeks of gestation (2.1% vs
4.4%; P = .001), and very low birth rate
(1.9% vs 3.8%; P = .006) were lower in
the screened/treated group, compared
with the unscreened group. First screen-
ing and treatment were at a median of 11
and 14 weeks of gestation, respectively.

Impact of preconception care. To date, no
studies have evaluated the role of pre-
conception or interconception screening
and treatment of BV on subsequent
pregnancy outcomes; this has been iden-
tified as an important area for future re-
search, given its established association
with preterm delivery. BV is a particu-
larly appealing risk factor to target, be-
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cause it is potentially preventable and
treatable. Furthermore, because of its
higher prevalence among black women,
the prevention and treatment of BV may
help reduce at least part of the racial dis-
parity in preterm delivery.®® However,
the frequency of recurrence of BV and
the variable cure rate may be factors that
limit the value of preconception detec-
tion and treatment in terms of the erad-
ication of BV before a subsequent preg-
nancy. Because BV is common,
screening and treatment could subject a
substantial number of women to the in-
convenience and minor side-effects of
antibiotics. Although the regimens that
are used to treat BV generally are consid-
ered safe in pregnancy, several studies do
raise the possibility of harm to some
women or their infants. In 2 studies, a
subgroup of women who did not have
BV, but who received treatment with
metronidazole or clindamycin, experi-
enced trends toward higher incidence of
preterm delivery at < 34 weeks of gesta-
tion (12-13% vs 4-5%).'% In addition,
neonatal sepsis was increased signifi-
cantly among women who received vag-
inal clindamycin therapy.''

Recommendations by other groups. Pres-
ently, the USPSTF,'"! the CDC,*® and
the ACOG''? do not recommend screen-
ing and treatment for BV among preg-
nant women of any risk category. The
USPSTF states that “there is good evi-
dence that screening and treatment of
BV in asymptomatic women of average
risk does not improve outcomes such as
preterm labor or preterm birth” and rec-
ommends against routinely screening
average-risk asymptomatic pregnant
women for BV. The USPSTF goes on to
state that there are “good-quality studies
with conflicting results that screening
and treatment of asymptomatic BV in
high-risk pregnant women reduces the
incidence of preterm delivery.” The
magnitude of benefit exceeded the risk in
several studies,''>''* but the single larg-
est study reported no benefit among
high-risk pregnant women.'"> Thus, the
USPSTF concludes that the evidence is
insufficient to recommend for or against
routinely screening high-risk pregnant
women for BV. The USPSTF does pro-

vide clinical considerations when mak-
ing decisions to screen and treat or not
and states that, for women with a history
of preterm delivery, screening for BV is
an option, noting that the optimal
screening test for BV is not certain nor is
the optimal time to screen and the opti-
mal treatment regimen. The 3 trials that
demonstrated a reduction in preterm de-
livery screened in the second trimester
(13-24 weeks of gestation) and used oral
metronidazole or oral metronidazole
and erythromycin. Reasons for the con-
flicting results are not clear but may in-
volve differences in other risk factors for
preterm  delivery among enrolled
women, which include variations in im-
munologic response to BV, or differ-
ences in drug regimens or timing of
therapy.''®

Recommendation. There are no studies
that evaluate the role of preconception
or interconception screening and treat-
ment for asymptomatic BV and its effect
on reproductive outcomes; such studies
are a high priority. Routine screening
and treatment of BV among asymptom-
atic pregnant women of average risk
should not be performed because of the
lack of demonstrated benefit and the
possibility of adverse effects of treatment
for women without BV. For pregnant
women with previous preterm delivery,
the inconsistent results of well-done
studies prevent a clear reccommendation
for or against screening; however, some
studies support early screening and
treatment with a regimen containing
oral metronidazole. For women with
symptomatic BV infection, treatment is
appropriate for pregnant women and for
women planning pregnancy. Strength of
recommendation: D (for women without
previous preterm delivery), C (for
women with previous preterm delivery);
quality of evidence: I-b.

GBS

Burden of suffering. The gastrointestinal
tract serves as the natural reservoir for
GBS and is the likely source of vaginal
colonization. Genital tract colonization
is found in approximately 10-30% of
women and can be transient, chronic, or
intermittent. GBS is a common cause of
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early-onset neonatal sepsis (1700 cases in
the United States in 2001''”) and menin-
gitis and can be transmitted to the new-
born infant by passage through a colo-
nized genital tract (0.4 cases per 1000 live
births in 2006).""®

How detectable is the condition? Culture
of the lower vagina/rectum is done with
traditional laboratory methods and de-
tects lower tract colonization. Rapid tests
have been produced but may not detect
light colonization such that they have
not been incorporated into screening
programs.''” PCR techniques appear to
have adequate sensitivity, but questions
arise regarding availability on a 24/7
basis.

How effective are the current treatments? In-
trapartum antibiotics are 90% effective
at the prevention of early-onset neonatal
sepsis.'"’

Impact of preconception care. Pregnant
women should be screened for vaginal/
rectal GBS colonization at 35-37 weeks
of gestation. Women who are colonized
should receive antibiotics in labor to re-
duce the risk of vertical transmission to
the newborn infant. There is no evidence
that identification of genital tract coloni-
zation in the nonpregnant patient pro-
vides clinical benefit. In fact, even genital
tract colonization in early pregnancy is
not predictive of neonatal GBS sepsis.'*’

Recommendations by other groups. The
CDC has recommended a strategy of
universal screening for genital coloniza-
tion by GBS at 35-37 weeks of gestation,
with antibiotics in labor for those with
positive cultures. This strategy has been
endorsed by ACOG and other groups.
There are no recommendations for
screening nonpregnant adults.

Recommendation. Screening for GBS
colonization at a preconception visit is
not indicated and should not be per-
formed. Strength of recommendation: E;
quality of evidence: 11-2.

Comment

As discussed in this article, there is ample
evidence that clinicians should address
many infectious conditions in their pre-
conception care activities. Risk assessment,
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screening, and treatment for specific infec-
tions should be a component of precon-
ception care (strength of reccommendation
of “A”) because there is convincing evi-
dence that treatment of these infections
before pregnancy prevents infertility, ec-
topic implantation, and neonatal infec-
tions (Chlamydia); consequences to the
developing fetus (syphilis); or transmis-
sion of an infectious agent with potential
for chronic infection of the offspring
(HIV). Infections with less strong recom-
mendation (“B”) for consideration in pre-
conception care include the detection and
treatment of tuberculosis, gonorrheal in-
fection, and HSV in selected individuals.
Those infections that lack clear evidence
for inclusion in preconception care
(strength of recommendation of “C”) in-
clude hepatitis C, toxoplasmosis, cytomeg-
alovirus, listeriosis, malaria, BV in women
with previous preterm birth, and peri-
odontal disease. In some cases, such as for
toxoplasmosis, the interventions are pri-
marily patient education; it is unclear
whether the recommendation by a pro-
vider (to avoid certain foods and changing
cat litter boxes) impacts patient behavior
or, ultimately, the pregnancy outcome. In
the case of periodontal disease and BV,
randomized trials that have been con-
ducted during pregnancy have had mixed
results for the prevention of preterm birth,
although data that have evaluated the po-
tential impact of intervention in the pre-
conception period are altogether lacking.
Given the association of periodontal dis-
ease and BV with preterm birth in obser-
vational studies, trials to evaluate specifi-
cally the effect of preconception treatment
interventions for these conditions are war-
ranted. A number of infections have im-
portant consequences during pregnancy
yet should be excluded from preconcep-
tion care, for example with a “D” level rec-
ommendation for BV in those with no his-
tory of preterm birth and “E” level
recommendations that include parvovi-
rus, asymptomatic bacteriuria, and GBS
infection. [
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The clinical content of preconception care:

women with chronic medical conditions
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This article reviews the medical conditions that are associated with adverse pregnancy
outcomes for women and their offspring. We also present the degree to which specific
preconception interventions and treatments can impact the effects of the condition on
birth outcomes. Because avoiding, delaying, or achieving optimal timing of a pregnancy
is often an important component of the preconception care of women with medical
conditions, contraceptive considerations particular to the medical conditions are also

Key words: chronic, medical condition, preconception
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P reconception care includes the de-
tection and optimal control of spe-
cific medical conditions to optimize
pregnancy-related outcomes for the
woman and her offspring. The increased
rate of pregnancy by women age 35 years
and older has led to an increase in the
proportion of women with chronic dis-
eases upon conception.! To inform re-
productive decision making, women

with medical conditions should be pre-
sented with information with regard to
the risk of pregnancy complications and
maternal morbidity and mortality given
pregnancy, disease prognosis irrespec-
tive of pregnancy, whether there are con-
flicts between maternal treatment and
fetal well-being, the extent of risk the
condition or medications used to treat
the condition place on the fetus, optimal
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timing of pregnancy (if desired), and the
woman’s ability to conceive at present
and in the future. Possible preconception
care strategies for women with medical
conditions might include optimizing dis-
ease control in preparation for pregnancy,
changing a potentially teratogenic treat-
ment regimen to one that is safer for the
fetus, and provision of family planning ser-
vices to delay or avoid pregnancy.”
Experts consider that preconception
care should be provided in the context of
well-woman and/or chronic disease
care”” rather than as an isolated precon-
ception care visit by women who are
planning a pregnancy because most
components can be embedded in the
process of primary and preventive
care.®’” Furthermore, the integrated ap-
proach recognizes that a large propor-
tion of women would be missed by pre-
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conception care strategies if such
strategies were not systematically deliv-
ered as part of women’s health care be-
cause approximately half of pregnancies
are unintended, and even those who plan
their pregnancies might not do soin con-
junction with their health care providers.

There are several medical conditions
for which there is a link to adverse preg-
nancy outcomes for women and their
offspring as well as evidence that the ef-
fect of the condition can have an impact
by preconception care. These conditions
will be reviewed in this manuscript. Be-
cause avoiding, delaying, or achieving
optimal timing of a pregnancy is often an
important component of the preconcep-
tion care of women with medical condi-
tions, contraceptive considerations par-
ticular to the medical conditions are also
presented

Diabetes mellitus

Burden of suffering

The National Ambulatory Medical Care
Survey® demonstrated that diabetes af-
fects approximately 1.85 million (21 per
1000) women in the United States aged
18-44 years. In 2002, 9.3% of women of
reproductive age had known diabetes.'
Whereas approximately 1% of pregnan-
cies in the United States are complicated
by pregestational diabetes (predomi-
nately type 2),” gestational diabetes
(GDM) occurs in approximately 7% of
pregnancies, with rates varying from 1%
to 14%.'° Given the high recurrence rate
of GDM (30-84%) in subsequent preg-
nancies,' '? as well as the increased rate
of subsequent type 2 diabetes and meta-
bolic syndrome with a past history of
GDM,'>!*1>1¢ attention to prediabetic
risk factors between pregnancies is rea-
sonable, especially in those women who
are also obese.

The prevalence of risk factors for dia-
betes mellitus is increasing in the United
States. Based on 2005-2006 US data from
the National Health and Nutrition Ex-
amination Survey (NHANES),'” 30.5%
of women aged 20-39 years were obese
(body mass index [BMI] = 30 kg/m?).
The Healthy People 2010 objective of an
obesity prevalence of less than 15% has
not been met for women (or men) of any
age. An increased prevalence of obesity

in US adolescents has also been docu-
mented and is associated with declining
levels of physical activity.'®

The links between obesity, insulin re-
sistance, and type 2 diabetes mellitus are
well known. An association between
obesity and elevated risk of GDM is also
probable. Data are not readily available
for US reproductive-age females with re-
gard to the prevalence of prediabetes;
however, increasing overweight, obesity,
and ethnicity trends suggest that a rise in
prevalence may be occurring. These
population trends may also be contrib-
uting to a rising prevalence of GDM.
Obesity alone increases the risk of preg-
nancy complications such as hyperten-
sion, large babies, birth trauma, and ce-
sarean section. More recently, it has also
been found that the offspring of obese
and overweight women, independent of
diabetes, have an increased risk of con-
genital malformations and that obesity
and diabetes contribute to birth defects
synergistically.'®

Major congenital malformations are
among the leading causes of perinatal
mortality in pregnancies complicated by
pregestational (type 1 or type 2) diabetes.
Whereas the risk of malformations in the
general population is 2-3%, reported
rates of malformations in pregnancies
complicated by pregestational diabetes
vary from 3% to 8% to 6-12%, and risk
varies directly with preconception and
first-trimester glycemic control.>**' The
risk of spontaneous abortion is also re-
lated to glycemic control in the first tri-
mester.”> Although virtually any organ
system can be affected, the most charac-
teristic congenital anomalies include sa-
cral agenesis, complex cardiac defects,
spina bifida, and anencephaly. These
malformations occur during the critical
period of fetal organogenesis, approxi-
mately 5-8 weeks after the last menstrual
period.****

How detectable is the condition?

Screening tests for diabetes have been
well validated and are widely utilized. Al-
though recommended by the American
Diabetes Association and the American
College of Obstetricians and Gynecolo-
gists, the rate of post partum rescreening
after GDM is suboptimal and reported to

be less than 50% in 1 study. > Testing to
detect prediabetes and type 2 diabetes in
asymptomatic women should be consid-
ered in adults who are overweight (BMI
= 25 kg/m?) or obese (BMI = 30 kg/m?)
and who have 1 or more additional risk
factors for diabetes, including a history
of GDM.*

How effective are the

current treatments?

Preconception control of diabetes re-
duces the risk of congenital malforma-
tions.”” Lifestyle modification with
weight reduction and exercise has been
shown to reduce the risk of progression
from prediabetes to diabetes.”®" Al-
though oral antidiabetic agents are
widely prescribed for women with type 2
diabetes and polycystic ovary syndrome,
insulin is the preferred treatment for
women who are planning a pregnancy.
Because angiotensin-converting enzyme
inhibitors, statins, and angiotensin re-
ceptor blockers are also commonly pre-
scribed for women with pregestational
diabetes and because these drugs present
risks in pregnancy, modification of drug
therapy in the preconception period is
important.

Impact of preconception care

The National Ambulatory Medical Care
Survey® demonstrated that preconcep-
tion diabetes control has the potential to
reduce the risk of pregnancy loss and
congenital malformation for approxi-
mately 113,000 births each year. Im-
proved control of maternal glucose and
antepartum fetal surveillance hasled to a
significant reduction in the perinatal
mortality rate in pregnancies compli-
cated by diabetes.”**’! The increased
rate of congenital malformations in in-
fants born to mothers with pregesta-
tional diabetes is significantly reduced
when women maintain good blood glu-
cose control during the critical period of
organogenesis. Several clinical studies
have demonstrated that diabetic women
who seek medical care before pregnancy
and who have good glycemic control at
the time of conception reduce their risk
of having a fetus with major malforma-
tions to nearly that of the nondiabetic
population.?”* Glycosylated hemoglo-
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bin levels correlate directly with the fre-
quency of congenital anomalies. Hemo-
globin A1C levels should be as close to
normal as possible (< 7%) before con-
ception is attempted.?**>*3

Contraception is important for
women who chose not to have a preg-
nancy and for helping women achieve
optimal timing of pregnancy in relation
to the optimal control of their condition.
There is a theoretical concern that hor-
monal contraceptives may increase insu-
lin resistance in women who are diabetic.
In its Medical Eligibility Criteria for
Contraceptive Use, the World Health
Organization (WHO) asserts that the ad-
vantages of contraception—including
low-dose combination contraceptives
(oral, injectable, vaginal ring, or skin
patch formulations) and all forms of
progesterone-only contraceptives (oral,
injectable, implantable formulations
outweigh the risks of insulin resistance in
diabetic women, except for those with
vascular disease or diabetes for more
than 20 years.”* FDA labeling on the
Cooper T380A intrauterine device (FEI
Products, Tonawanda, NY) lists diabetes
as a contraindication for use due to com-
promised immunity;>> however, the
WHO lists the Copper T380A as a rec-
ommended method for women with di-
abetes, with a caution that a woman with
diabetes on insulin may be at higher risk
of method failure.*

Recommendations
by other groups
The American Diabetes Association and
the American College of Obstetricians and
Gynecologists have developed clinical
practice guidelines for care before preg-
nancy for women with diabetes.”*®>>
Recommendation. All women of re-
productive age with diabetes should be
counseled about the importance of dia-
betes control before pregnancy. Impor-
tant preconception counseling topics
include maximizing glucose control;
self-monitoring of blood glucose; main-
taining optimal weight; evaluation for
vascular complications; modification of
drug treatment if conception is planned
or likely; a regular exercise program; to-
bacco, alcohol, and substance abuse ces-
sation; and social support to assist dur-

ing the pregnancy. In the months before
pregnancy, these women should demon-
strate as near-normal glycosylated he-
moglobin as possible for the purpose of
decreasing the rate of congenital anom-
alies and spontaneous abortion. Those
with suboptimal control of their diabetes
should be encouraged to use effective
birth control. Strength of recommenda-
tion: A; quality of evidence: 1.

Testing to detect prediabetes and type 2
diabetes in asymptomatic women should
be considered in adults who are over-
weight or obese (BMI = 25 kg/m”) and
who have 1 or more additional risk factors
for diabetes including a history of GDM.
Strength of recommendation: B.

Women with GDM should be re-
screened 6-12 weeks postpartum.
Strength of recommendation: E.

Thyroid disease

Burden of suffering

Thyroid disease is the second most com-
mon endocrine disease that affects
women of reproductive age.’® Hyperthy-
roidism occurs in approximately 0.2% of
all pregnancies, with the most common
cause being Graves’ disease (95%).”” The
incidence of maternal and neonatal mor-
bidity is significantly higher in patients
whose hyperthyroidism is not medically
controlled.

The causes of maternal morbidity in-
clude a higher incidence of preeclamp-
sia, congestive heart failure, thyroid cri-
sis, and placental abruption. The causes
of neonatal morbidity include fetal
growth restriction, low birthweight, pre-
term birth, and stillbirth, as well as neo-
natal immune-mediated hypo- or hy-
perthyroidism. Maternal and fetal
outcome is directly related to the control
of hyperthyroidism.”” Women whose
thyroid glands have been ablated for
Graves’ disease might have circulating
thyroid-stimulating antibodies that can
induce thyrotoxicosis in their fetuses.”®

Overt hypothyroidism, a low free thy-
roxine level, and an elevated thyroid
stimulating hormone (TSH) occurs in
approximately 2.5% of all pregnancies in
the United States.>®*° Subclinical hypo-
thyroidism, a normal free thyroxine with
an elevated TSH, may be somewhat
more common, with a prevalence of
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2-5% in pregnant women.’>*"** Fur-

thermore, a large cross-sectional study
found that, among patients with hypo-
thyroidism taking thyroid medication,
only 60% were within the normal range
of TSH.*?

It is well established that overt hypothy-
roidism, particularly during the first tri-
mester, is associated with intellectual im-
pairment of the offspring as well as
pregnancy complications including hyper-
tension and preeclampsia, placental ab-
ruption, anemia, postpartum hemor-
rhage, preterm birth, low birthweight, and
fetal death.***> More recently studies have
shown that subclinical hypothyroidism
during pregnancy is also associated with
impaired psychomotor development of
offspring as well as an increased risk of
poor pregnancy outcomes such as placen-
tal abruption, preterm birth, low birth-
weight, and stillbirth,*>**-*#

How effective are the

current treatments?

Both hyper- and hypothyroidism are
highly treatable conditions, with the spe-
cific treatment varying according to the
diagnosis. Clinical practice guidelines
for treating patients with hyper- and hy-
pothyroidism exist.*’

Impact of preconception care
There is strong evidence that treatment
of thyroid conditions improves preg-
nancy outcomes. Among women with
hyperthyroidism in whom the diagnosis
is made early in pregnancy and for whom
treatment is started promptly or who be-
come pregnant while the thyrotoxicosis
is under control, the prognoses for
mother and offspring are excellent in the
majority of studies.”” Similarly, studies
have shown that women with hypothy-
roidism in whom the diagnosis is made
early in pregnancy and for whom re-
placement is initiated or who have ade-
quate replacement prior to pregnancy do
not have an increased risk for perinatal
morbidity.”® No well-designed studies
have specifically evaluated the treatment
of thyroid disease before pregnancy,
compared with that during pregnancy.
There are no special considerations
about contraceptive methods among
women with thyroid disease unless the



thyroid disease is complicated by hyper-
tension.”’ However, the most common
gynecoendocrine anomaly in women
with untreated hypothyroidism is
anovulation;®* therefore, conception
may be less frequent among women with
hypothyroidism.”>

Recommendations
by other groups
Both the American College of Obstetri-
cians and Gynecologists and the American
Association of Clinical Endocrinologists
have developed preconception clinical
practice guidelines for pregnant women
with thyroid disease.’**® For women with
hyperthyroidism who are pregnant, the
medication of choice is typically propyl-
thiouracil. Regarding preconception is-
sues, the guidelines specify that it is advis-
able to achieve euthyroidism before
conception. The ideal form of treatment of
hyperthyroidism for women who wish to
become pregnant has not been defined but
depends on patient understanding of the
advantages and disadvantages of each and
patient and physician preference. Specifi-
cally, there is no evidence that radioactive
treatment given to the mother before preg-
nancy has any adverse effect on the fetus or
children later in life; however, it is custom-
ary to avoid pregnancy for the first 6
months after radioactive iodine treatment.
The guidelines recommend the testing
of thyroid function for women with a per-
sonal history of thyroid disease or symp-
toms of thyroid disease. Routine assess-
ment for the presence of subclinical
hypothyroidism is not recommended. The
guidelines further specify that women be-
ing treated for hypothyroidism will require
increased doses of thyroxine early and
throughout pregnancy to maintain ade-
quate levels; this is especially important
during the first trimester.”>®
Recommendation. Women of repro-
ductive age with thyroid disease should
be counseled about the risks of these
conditions on pregnancy-related out-
comes for the woman and offspring, and
the importance of achieving optimal re-
placement therapy prior to conception.
All women with symptoms of hypothy-
roidism should be screened for thyroid
disease, and if hypothyroid, they should

be adequately replaced. Strength of rec-
ommendation: A; quality of evidence: 11-1.

Phenylketonuria

Burden of suffering

Phenylketonuria (PKU) is a metabolic
disorder that results from an inherited
deficiency of a liver enzyme known as
phenylalanine hydroxylase. This enzyme
deficiency leads to elevated levels of the
amino acid phenylalanine in the blood
and other tissues. Elevated phenylala-
nine levels result in mental retardation,
microcephaly, delayed speech, seizures,
eczema, behavior abnormalities, and
other symptoms, if left untreated. Ap-
proximately 1 of every 15,000 infants in
the United States is born with PKU.>*
The offspring of mothers with PKU are
at risk for a number of adverse outcomes
associated with high maternal phenylal-
anine concentrations.

There is a strong relationship between
increasing levels of phenylalanine and fe-
tal abnormalities. Fetuses exposed to
maternal phenylalanine levels of 3-10
mg/dL had a 24% chance of microceph-
aly and congenital heart disease was not
seen; in contrast, fetuses exposed to ma-
ternal phenylalanine levels greater than
20 mg/dL had a 73% chance of micro-
cephaly and a 12% chance of congenital
heart disease.’*>> Facial dysmorphisms,
microcephaly, low birthweight, fetal
growth restriction, developmental delay,
and learning difficulties are also associ-
ated with maternal phenylalanine lev-
els.>%>7 Unfortunately, few women with
PKU achieve metabolic control prior to
conception and maintain it during preg-
nancy,’* and the difficulty of controlling
blood phenylalanine levels as patients get
older is widely recognized.’®

How detectable is the condition?
All states perform newborn screening for
PKU.>*

How effective are the

current treatments?

Effective treatment for PKU involves
strict metabolic control using a low-phe-
nylalanine diet. The newborn screening
program for PKU has been remarkably
successful in that infants, when diag-
nosed early in the newborn period and

treated to achieve good metabolic con-
trol, have normal health and develop-
ment and can likely expect a normal life
span. However, metabolic control of
PKU can be difficult to achieve, and poor
control can result in significant decline
of mental and behavioral performance.>

Impact of preconception care

It has been demonstrated that the ad-
verse outcomes associated with maternal
PKU can be prevented when mothers ad-
here to a low phenylalanine diet before
conception and continue it throughout
their pregnancy.”*>*-¢!

Recommendations

by other groups

The American College of Obstetricians
and Gynecologists and the National In-
stitutes of Health have issued recom-
mendations with regard to the screening
and management of PKU.>** They rec-
ommend that phenylalanine levels below
6 mg/dL be achieved at least 3 months
before conception and that levels of 2-6
mg/dL be maintained throughout the
pregnancy.

Recommendation. Women of repro-
ductive age with phenylketonuria
should be counseled about the impor-
tance of maintaining low phenylala-
nine during their child-bearing years
and should be encouraged to resume a
low phenylalanine diet, particularly
when they are planning to become
pregnant, to avoid adverse outcomes
for the offspring. Women who do not
desire a pregnancy should be encour-
aged to use contraception. Strength of
recommendation: A; quality of evidence:
II-1.

Seizure disorders

Burden of suffering

Seizure disorders affect approximately
1% of the general population.®® It has
been estimated that 3-5 per 1000 births
are to women with seizure disorders,
making them the most common serious
neurological complications during preg-
nancy.®’ Both the seizure disorder itself
and the medications used to treat the dis-
order can have serious impacts on preg-
nancy outcomes. Women with seizure
disorders are at increased risk for an in-
crease in the frequency of seizures during
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pregnancy. During pregnancy, seizure
frequency increases in approximately
one third of women with seizure
disorders.®*

There is an increased incidence of
congenital anomalies among offspring
born to women who experience sei-
zures during pregnancy, whether they
are on treatment or not, and to those
who take anticonvulsant medications.
The risk of major malformations, mi-
nor anomalies, and dysmorphic fea-
tures is 2- to 3-fold higher for infants of
mothers with epilepsy who receive
treatment with antiepileptic drugs,
compared with the risk for infants of
mothers without epilepsy.®’

Other adverse pregnancy-related out-
comes associated with seizure disorders
include spontaneous abortion, low
birthweight, diminished head circum-
ference, developmental disabilities, neo-
natal hemorrhagic disorder (caused by
anticonvulsant-induced vitamin K defi-
ciency), and perinatal death.®®

Many anticonvulsants commonly used
to treat seizure disorders, including phe-
nytoin, carbamazepine, barbiturates, and
valproate have known teratogenicity in
humans,®® which can cause neural tube
defects, cleft lip and palate, cardiac anom-
alies, facial abnormalities, and skeletal ab-
normalities. The risk of anomalies in-
creases significantly with higher-dose
therapy®” and polytherapy, compared with
monotherapy.®® One mechanism of ter-
atogenicity may be anticonvulsant-related
reductions in folic acid, disturbances in fo-
lic acid-mediated biochemical processes,
or both.®

How effective are the

current treatments?

Currently available anticonvulsant
medications are effective in controlling
seizures among those with seizure
disorders.®®

Impact of preconception care

To date, no well-designed studies have
specifically addressed the role of specific
preconception strategies for the manage-
ment of seizures on pregnancy-related
outcomes for women with seizure disor-
ders and their offspring. However, existing

randomized controlled trials and cohort
studies clearly document the teratogenicity
of phenytoin, carbamazepine, barbitu-
rates, and valproate and the increased risk
of teratogenicity at higher doses and with
polytherapy.®®-%®

Preconception counseling and family
planning are important in the care of
women of reproductive age who have sei-
zure disorders. Preconception counseling
can appropriately inform women of the
risks to their own health from pregnancy
and the risks of their condition on preg-
nancy-related outcomes. A thorough as-
sessment by a neurologist prior to preg-
nancy could address whether the woman is
an appropriate candidate for a withdrawal
of anticonvulsant therapy or for adjust-
ment of her medication regimen (with the
goal of achieving monotherapy;, if possible,
and the lowest possible dosages to control
seizures). The principles that govern with-
drawal in women considering pregnancy
are the same as the principles for with-
drawal for the general population of pa-
tients with seizures.”® In general, with-
drawal can be considered in any woman
who has been seizure free for at least 2
years.””

Contraception is important for
women who choose not to have a preg-
nancy and for helping women achieve
optimal timing of pregnancy in relation
to the optimal control of their condition.
There are considerations in choosing a
contraceptive method for women with
seizure disorders. Combined oral con-
traceptives do not exacerbate seizures;
however, the efficacy of oral contracep-
tives is impaired by concomitant use of
anticonvulsants that induce liver en-
zymes (eg, phenytoin, carbamazepine,
barbiturates, topiramate, and tiagabine).
Specifically among women without sei-
zures, the failure rate of combined oral
contraceptives with high estrogen dose
(= 50 wm) is 0.7 per 100 woman-years,
whereas the rate increases to 3.1 per 100
woman-years in those receiving liver en-
zyme-inducing anticonvulsants. Failure
rates are higher for combined oral con-
traceptives with lower doses of estrogen
(= 35 um). Progestin-only methods also
have a higher failure rate.*®”"
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Recommendations
by other groups
The American Academy of Neurology
has a published practice guideline for the
management of women with seizure dis-
orders,®®> which specifies that women of
reproductive age with seizure disorders
should be placed on monotherapy at the
lowest dose whenever possible, and folic
acid supplementation should be insti-
tuted at 0.4 mg per day. If hormonal con-
traception is chosen by women taking an
enzyme-inducing anticonvulsant, the
risks of failure should be discussed and a
formulation that includes at least 50 um
of ethinyl estradiol should be used.
Women planning to become pregnant
should be evaluated for the possibility of
adjustment (or withdrawal) of their an-
ticonvulsant medication and prepreg-
nancy counseling. If withdrawal is
planned, this should be completed at
least 6 months prior to conception.®®
The American College of Obstetricians
and Gynecologists has an educational
bulletin addressing seizure disorders in
pregnancy, which specifies that to opti-
mize the neonatal outcome in a patient
requiring anticonvulsant therapy, using
a single drug at the lowest possible dose
to control seizures is preferable.®®
Recommendation. Women of repro-
ductive age with seizure disorders should
be counseled about the risks of increased
seizure frequency in pregnancy, the po-
tential effects of seizures and anticonvul-
sant medications on pregnancy out-
comes, and the need to plan their
pregnancies with a health care provider
well in advance of a planned concep-
tion. Those taking liver enzyme-induc-
ing anticonvulsants should be coun-
seled about the increased risk of
hormonal  contraceptive  failure.
Whenever possible, women of repro-
ductive age should be placed on anti-
convulsant monotherapy with the low-
est effective dose to control seizures.
Those who are planning a pregnancy
should be fully evaluated for consider-
ation of alteration or withdrawal of the
anticonvulsant regimen prior to concep-
tion and should initiate folic acid supple-
mentation of 4 mg per day for at least 1
month prior to conception and until the



end of the first trimester to prevent neu-
ral tube defects. Strength of recommenda-
tion: A; quality of evidence: 11-2.

Hypertension
Burden of suffering
In 2002, a national survey estimated that
3% of women of reproductive age had
chronic hypertension (HTN)." In 2002,
the hospital estimate for HTN prior to
pregnancy among 15-54 year old women
was 28.9 per 1000 deliveries, a 2-fold in-
crease from 12.3 in 1993.7

Pregnancies complicated by chronic
HTN, especially if severe, may be associ-
ated with worsening hypertension, pre-
eclampsia and eclampsia, central nervous
system hemorrhage, cardiac decompensa-
tion, and renal deterioration.”*’* HTN
during pregnancy also poses substantial fe-
tal risks that include preterm birth, intra-
uterine growth restriction, placental ab-
ruption, and fetal demise.”” Superimposed
preeclampsia in women with hyperten-
sion is associated with significant adverse
perinatal outcomes.”® Pregnancy out-
comeis related to the degree of hyperten-
sion and the presence or absence of
preeclampsia.”””*

How effective are the

current treatments?

The medical treatment of high blood
pressure is very effective in reducing
long-term, adverse cardiovascular out-
comes and stroke as demonstrated in
many studies of the past 40 years.®
However, the data supporting improved
pregnancy-related outcomes among
women with HTN treated with antihy-
pertensive medications are less compel-
ling. A systematic review of management
of chronic hypertension during preg-
nancy concluded that “the evidence base
regarding pharmacologic management
of chronic hypertension during preg-
nancy is too small to either prove or dis-
prove moderate to large benefits of anti-
hypertensive therapy.””*

There is, to date, no scientific evidence
that antihypertensive therapy will im-
prove perinatal outcomes for women
with mild hypertension in pregnancy
(140-179 mm Hg systolic or 90-109 mm
Hg diastolic blood pressure).®' ®* Specif-
ically, multiple metaanalyses of random-

ized controlled trials show that the major
maternal outcomes improved by treat-
ing mild to moderate hypertension in-
clude decreased progression to severe
hypertension and decreased need for ad-
ditional antihypertensive therapy.**®
There are, however, demonstrable bene-
fits for pregnancy-related outcomes
from antihypertensive therapy among
women with severe chronic hyperten-
sion (systolic blood pressure = 180 mm
Hg or diastolic blood pressure = 110
mm Hg).””

Methyldopa has been the most com-
monly tested therapy, with 14 random-
ized controlled trials demonstrating its
efficacy at reducing blood pressure and
safety during pregnancy.®* Metaanalyses
of beta-blocker trials show a borderline
increase in small-for-gestational-age in-
fants, with no related increase in perina-
tal mortality as well as a decrease in the
incidence of respiratory distress syn-
drome.®® Among the beta-blockers,
atenolol, especially when started early in
pregnancy, has been associated with fetal
growth restriction in several uncon-
trolled studies and 1 small trial. From
these studies, however, the causal nature
of the association remains unclear be-
cause of multiple agents being simulta-
neously administered and the inability to
separate effects of the mother’s underly-
ing pathophysiology from effects of the
drug. Labetalol has been associated with
fetal growth restriction in 3 randomized
trials of hypertensive disorders other
than chronic hypertension. Other beta-
blockers, such as metoprolol, pindolol,
and oxprenolol, have not been associ-
ated with fetal growth retardation, but
available data concerning these agents
are scarce.”’

Calcium channel blockers have mostly
been evaluated for use late in pregnancy
so their benefit-to-risk ratio remains un-
clear, although they are generally re-
garded as safe and effective.*® Diuretics
are known to decrease the circulating
plasma volume, but a metaanalysis of 9
randomized trials evaluating diuretics
during pregnancy did not find an in-
creased risk of adverse fetal events nor
did alarge cohort study.®” Angiotensin IT
receptor blockers are contraindicated in
pregnancy, having been linked to mis-

carriage, fetal death, fetal renal failure,
and malformations.***

Impact of preconception care
To date, no well-designed studies have
addressed the effects of specific precon-
ception strategies for the management of
HTN on pregnancy-related outcomes
for the woman and her offspring. How-
ever, 3 trials synthesized in a recent re-
view had evidence relevant to the pre-
conception management of chronic
hypertension because they included
women 30-54 years of age. The data, in-
volving 8565 women aged 30-54 years
with mild to moderate HTN, show ap-
proximately 250 (95% confidence inter-
val, 158-1606) such women need to be
treated for 5 years to prevent a fatal or
nonfatal cardiovascular event such as
stroke. Women who are either younger
than those involved in the trials or who
are treated for intervals shorter than 5
years can expect less clinical benefit from
antihypertensive therapy.®’
Contraception is important for women
who choose not to have a pregnancy and
for helping women achieve optimal timing
of pregnancy in relation to the optimal
control of their condition. Patients with
mild or well-controlled HTN (140-159/
90-99) may be considered for low-dose
combination oral contraceptives or pro-
gestin-only methods, particularly in the
absence of other risk factors such as smok-
ing, diabetes, hyperlipidemia, or obesity.
Combination pills are not recommended
in moderate to severe HTN (> 160/100) or
if blood pressure cannot be monitored.”
The WHO lists the Copper T380A as a rec-
ommended method of contraception for
women with mild or moderate to severe
hypertension or if blood pressure can not
be monitored.

Recommendations

by other groups

Both the American College of Obstetri-
cians and Gynecologists (ACOG) and
the National High Blood Pressure Edu-
cation Program (NHBPEP) recommend
that the preconception care of women
with hypertension should include coun-
seling about the sizable (25%) risk of su-
perimposed preeclampsia and its associ-
ated complications and that those with
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hypertension of several years’ duration
should undergo a preconception assess-
ment for ventricular hypertrophy, reti-
nopathy, and renal disease because target
organ damage can progress during
pregnancy.

Both ACOG and the NHBPEP have
statements to address the treatment of
high blood pressure during pregnancy.
The ACOG practice bulletin states there
is no evidence that antihypertensive
treatment for mild to moderate hyper-
tension improves maternal or fetal out-
comes, even for women who are already
receiving hypertension treatment. ACOG
suggests treatment may be stopped during
pregnancy or not initiated until blood
pressures reach 150-160 mm Hg systolic or
100-110 mm Hg diastolic, unless the
mother has underlying renal or cardiovas-
cular disease. Continuing previous antihy-
pertensive medication is another option,
although angiotensin-converting enzyme
inhibitors and angiotensin receptor block-
ers are contraindicated during preg-
nancy.” The NHBPEP recommends the
same guidelines as ACOG.”"

Recommendation. Women of repro-
ductive age with chronic hypertension
should be counseled about the risks as-
sociated with hypertension during preg-
nancy for both the woman and her off-
spring and the possible need to change
the antihypertensive regimen when she
is planning a pregnancy. Those with hy-
pertension for several years should be as-
sessed for ventricular hypertrophy, reti-
nopathy, and renal disease prior to
pregnancy. Angiotensin-converting en-
zyme inhibitors and angiotensin-recep-
tor blockers are contraindicated during
pregnancy; women who could become
pregnant while taking these medications
should be counseled about their adverse
fetal effects and should be offered con-
traception if they are not planning a
pregnancy. Women who are planning a
pregnancy should discontinue these
medications prior to pregnancy. Strength
of recommendation: A (because of medi-
cations); quality of evidence: 11-2.

Rheumatoid arthritis

Burden of suffering

Rheumatoid arthritis (RA) is the most
common rheumatic disease that compli-

cates pregnancies. It affects 1-2% of the
adult population with a female predom-
inance.’* Fortunately, the disease remits
in approximately 70-80% of patients
during pregnancy,” probably because of
the normal shift to a less inflammatory
state and human leukocyte antigen mis-
match between the mother and fe-
tus.”*® However, 20-30% of patients
will continue to have active or worsening
disease during pregnancy.”

RA does not decrease fertility but may
prolong time to conception.'*>'°! Most
reports do not show any increase in fetal
morbidity or losses among pregnant
women with RA.'%*'%* However, active
RA may increase the risk of low birth-
weight, and corticosteroid use may in-
crease the risk of fetal growth restriction
and preterm premature rupture of mem-
branes.'”* Approximately 90% of pa-
tients flare in the postpartum period,
usually within the first 3 months.'® The
flare may be caused by decreased proges-
terone and cortisol, increased prolactin,
and a return to Thl predominance.'*®
Presently it is unclear whether breast-
feeding might exacerbate postpartum
flare.'"’”

How effective are the

current treatments?

No treatment is curative for RA; how-
ever, several therapies modify the disease
or result in the control of symptoms as-
sociated with RA. The safety of agents
used to treat RA during pregnancy was
recently reviewed by Chamber et al.'*®
Based on available data, the teratogenic
risk of corticosteroids and nonsteroidal
antiinflammatory drugs (NSAIDs) fol-
lowing first-trimester exposure is mini-
mal. NSAIDs should be discontinued by
27 weeks’ gestation to avoid premature
closure of the ductus arteriosus. The ac-
tive metabolite of leflunomide under-
goes extensive enterohepatic circulation
and has a prolonged and unpredictable
half-life; cholestyramine administration
may enhance elimination of leflunomide
metabolite before pregnancy.

Safety data on other disease-modifying
antirheumatic drugs are limited. NSAIDs
are compatible with breast-feeding, al-
though there is potential risk of jaundice
and kernicterus. Corticosteroids may be
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used, but breast-feeding should occur 4
hours after the last dosing. Hydroxychlo-
roquine and sulfasalazine should be used
cautiously, and azathioprine, cyclospor-
ine, cyclophosphamide, methotrexate, and
chlorambucil should be avoided. There are
insufficient data regarding tumor necrosis
factor antagonists, anakinra, and ritux-
imab in relation to pregnancy or
lactation.'”

Impact of preconception care

No studies have investigated the effect of
preconception strategies on pregnancy-
related outcomes for women of repro-
ductive age with RA. Preconception
counseling and family planning are im-
portant in the care of the woman of re-
productive age with RA. Patients should
be advised of the natural history of the
disease during pregnancy and the likeli-
hood of flare during pregnancy. Also, pa-
tients should be counseled about the
extremely teratogenic effects of metho-
trexate and leflunomide and the need to
discontinue these medications prior to
pregnancy. Decisions regarding the con-
tinued use of other disease-modifying
antirheumatic drugs in patients plan-
ning a pregnancy should be made by
weighing potential benefits against
known fetal risks. Women with RA who
are using these medications should be
offered suitable contraception. Male pa-
tients should be made aware of the ef-
fects methotrexate, leflunomide, sul-
fasalazine, and cyclophosphamide may
have on their fertility.

Contraception is important for women
with RA who do not desire to have a preg-
nancy. Hormonal contraception including
oral contraceptive pills may be used but
their long-term effects on RA remain un-
clear.""” Intrauterine devices should not be
used by women with RA if they are on cor-
ticosteroids or other immunosuppressive
therapy. *

Recommendations

by other groups

No practice recommendations or treat-
ment guidelines related to the treatment
of rheumatoid arthritis in pregnant
women or women planning a pregnancy
are identified.



Recommendation. Women of repro-
ductive age with RA should be advised
of the natural history of the disease dur-
ing pregnancy and the probability of a
flare after pregnancy. The most impor-
tant task is to review the patient’s medi-
cation use. NSAIDs should be discontin-
ued by 27 weeks’ gestation. Methotrexate
and leflunomide are extremely terato-
genic and should be discontinued in
women planning a pregnancy. Men with
RA should be informed of the possible
effects of leflunomide, sulfasalazine, and
cyclophosphamide on fertility. Strength
of recommendation: A; quality of evidence:
I1I.

Systemic lupus

erythematosus (SLE)

Burden of suffering

SLE is 1 of the most common autoim-
mune disorders that affect women of re-
productive age. In the United States, the
prevalence of SLE is 14.6 to 50.8 cases per
100,000 in the general population. The
incidence of SLE is much more common
among females than males and among
African Americans than whites, with a
prevalence of SLE in female African
Americans from 17.9 to 283 cases per
100,000.'"!

Whether exacerbations of SLE are
more common during pregnancy re-
mains controversial. However, it is gen-
erally agreed that exacerbations during
pregnancy are common (57% of those
with SLE).!? SLE increases the risk of
spontaneous abortion, intrauterine fetal
death, preeclampsia, and fetal growth re-
striction, with the greatest risk being of
preterm birth (25%). In addition, ap-
proximately 10% of women with SLE
and anti-Ro antibodies will have a baby
with neonatal lupus. Perinatal outcomes
among women with SLE depend on the
stability of the disease. Prognoses for
both mother and child are best when SLE
is quiescent for at least 6 months before
the pregnancy and when the mother’s
underlying renal function is stable and
normal or near normal.''?

How detectable is the condition?

SLE is diagnosed according to diagnostic
criteria defined by the American College
of Rheumatology, which involve the as-

sessment of physical examination fea-
tures as well as laboratory parameters
and should be considered among
women with recurrent spontaneous
abortions.'"?

How effective are the

current treatments?

No treatment is curative for SLE; how-
ever, several therapies are disease modi-
tying or result in the control of symp-
toms associated with SLE.

Randomized controlled trials demon-
strate that maternal treatment with low-
dose aspirin and subcutaneous heparin
is as effective as low-dose aspirin and
prednisone or low-dose aspirin alone in
avoiding adverse fetal consequences with
less frequent preeclampsia, premature
rupture of membranes, and preterm
delivery.''*!1?

Azathioprine and cyclophosphamide
are the 2 most commonly used cytotoxic
agents used in treating SLE. Cyclophos-
phamide is teratogenic in humans and
should therefore be avoided during
pregnancy, and appropriate contracep-
tion should be advised during the peri-
ods of cyclophosphamide therapy.''*''¢
Azathioprine has not been associated
with congenital defects in humans; how-
ever, the number of reported cases with
adequate follow-up may not be sufficient
to detect a small increase in these
rates."'”'*? For patients in whom im-
munosuppression is necessary to control
disease, azathioprine may be continued
throughout pregnancy. Cyclosporin A
does not seem to be associated with ter-
atogenicity in human studies'**'*" and
may be considered as an alternative to
other cytotoxic agents for severe disease
in patients with SLE.

Hydroxychloroquine is the most com-
mon antimalarial drug used to treat SLE.
Cohort studies reveal that it is safe to use
during pregnancy.'**"'*> Because with-
drawal of hydroxychloroquine is associ-
ated with flares of SLE, it should not be
stopped unnecessarily during pregnancy
in patients with SLE.''

Impact of preconception care

A number of studies demonstrate that ac-
tive SLE at the time of conception is asso-
ciated with a higher risk of disease exacer-

bation during pregnancy and a higher
rate of adverse pregnancy-related out-
comes.'**'?? Rates of exacerbation range
from 7% to 33% in women who have been
in remission for at least 6 months to 61-
67% in women who have active disease at
the time of conception. Flares and adverse
pregnancy outcomes are particularly ele-
vated among those with lupus nephritis
upon conception.'*”'**!*° The longer the
patient is in remission at the time of con-
ception, the greater the chance the preg-
nancy will be carried to term without
complications.'

Contraception is important for women
who choose not to have a pregnancy and
for helping women achieve optimal timing
of pregnancy in relation to the optimal
control of their condition. There are nu-
merous considerations in choosing a con-
traceptive method for women with SLE.
Case reports associate estrogen-containing
contraceptives with exacerbation of
SLE,"*'""** but retrospective studies have
failed to find such an association.'*>"*
However, there is some evidence that the
risk of thromboembolism related to com-
bined oral contraceptives may be higher in
SLE patients, especially those with positive
antiphospholipid antibodies.'*®'** Pro-
gestin-only contraceptives may be a good
choice for patients with antiphospholipid
antibodies or with risk factors for throm-
boembolic disease (age = 35 years old,
obese, smoking, hypertension). Intrauter-
ine contraceptive devices are associated
with an increased risk of infection among
SLE patients, especially those who are on
immunosuppressive therapy.''?

Recommendations
by other groups
Experts advise that in patients with SLE
pregnancy is best undertaken during pe-
riods of disease quiescence. In particular,
nephritis, if present, should be in remis-
sion for at least 6 months before concep-
tion. Because of its teratogenicity, cyclo-
phosphamide should be avoided in
pregnancy. Furthermore, it is advised
that all pregnancies complicated by SLE
should be considered high risk and man-
aged with involvement of a high-risk
perinatal team.'"?

Recommendation. Women of repro-
ductive age with SLE should be coun-
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seled about the risks associated with SLE
during pregnancy for both the woman
and her offspring, the importance of op-
timizing disease control prior to preg-
nancy, the possible need to change the
medication regimen close to conception
or early in pregnancy, and the impor-
tance of specialized prenatal care once
pregnant. Those whose treatment regi-
men involves cyclophosphamide should
be advised of its teratogenic nature and,
whenever possible, should be changed to
a safer regimen prior to conception and
offered contraception if they are not
planning a pregnancy. Strength of recom-
mendation: B; quality of evidence: 11-2.

Chronic renal disease

Burden of suffering

The incidence of moderate chronic renal
disease is estimated to be between 6 and
12 per 10,000, respectively.'*® The diag-
nosis of renal disease before pregnancy is
approximately 0.03% in a population-
based study of pregnant women with
kidney disease.'*' The potential impact
of chronic renal disease is dependent on
the degree of serum creatinine elevation,
defined as mild (0.9-1.4 mg/dL), moder-
ate (1.4-2.5 mg/dL), or severe (> 2.5 mg/
dL), and the level of hypertension.142

Pregnant women with mild renal dis-
ease and normal blood pressure have a
greater than 90% chance of a successful
outcome and are unlikely to be affected
by the progression of renal disease.'*’
On the other hand, women with moder-
ate or severe renal disease before preg-
nancy are at risk for developing worsen-
ing renal function during pregnancy. In
1 study, for women with serum creati-
nine levels above 2.0 mg/dL at the begin-
ning of pregnancy, the progression to
end-stage renal disease was 23% within 6
months after delivery.'**

Maternal morbidity associated with
moderate to severe chronic renal disease
commonly includes the development of
preeclampsia, anemia, chronic hyperten-
sion, and cesarean delivery. Adverse preg-
nancy outcomes associated with maternal
renal disease include preterm delivery, fe-
tal growth restriction, and increased fetal
loss and stillbirth.'*"'**** In fact, most

pregnancies with moderate to severe renal

insufficiency will result in a preterm
birth.'>°

When hypertension is present at con-
ception (defined as mean arterial pres-
sure > 105 mm Hg), there is a 10-fold
increase in fetal loss at comparable se-
rum creatinine levels, compared with
women who are spontaneously or thera-
peutically normotensive.'”" Addition-
ally, proteinuria is associated with poor
pregnancy outcomes and long-term pro-
gression of renal disease.'

A separate issue from the effect of re-
nal disease on pregnancy is the possible
effect on the fetus of drugs used to treat
renal disease. Angiotensin-converting
enzyme inhibitors and/or angiotensin II
receptor blockers, which are commonly
used among renal patients, are known
teratogens (discussed more fully in Hy-
pertension section).

How effective are the

current treatments?

The impact of current treatment varies,
depending on specific diagnosis. Man-
agement guidelines for pregnant women
with chronic renal disease are based
solely on retrospective and observational
series and opinions.'*?

Impact of preconception care
To date, no well-designed studies have
specifically addressed the role of specific
preconception strategies for the manage-
ment of patients with renal disease.
However, cohort studies document that
the higher the serum creatinine, protein-
uria, and blood pressure prior to concep-
tion, the greater the risk of disease pro-
gression during pregnancy and adverse
pregnancy outcomes,'*> 144121152

Preconception counseling and family
planning are important in the care of
women of reproductive age with renal
disease. Preconception counseling can
appropriately inform women of the risks
to their own health from pregnancy and
the risks of their condition and medica-
tions that may be used to treat the con-
dition on pregnancy-related outcomes
as well as the need for blood pressure
control prior to and throughout the
pregnancy to lessen risks.

Contraception is important for women
who choose not to have a pregnancy or in
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helping women achieve optimal timing of
pregnancy in relation to control of their
condition. Absolute contraindications to
oral contraceptive pills relevant to women
with chronic kidney disease include signif-
icant cardiovascular disease, history of ve-
nous thromboembolism, smokers older
than 35 years, and impaired liver function.
Systemic lupus erythematosus, hypertri-
glyceridemia, hypertension, and diabetes
mellitus are relative contraindications, and
lower-dose oral contraceptive pills may be
reasonable. Progestin-only pills can be
considered for patients who cannot take
estrogen. 93

Recommendations
by other groups
There were none identified.
Recommendation. Women of repro-
ductive age with renal disease should be
counseled about the likelihood of pro-
gression of renal disease during preg-
nancy and irrespective of pregnancy; the
increased risk of adverse pregnancy out-
comes for the woman and offspring; and
the importance of achievement or main-
tenance of normal blood pressure prior
to conception. Angiotensin-converting
enzyme inhibitors and angiotensin-re-
ceptor blockers are contraindicated dur-
ing pregnancy; women who could be-
come pregnant while taking these
medications should be counseled about
their adverse fetal effects and should be
offered contraception if they are not
planning a pregnancy. Women who are
planning a pregnancy should discon-
tinue these medications prior to preg-
nancy in favor of a safer regimen when-
ever possible. Women who do not desire
pregnancy should be offered an appro-
priate method of contraception. Strength
of recommendation: B; quality of evidence:
II-2.

Cardiovascular disease

Burden of suffering

Approximately 3% of women 18-44
years of age have cardiac disease, and ap-
proximately 1% of pregnancies are com-
plicated by cardiac disease." Congenital
heart disease in pregnancy is increasingly
common as more affected women are
surviving into reproductive age.'>® For
women with cardiac disease, however,



the physiologic alterations of pregnancy
can result in decomposition of the cardiac
condition with increased symptoms, mor-
bidity, and mortality.'** In fact, cardiac
conditions account for 10-25% of mater-
nal mortality in the United States and are
almost exclusively seen in patients with
pulmonary hypertension, endocarditis,
coronary artery disease, cardiomyopathy,
and sudden arrhythmias.'>

The prediction of maternal and neo-
natal outcomes is based on classification
of the severity of heart disease.”*'>” A
large prospective Canadian cohort of
pregnant women with heart disease re-
vealed that those at greatest risk for a car-
diac event in pregnancy had at least 1 of
the following: a prior cardiac event or ar-
rhythmia, New York Heart Association
functional class greater than II or cyano-
sis, left heart obstruction, or systematic
ventricular dysfunction. The estimated
risks of a cardiac event in pregnancy with
0, 1, and more than 1 of these predictors
were 5%, 27%, and 75%, respectively.

In the same cohort, the risk of fetal or
neonatal death was doubled from the
baseline of 2-4% if any of the following
were present: New York Heart Associa-
tion class greater than II or cyanosis at
the baseline prenatal visit, maternal left
heart obstruction, smoking during preg-
nancy, multiple gestations, and use of an-
ticoagulants throughout —pregnancy.'*
The risk of heart disease is increased in the
offspring of patients with almost all forms
of congenital heart disease and is higher if
the affected parent is the mother.'>*'*®

A sizable proportion of those with car-
diac diseases (eg, valvular heart disease,
prosthetic heart valves, and dilated car-
diomyopathy) may be treated with war-
farin. Warfarin, a coumadin derivative
that is used for the control of blood clot-
ting, can produce a characteristic embry-
opathy with first-trimester exposure
and, less commonly, central nervous sys-
tem abnormalities and fetal bleeding
with exposure after the first trimester.'>
In contrast, heparin does not cross the
placenta and is not known to be terato-
genic. However, several reports of hepa-
rin failure that resulted in serious conse-
quences for pregnant women with
mechanical heart valves have caused
some to recommend that warfarin be used

preferentially in women with mechanical
prosthetic valves during the second and
third trimesters of pregnancy. The Centers
for Disease Control and Prevention rec-
ommendations specify that to avoid expo-
sure to warfarin during early pregnancy,
heparin should be substituted for warfarin
before the onset of pregnancy whenever
possible. 016>

How effective are the

current treatments?

There are effective medical and surgical
treatments for a variety of congenital and
acquired cardiac conditions. A complete
discussion of treatment of cardiac condi-
tions is beyond the scope of this manu-
script. A thorough discussion of the
treatment of congenital and acquired
cardiac conditions during pregnancy has
been published.'®’

Impact of preconception care
Cohort studies demonstrate improved
maternal and fetal outcomes when cya-
notic heart disease'**'®> and symptom-
atic obstructive lesions (eg, aortic steno-
sis and pulmonary stenosis)'®® are
corrected prior to pregnancy. During
pregnancy, cardiovascular surgery is
more dangerous, involving a 6% risk of
maternal mortality and a 30% risk of fe-
tal mortality.'®” Otherwise, there are no
published studies addressing the effect of
preconception intervention strategies or
pregnancy-related outcomes for women
with cardiac disease. However, cohort
studies document adverse pregnancy-re-
lated outcomes (for the woman and her
offspring) associated with various car-
diac diseases. Maternal and neonatal
mortalities are high (30% and 12%, re-
spectively) among patients with pulmo-
nary hypertension.'® Patient knowledge
of these risks prior to conception may
affect their desire to have children.
Preconception counseling is impor-
tant in the care of women of reproduc-
tive age with cardiac disease. Preconcep-
tion counseling can appropriately
inform women of the risks to their own
health from pregnancy and the risks of
their condition on pregnancy-related
outcomes. For patients with congenital
heart disease, genetic counseling prior to
pregnancy may help identify the risk to

the offspring. Finally, a thorough assess-
ment by a cardiologist prior to preg-
nancy to define the cardiaclesion and as-
sess the presence of ventricular function,
pulmonary pressure, severity of obstruc-
tive lesions, persistence of shunts, and
presence of hypoxemia can inform
whether the problem can be corrected or
palliated before pregnancy.'®’
Contraception is important for women
who choose not to have a pregnancy, for
which pregnancy may be contraindicated,
or in helping women achieve optimal tim-
ing of pregnancy in relation to the optimal
control of their condition. There are nu-
merous considerations in choosing a con-
traceptive method for women with cardiac
disease. Sterilization of the male partner
carries the least risk for the woman with
cardiac disease who is in a monogamous
relationship and who does not desire chil-
dren. Barrier methods and the Copper
T380A are also safe and effective when
used consistently. Those patients who have
right to left shunts, ischemic heart disease,
a history of stroke, or who have multiple
risk factors for cardiovascular disease (eg,
age > 35 years, smoker, diabetes, uncon-
trolled hypertension) should not use oral
contraceptives.'®>'”® Progestin-only con-
traceptives, including the progestin-releas-
ing intrauterine device, may be used by
women with cardiac disease.'*>'”!

Recommendations

by other groups

The American Heart Association and the
American College of Cardiology have a
joint guideline for the management of
valvular heart disease in pregnancy.'”?
Additionally, they have a joint guideline
for warfarin therapy for pregnant pa-
tients that recognizes 3 options: (1) use
heparin or low-molecular weight hepa-
rin (LMWH) throughout pregnancy; (2)
use warfarin throughout pregnancy,
changing to heparin or LMWH at 38
weeks’ gestation with planned labor in-
duction at approximately 40 weeks; or
(3) use heparin or LMWH in the first tri-
mester, switching to warfarin in the sec-
ond trimester and continuing it until ap-
proximately 38 weeks’ gestation and
then changing to heparin or LMWH at
38 weeks with planned labor induction at
approximately 40 weeks.'®?
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Recommendation. Women of repro-
ductive age with cardiac disease should
be counseled about the risks pregnancy
presents to their health, as well as the
risks of the cardiac condition and any
medications needed to treat the condi-
tion (eg, warfarin), on pregnancy-re-
lated outcomes. Those who are consid-
ering or planning a pregnancy should be
counseled to achieve optimum control
of the condition prior to conception and
should be offered a suitable contracep-
tive method to achieve optimum timing
of the pregnancy. Those whose treat-
ment regimen involves warfarin should
be counseled about its teratogenic nature
and, whenever possible, should be
changed to a less teratogenic anticoagu-
lant prior to conception. Those with a
congenital cardiac condition should be
offered preconception genetic counsel-
ing. Those who do not desire a preg-
nancy should be offered a suitable form
of contraception. Strength of recommen-
dation: B; quality of evidence: 11-3.

Thrombophilia

Burden of suffering

Thrombophilias (disorders that predis-
pose to spontaneous, inappropriate ve-
nous clotting events) can be inherited or
acquired. The prevalence of the various
thrombophilias vary substantially with
ethnicity, and numerous studies have
yielded varying estimates of the preva-
lence of thrombophilias in pregnancy.
The most common inherited disorders
during pregnancy are mutations in fac-
tor V Leiden, prothrombin gene, and
methylenetetrahydrofolate  reductase.
Whites have a higher rate of genetic
thrombophilias than other racial
groups.'”” The factor V Leiden mutation
may be present in as many as 1in 20 Cau-
casian individuals, but it is very uncom-
mon in Asian populations. Antiphos-
pholipid antibody syndrome is the most
commonly acquired thrombophilia of
pregnancy and is more common in
blacks.'”*

Several studies demonstrate an associ-
ation between thrombophilias and ad-
verse pregnancy outcomes. Maternal ef-
fects of thrombophilias include an
increased risk of venous thromboembo-
lism (including deep vein thrombosis,

pulmonary embolism, and cerebral vein
thrombosis), arterial thrombosis (pe-
ripheral and cerebral), and severe pre-
eclampsia. Placental and fetal effects in-
clude thrombosis and infarcts, placental
abruption, recurrent miscarriage, fetal
growth restriction, fetal stroke, and
death'1757179

How detectable is the condition?

The presence of a thrombophilia in an
individual may be suspected in the pres-
ence of a personal or family history of
venous thrombotic events, a history of
recurrent early or late pregnancy loss, se-
vere preeclampsia, severe intrauterine
growth restriction, or placental abrup-
tion/insufficiency. The sensitivity and
specificity of family history as a tool for
detecting the thrombophilias in the pre-
natal setting is largely unknown and very
likely varies among populations. Labora-
tory testing for specific thrombophilias
is widely available and both sensitive
and specific if properly ordered and
interpreted.

A thrombophilia work-up may in-
clude testing for the following condi-
tions: factor V Leiden, prothrombin
G20210A mutation, antithrombin III
deficiency, hyperhomocystinemia, pro-
tein C deficiency, protein S deficiency,
and the presence of lupus anticoagu-
lants.'”>*¥ Although genetic testing for
factor V Leiden and prothrombin
G20210A can be offered and interpreted
at any time, antithrombin III assays are
affected by anticoagulation and acute
thrombosis, and protein C and protein S
assays are affected by acute thrombosis,
pregnancy, oral contraceptives, and war-
farin.'”® Because of the complexity and
variety of tests available for thrombo-
philia, primary care providers may wish
to work with a genetics health profes-
sional and/or a hematologist when con-
fronted with this clinical scenario.

How effective are the

current treatments?

There are no randomized trials evaluating
thromboprophylaxis for prevention of re-
current adverse pregnancy outcomes in
women with previous severe preeclampsia,
fetal growth restriction, or abruptio pla-
centa in association with thrombophilias.
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Therefore, any recommendation to treat
such women with low-molecular-weight
heparin with or without low-dose aspirin
in subsequent pregnancies should remain
empiric and/or prescribed after appropri-
ate counseling of the patients regarding
risks and benefits.'”

Although treatment is controversial,
current American College of Obstetri-
cians and Gynecologists guidelines (level
C: based primarily on consensus and
expert opinion) recommend offering
treatment in pregnancy for women with
homozygotic factor V Leiden and pro-
thrombin G20210A mutations, anti-
thrombin III deficiency, and compound
heterozygous factor V Leiden/pro-
thrombin G20210A mutations.'”” Addi-
tionally, treatment is recommended for
women with protein C or protein S defi-
ciency as well as for women who are fac-
tor V Leiden or prothrombin G20210A
mutation heterozygotes. Treatment of
women with hyperhomocystinemia or
methylenetetrahydrofolate reductase
mutations is not well established;
whereas folic acid supplementation in
women with hyperhomocystinemia is
safe, treatment is not necessarily
efﬁcacious.176,177,180—184

Impact of preconception care

No studies have specifically evaluated the
effect of treatment of thrombophilias
prior to conception. However, because
untreated thrombophilias are associated
with adverse maternal and fetal conse-
quences and it is well established that
warfarin, commonly used to control
blood clotting, is teratogenic, precon-
ception counseling and family planning
are important considerations for women
with thrombophilias.

Preconception counseling can appro-
priately inform women of the risks to
their own health from pregnancy and the
risks of their condition, and any medica-
tions used to treat their condition, on
pregnancy-related outcomes. Precon-
ception care may allow women to opti-
mize control of their condition prior to
pregnancy and allow women to transi-
tion to a medication regimen that is safer
for the fetus. For patients with heritable
disorders, genetic counseling prior to



pregnancy may help identify the risk to
the offspring.

Contraception is important for women
who choose not to have a pregnancy and
for helping women achieve optimal timing
of pregnancy in relation to control of their
condition. Because estrogens promote hy-
percoagulable states, combination oral
contraceptive pills are contraindicated
among women with thrombophilias.
There are no contraindications to proges-
tin-only methods, intrauterine devices, or
barrier methods.”

Recommendations

by other groups

The American College of Obstetricians
and Gynecologists has a practice bulletin
addressing thrombophilias in preg-
nancy,'®” although this bulletin does not
specifically address preconception con-
cerns related to thrombophilia. The
American Heart Association and the
American College of Cardiology have a
joint guideline for warfarin therapy for
pregnant patients that recognizes 3 op-
tions:'®> (1) use heparin or LMWH
throughout pregnancy; (2) use warfarin
throughout pregnancy and change to
heparin or LMWH at 38 weeks’ gestation
with planned labor induction at approx-
imately 40 weeks; or (3) use heparin or
LMWH in the first trimester, switching
to warfarin in the second trimester, con-
tinuing it until approximately 38 weeks’
gestation and then changing to heparin
or LMWH at 38 weeks with planned la-
bor induction at approximately 40
weeks.

Recommendation. Providers may con-
sider screening women of reproductive
age for a personal or family history of
venous thrombotic events or recurrent
or severe adverse pregnancy outcomes.
Women with a personal or family history
suggestive of thrombophilia may then be
offered counseling and testing for
thrombophilias. Screening for thrombo-
philias with laboratory testing in routine
care is not recommended. Women of re-
productive age with a known genetic
thrombophilia should be offered pre-
conception genetic counseling to ad-
dress the risk of the condition to the off-
spring. Strength of recommendation: C;
quality of evidence: 111.

Women of reproductive age with a
thrombophilia whose treatment regi-
men involves warfarin should be coun-
seled about its teratogenic nature and,
whenever possible, should be changed to
a less teratogenic anticoagulant prior to
conception. Strength of recommendation:
B; quality of evidence: 11-3.

Asthma

Burden of suffering

Asthma affects up to 8.2% of pregnant
women and 9.4% of women of repro-
ductive age in the United States.'®® For
approximately 30% of women with
asthma, the severity of the disease wors-
ens during pregnancy. Women who are
most likely to experience worsening of
their asthma during pregnancy are those
with severe or poorly controlled asthma
prior to pregnancy.189 Subsequent preg-
nancies tend to follow a course similar to
the first pregnancy with respect to status
of asthma severity.'*°

Asthma that is not adequately con-
trolled during pregnancy can resultin se-
rious complications for both the mother
and the fetus. Maternal complications
include preeclampsia, hypertension, and
hyperemesis gravidarum.'®" Fetal com-
plications include increased stillbirth
and infant death, neonatal hypoxia, in-
trauterine growth retardation, prema-
ture birth, and low birthweight.'?'*
Women whose asthma is adequately
controlled during pregnancy have peri-
natal outcomes similar to those of non-
asthmatic women.'?*'*° Studies and ob-
servations of pregnant women with
asthma demonstrate that the risks of un-
controlled asthma appear to be greater
than the risks of necessary asthma
medications.

Studies of pregnant women demon-
strate that most inhaled asthma medica-
tions are safe for patients to use while
pregnant. In fact, inhaled corticosteroids
are the prophylactic treatment of choice
for pregnant women with mild, moder-
ate, or severe persistent asthma, accord-
ing to the National Asthma Education
and Prevention Program Expert Panel
(NAEPP)."*° Specifically, existing obser-
vational cohort data do not associate an
increased risk of preeclampsia, total con-
genital malformations, preterm birth, or

low-birthweight infants with maternal
exposure to inhaled beta agonists, cro-
molyn, inhaled corticosteroids, or oral
theophylline. Maternal use of oral corti-
costeroids, however, has been associated
with reduced birthweight, an increased
risk of preeclampsia, and an increased
risk of oral clefts (first-trimester use).'*”
Nevertheless, although some increased
risks may be associated with the gesta-
tional use of oral corticosteroids, these
risks are probably still less than the po-
tential risks to the mother and the fetus
of severe uncontrolled asthma.

How effective are the

current treatments?

There is general agreement that it is safer
for pregnant women with asthma to be
treated with asthma medications than to
have asthma symptoms or exacerbations
and reduced lung function that may po-
tentially impair oxygenation of the fe-
tus.'”® Short-acting beta agonists induce
bronchodilation and are the initial res-
cue therapy in pregnant and nonpreg-
nant asthmatics. Although this class of
medications has a pregnancy category C
rating, the human data for albuterol,
metaproterenol, and terbutaline are re-
assuring. Anticholinergics (category B),
in addition to bronchodilators, are usu-
ally added to short-acting beta agonists
for additional rescue therapy.

Oral corticosteroids (category C) are
used for asthma exacerbations that do
not respond to initial rescue therapies.
Unfortunately, the use of oral corticoste-
roids during the first trimester of preg-
nancy is associated with a 3- to 6-fold
increased risk of oral clefts and low birth-
weight in infants'® as well as an in-
creased risk of maternal preeclampsia.”®°
However, when indicated for manage-
ment of severe asthma, these risks of
therapy are much less than the risks of
uncontrolled severe asthma that can in-
clude maternal and/or fetal death.

To both avoid uncontrolled asthma in
the mother and minimize the possible
need for oral corticosteroids, preventive
therapy with controller medications is
paramount. The choice of controller
therapy may differ in the pregnant vs
nonpregnant asthmatic. The first ther-
apy currently recommended by the

Supplement to DECEMBER 2008 American Journal of Obstetrics & Gynecology S$321



American College of Allergy, Asthma,
and Immunology (ACAAI)-American
College of Obstetricians and Gynecolo-
gists 2000 position paper is still cro-
molyn or nedocromil (category B) be-
cause of reassuring animal and human
data for use during pregnancy. Unfortu-
nately, these are most efficacious in mild
asthmatics, and further therapy is usu-
ally warranted.

Inhaled corticosteroids are the most ef-
fective prophylactic therapy for asthma,
and both beclomethasone and budes-
onide have reassuring human data dur-
ing pregnancy. In fact, the Food and
Drug Administration changed budes-
onide from pregnancy category C to B
(all other inhaled corticosteroids are C).
The ACAAI-ACOG 2000 position paper
recommends the addition of salmeterol
(a long-acting beta agonist) only in pa-
tients not controlled by a maximum dose
of inhaled corticosteroids. Leukotriene
modifiers (montelukast and zafirlukast,
both category B) have been used in
asthma therapy. However, no human
data are available, and as a systemic med-
ication, it should be used in pregnancy
only if it was effective for the patient
prior to pregnancy. Animal data for the
leukotriene modifiers are reassuring.
Theophylline (category C) has reassur-
ing human data and may be considered
in patients not controlled by inhaled
corticosteroids.

Impact of preconception care

There are no published studies that spe-
cifically evaluate the impact of precon-
ception asthma care on pregnancy-re-
lated outcomes for the woman and fetus.
However, research demonstrates that
women with severe asthma prior to preg-
nancy are more likely to worsen during
pregnancy, reinforcing the importance
of adequate asthma control prior to con-
ception.'® Subsequent pregnancies tend
to follow a course similar to the first
pregnancy in any given patient,'” sug-
gesting the potential for interconception
care focused on achieving asthma con-
trol between pregnancies.

A single published study has evaluated
health care outcomes for pregnant
women with asthma who were and were
not using an inhaled corticosteroid med-

ication prior to the pregnancy. This
study found that patients using an in-
haled corticosteroid before pregnancy
experienced a decrease in the rate of
asthma-related physician and emer-
gency department visits during the preg-
nancy, whereas the patients not using an
inhaled corticosteroid before pregnancy
experienced no change in these mea-
sures. Those patients using an inhaled
corticosteroid before pregnancy did not
have an increase in adverse pregnancy
outcomes relative to the group that was
not using them.”*' Inhaled corticoste-
roids are recommended in the 2004 NA-
EPP asthma and pregnancy guidelines as
the prophylactic treatment of choice for
pregnant women with persistent
asthma.'”® The preferred agent in these
guidelines is budesonide because this is
the only inhaled corticosteroid with
Food and Drug Administration category
rating B, based on accumulated evidence
from the Swedish Medical Birth Registry
indicating that budesonide treatment is
not associated with an increased risk of
congenital malformations** or with an
increased risk of preterm delivery, still-
birth, or low birthweight.**®

Morbidity during pregnancy because
of smoking may be independent of and
additive to morbidity because of asthma.
Furthermore, maternal smoking may be
associated with increased risk for wheez-
ing and development of asthma in her
child.

Recommendations

by other groups

No organizations or professional associ-
ations have published guidelines or rec-
ommendations for the delivery of spe-
cific preconception care to women with
asthma. However, the National Asthma
Education and Prevention Program
(NAEPP) has developed a clinical prac-
tice guideline for management of asthma
during pregnancy, which recommends
that asthma be treated aggressively in
women who are pregnant.'”® Inhaled
corticosteroids are recommended in the
2004 NAEPP asthma and pregnancy
guidelines as the prophylactic treatment
of choice for pregnant women with per-
sistent asthma.'*® The preferred agent in
these guidelines is budesonide because
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this is the only inhaled corticosteroid
with Food and Drug Administration cat-
egory rating B, based on accumulated ev-
idence from the Swedish Medical Birth
Registry indicating that budesonide
treatment is not associated with an in-
creased risk of congenital malforma-
tions®®® or with an increased risk of
preterm delivery, stillbirth, or low
birthweight.**?

Recommendation. Women of repro-
ductive age with asthma should be coun-
seled about the potential for their asthma
control to worsen with pregnancy and
the importance of achieving asthma con-
trol prior to a pregnancy through appro-
priate medical management and avoid-
ance of triggers. Women with asthma
who are planning to become pregnant or
who could become pregnant should be
treated with pharmacologic step therapy
for their chronic asthma based on the
ACAAI-ACOG recommendations for
the Pharmacologic Step Therapy of
Chronic Asthma During Pregnancy.
Those with poor control of their asthma
should be encouraged to use effective
birth control until symptom control is
achieved. Strength of recommendation: B;
quality of evidence: 11-3.

Conclusion

All women of reproductive age present-
ing to the primary care setting are con-
sidered candidates for preconception
care.> In addition to general precon-
ception health promotion, health care
providers for women of reproductive age
with chronic medical conditions should
also address with the woman her risk of
pregnancy complications and maternal
morbidity and mortality given: preg-
nancy, disease prognosis irrespective of
pregnancy, whether there are conflicts
between maternal treatment and fetal
well-being, the extent of risk the condi-
tion or medications used to treat the
condition place on the fetus, optimal
timing of pregnancy (if desired), and the
woman’s ability to conceive at present
and in the future. Because avoiding, de-
laying, or achieving optimal timing of a
pregnancy is often an important compo-
nent of the preconception care of women
with medical conditions, health care
providers should explicitly address re-



productive planning and contraceptive
considerations for women of reproduc-
tive age with chronic medical conditions.

Because a high proportion of pregnan-
ciesis unintended, and even women with
intended pregnancies do not typically
plan their pregnancies with a health care
provider, providers must be proactive in
systematically addressing reproductive
planning and preconception health care
interventions with their patients to en-
sure that those with chronic medical
conditions have the necessary knowl-
edge to inform their decisions and ac-
tions around family planning and
reproduction.
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The clinical content of preconception care: women with
psychiatric conditions
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For a substantial proportion of women, pregnancy can be complicated by the occurrence
or reoccurrence of a psychiatric condition. Psychiatric disorders during pregnancy are
associated with poor obstetric outcomes, higher risk of postpartum psychiatric illness,
increased rates of substance abuse, lower participation in prenatal care, and adverse
infant and family outcomes. As part of preconception care, providers should be vigilant
and screen for psychiatric disorders among women of reproductive age, as the detection
and appropriate management of these conditions can reduce the occurrence of adverse
pregnancy and family outcomes. This manuscript reviews the treatment options and the
risks and benefits of discontinuing, changing, or continuing psychotropic medications for
women of reproductive age with common psychiatric disorders (depression and anxiety
disorders, bipolar disorder, and schizophrenia) and offers recommendations for precon-

ception care.
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F or a substantial proportion of
women of reproductive age, the an-
tenatal and postpartum periods can be
complicated by the onset of a psychiatric
condition or the occurrence or reoccur-
rence of a preexisting psychiatric condi-
tion. Psychiatric disorders during preg-
nancy have been associated with poor
obstetric outcomes, higher risk of post-
partum psychiatric illness, increased
rates of substance abuse, lower participa-
tion in prenatal care, and adverse infant
and family outcomes.! The detection
and appropriate management of psychi-

atric conditions among women of repro-
ductive age before or early in pregnancy
is critical for preventing morbidity dur-
ing and after the pregnancy for the
woman and her offspring. In managing
psychiatric conditions during pregnancy
and among women who could become
pregnant, the clinician must consider
and weigh the risks and benefits of dis-
continuing, changing, or continuing
psychotropic medications. Preconcep-
tion considerations for common psychi-
atric disorders are discussed in this
manuscript.
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Depression and anxiety disorders
Burden of suffering
Mood and anxiety disorders are highly
prevalent among women of reproduc-
tive age and are comorbid in over 50% of
those diagnosed with either. There is ev-
idence that the emergence of a new psy-
chiatric illness or the relapse of a preex-
isting one during pregnancy is highly
prevalent (10-20%).? Of note, while anx-
iety disorders tend to persist chronically
following their onset, depressive disor-
ders are usually episodic, with very high
rates of recurrence (85% at 15 years).
There is much evidence suggesting that
depression and anxiety during preg-
nancy and postpartum have a severe im-
pact on family life, the mother-infant re-
lationship, and the future mental health
of the child.'”” These may be mediated by
environmental, neurohormonal, and ge-
netic influences.®® Depression increases
the risk of tobacco, alcohol, and illicit
drug use, and may contribute to inade-
quate prenatal care. In addition, it in-
creases the risk of self-injurious and sui-
cidal behavior. Several studies have
found an association between depres-
sion during pregnancy and preterm de-
livery, lower birthweight, smaller head
circumference, low Apgar scores, and
postpartum depression.>'!" Moreover,
perinatal depression can have short- and
long-term developmental, cognitive,
and behavioral effects on the
child."*%'%!* Depression can lead to re-
duced interaction and irritability to-
wards the child.®

Although little is known about the
prevalence of anxiety disorders (social
anxiety disorder, panic disorder, obses-
sive compulsive disorder, posttraumatic
stress disorder, and generalized anxiety
disorder) during and after pregnancy,
anxiety disorders may be more common
than depression during pregnancy.’
Anxiety disorders during pregnancy and
postpartum have been associated with
poor neonatal outcome, obstetric com-
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plications, childhood behavioral prob-
lems, and avoidance of the child by the
mother.? In women with preexisting ob-
sessive compulsive disorder (OCD),
pregnancy may precipitate a worsening
of symptoms. Of note, obsessions of in-
fanticide or child harm are a common
feature of postpartum OCD. Their con-
tent can include child sexual abuse.'*
Posttraumatic stress disorder (PTSD)
has been described in pregnancies in
women who had a previous complicated
delivery. PTSD may also present in the
postpartum period following a trau-
matic childbirth.>'* Postpartum PTSD
may affect a woman’s future childbear-
ing decisions, her ability to breastfeed,
and the relationship between mother
and infant.>'* PTSD also frequently fol-
lows abuse and is frequently comorbid
with depression and generalized anxiety
disorder."”

How detectable is the condition?

Diagnostic and Statistical Manual of
Mental Disorders-IV-TR criteria are
currently used to diagnose Depressive
and Anxiety disorders.'® Available
screening tools are the PHQ-9, QIDS,
GAD-7, Beck Depression Inventory,
and the Hamilton Rating Scale, among
others. Risk factors for depression and
anxiety during and after pregnancy in-
clude a history of mood or anxiety dis-
order, marital problems, inadequate
support system, recent stressors, lower
socioeconomic status, and unwanted

pregnancy.>!”

How effective

are the current treatments?

Depression and anxiety disorders can be
treated effectively during pregnancy with
psychotherapy, cognitive behavioral ther-
apy, interpersonal psychotherapy, and/or
medications. A review of 12 psychotherapy
trials involving nonpregnant subjects in
primary care settings found that psycho-
therapy resulted in similar outcomes to
those obtained using antidepressants and
better outcomes than a primary care phy-
sician’s usual care.'® In addition, electro-
convulsive therapy is an effective treat-
ment for depression, and is safe during

pregnancy.'*

In recent years, antidepressant use
during pregnancy has increased signifi-
cantly. In 1 large study, selective seroto-
nin reuptake inhibitor use increased
from 1.5% in 1996 to 6.2% in 2005.>" All
psychotropic medications diffuse across
the placenta and none have yet been ap-
proved by the US Food and Drug Ad-
ministration (FDA) for use during preg-
nancy.” Data accumulated over the last
30 years suggest the limited teratogenic
effects of most antidepressants (includ-
ing  selective serotonin  reuptake
inhibitors [SSRIs], tricyclic antidepres-
sants [TCAs], and venlafaxine).?*?>%
However, paroxetine’s FDA classifica-
tion has recently been changed from C to
D based upon a retrospective study that
found a 1.5-2 times increased risk of con-
genital cardiac malformations associated
with exposure to paroxetine in the first tri-
mester. Moreover, 2 large case-control
studies that found an association between
SSRI use during early pregnancy—partic-
ularly paroxetine—and anencephaly, cra-
niosynostosis, and omphalocoele** and
right ventricular outflow abnormalities.*
Even still, the absolute risk associated with
exposure was very small. Furthermore, re-
cent studies have linked exposure to anti-
depressant therapy during pregnancy with
preterm delivery and/or lower birth-
weight. A retrospective study of depressed
women treated with SSRIs or untreated
found in utero exposure to SSRIs linked
with earlier gestational age and lower birth
rate; the exposed group also had higher
rates of neonatal respiratory distress syn-
drome, jaundice, and feeding prob-
lems.*®?*’ A particular concern was the po-
tential adverse effect of late trimester
exposure to SSRIs with 1 small study re-
porting pulmonary hypertension of the
newborn.”® A naturalistic study of de-
pressed women and healthy controls
found an association between preterm de-
livery and exposure to antidepressant ther-
apy, while maternal depression itself was
not linked with preterm delivery.”” All of
these newer studies have added an extra
level of complexity in the decision-making
process of the treatment of depression dur-
ing pregnancy. Treatment should be the
result of an individualized risk-benefit as-
sessment.”” Thus, in women with less se-
vere symptoms, it may be appropriate to

consider nonpharmacologic interventions
such as psychotherapy.”” However, if the
symptoms are moderate to severe, if there
is a history of previous postpartum depres-
sion or recurrent major depressive disor-
der, a combination of psychotherapy and
medications is advised.”*°

Impact of preconception care
Identification of depression and anxiety
disorders prior to pregnancy allows time
to discuss treatment options and, if nec-
essary, to change to a treatment regimen
that is safer during pregnancy. The goal
should be for the woman to be euthymic
during pregnancy to prevent negative
outcomes. Women with a history of
mood or anxiety disorder should be in-
formed about the high risk of relapse
(50-75%) when discontinuing mainte-
nance medication.>’' Any necessary
changes in medications should be made
prior to conception to decrease the expo-
sure of the fetus to multiple medications.
Such preconception medication adjust-
ment also allows for gradual tapering of
the antidepressant to minimize the risk
of withdrawal symptoms. It also allows
opportunity to monitor for relapse,
which is most likely in the initial months
following withdrawal.

Recommendations by other groups
The American College of Obstetrics and
Gynecology (ACOG), in a November
2007 Practice Bulletin, recommended
that paroxetine use in pregnant women
and women planning a pregnancy
should be avoided if possible, and that
fetal echocardiography be considered for
women who are exposed to paroxetine in
early pregnancy. They further recom-
mend that treatment with all SSRIs dur-
ing pregnancy should be individualized,
and that use of a single medication at a
higher dose should be favored over the
use of multiple medications.>*
Recommendation. Providers should
screen and be vigilant for depression and
anxiety disorders among women of re-
productive age, as treating or controlling
these conditions prior to pregnancy may
help prevent negative pregnancy and
family outcomes. Women of reproduc-
tive age with depressive and anxiety dis-
orders who are planning a pregnancy or
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who could become pregnant should be
informed about the potential risks of an
untreated illness during pregnancy and
about the risks and benefits of various
treatments during pregnancy. Identify-
ing healthy women at risk along with ap-
propriate referral for social and psycho-
logical interventions during the
preconception visit might prevent the
emergence of anxiety and depressive dis-
orders during pregnancy and postpar-
tum. Strength of recommendation: B;
quality of evidence: 11-2.

Bipolar disorder

Burden of suffering

Bipolar disorder (BD) is particularly
challenging during the reproductive
years, as associated outcomes may in-
clude lower fertility rates, strong genetic
loading, potential fetal teratogenic risk
from medications to control the condi-
tion, and high risk of recurrence if treat-
ment is discontinued abruptly.*® There is
astrong familial pattern in bipolar disor-
der, with about 10% of first-degree rela-
tives, including offspring, also affected.””
Women with BD are also at higher risk
for other psychiatric disorders and med-
ical illnesses including obesity, mi-
graines, and thyroid dysfunction. Hypo-
manic and manic episodes often include
high-risk sexual activity with significant
risk of unintended pregnancy. More-
over, women with BD might exhibit
poor insight into their condition that in-
terferes with appropriate treatment.
Some studies suggest a protective effect
of BD during pregnancy.” More recent
studies show a high risk of relapse, espe-
cially if medications are discontinued.**
In a recent prospective study that esti-
mated the risk of recurrence of BD dur-
ing pregnancy in women who either dis-
continued or continued the use of a
mood stabilizer, 70.8% of the overall
population of women was found to ex-
perience at least 1 episode of illness dur-
ing their pregnancy. Recurrence risk was
2.3 times greater after discontinuing
mood stabilizer treatment. Women who
discontinued the mood stabilizer spent
over 40% of their pregnancy in a mood
episode, compared to 8.8% of the
women who continued their medica-
tion. Furthermore, women who discon-

tinued the mood stabilizer abruptly had
a 50% risk of recurrence within 2 weeks
versus 22 weeks in women who gradually
tapered their mood stabilizer treat-
ment.”® Moreover, women with BD are
at high risk of relapse during the postpar-
tum period (20-80%) and have a 10-20%
prevalence of postpartum psychosis."*®
Postpartum psychosis is associated with
high rates of suicide and infanticide."***

How detectable is the condition?
DSM-IV-TR criteria are currently used
to diagnose BD.'® Women should be as-
sessed for BD at the preconception visit,
at least to identify those with a history of
BD but who may be functioning well,
and who may not be in contact with psy-
chiatric services. Women should be
screened by asking about family history
of mood disorders as well as personal
history of depression, psychosis, and
mania. Women at risk should receive a
formal psychiatric assessment.

How effective are

the current treatments?

BD is a severe recurrent illness that is as-
sociated with high rates of morbidity and
mortality in the absence of adequate
treatment. Identifying and treating
women prior to pregnancy might pre-
vent negative outcomes. Medications
used to treat BD (including lithium and
anticonvulsants) are associated with in-
creased risk of fetal anomalies. First-tri-
mester exposure to lithium increases the
risk of cardiac malformations to levels
that range 10-20 times greater than in the
general population. Still the absolute risk
remains low, 1:1000-1:2000. Compared
with lithium, anticonvulsants such as
carbamazepine and valproic acid may
confer even greater risks of malforma-
tions (1-7%), including neural tube de-
fects, craniofacial anomalies, and micro-
cephaly. Moreover, valproic acid was
found to have long term neurobehav-
ioral effects in children exposed in utero
across all the trimesters.>” Of note, most
of the data regarding use of lamotrigine
as monotherapy have not shown an in-
crease in risk of major malformations.
However, a recent report of the North
American Antiepiletic Drug Registry has
suggested an increase risk of oral clefts
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associated to first-trimester exposure to
lamotrigine monotherapy. More data
are still necessary to corroborate these
findings.”***?° Atypical antipsychotics
are widely used in the treatment of BD;
however, there are limited data about
their use during pregnancy. It is highly
recommended that required changes in
medications be done prior to conception
to decrease the exposure of the fetus to
multiple medications. Illness history and
reproductive safety of medications are
the most important factors to consider
when planning treatment. A risk assess-
ment should include the patient’s: 1)
prior response to medications; 2) illness
severity; 3) duration of euthymia; 4) time
to relapse after discontinuing medica-
tions; and 5) time to recover with rein-
troduction of medications.>* Thus, in
women with low risk of relapse, medica-
tion should be tapered slowly over the
course of 6 weeks. High potency antipsy-
chotics could be used if needed. Women
with more severe risk of relapse are rec-
ommended to continue medications.*’
Despite the dearth of data, folic acid sup-
plementation (4 mg daily) is recom-
mended to prevent neural tube defects
for patients being treated with anticon-
vulsants.* It is also important to address
the consumption of caffeine, nicotine, il-
licit drugs, and alcohol, as well as poor
nutrition and the general level of stress
and sleep deprivation.

Impact of preconception care

Identification of bipolar disorder prior
to pregnancy allows time to discuss
treatment options and, if necessary, to
switch to a medication that is safer dur-
ing pregnancy. The goal should be for the
woman to be euthymic during preg-
nancy to prevent negative outcomes.
Women with a history of BD should be
informed about the high risk of relapse
when discontinuing maintenance medi-
cation.” Any necessary changes in medi-
cations should be made prior to concep-
tion to decrease the exposure of the fetus
to multiple medications.*' Women with
BD often have limited social supports,
and preconception assessment can pro-
vide an opportunity to help such women
mobilize these. When possible, the part-
ner or family should be involved in the



advance planning of relapse prevention
and management strategies. This can be
particularly helpful to improve outcome
in women with poor insight, poor im-
pulse control, and cognitive impair-
ment. The preconception visit also pro-
vides for the opportunity to educate
women regarding the importance of
planning for pregnancy and of available
long-acting contraceptive methods that
can provide protection during bipolar
relapses.

Recommendations by other groups
The ACOG, in an April 2008 Practice
Bulletin, recommend that the use of val-
proate and carbamazepine during preg-
nancy should be avoided, when possible,
particularly during the first trimester.
They further recommend that a fetal
echocardiogram should be considered in
women exposed to lithium during the
first trimester.

Recommendation. Women of repro-
ductive age with BD should be counseled
that pregnancy is a time of substantial
risk of relapse, particularly following dis-
continuation of ongoing mood stabiliz-
ing maintenance treatment. A relapse
prevention and management strategy for
bipolar disorder should be outlined be-
fore the patient attempts conception.*
When possible, the partner or family
member should be involved in the ad-
vance planning. Women of reproductive
age with BD should be counseled regard-
ing contraceptive options, including
those that will prevent conception dur-
ing bipolar episodes. Strength of recom-
mendation: B; quality of evidence: 11-2.

Schizophrenia

Burden of suffering

Women with schizophrenia are proba-
bly among the most vulnerable to psy-
chiatric complications of pregnancy.
They have a high risk of malformations
and fetal demise. They are at high risk for
relapse while not taking their medica-
tions, placing prenatal care and their
own well-being in jeopardy. Psychosis
during pregnancy can lead to fetal abuse,
neonaticide, and inability to recognize
signs or symptoms of labor. In addition,
they have a higher risk of unwanted and
unplanned pregnancies, and are more

likely to be unmarried and have limited
social support.”** Women with schizo-
phrenia are more prone to exhibit poor
insight into their condition and cogni-
tive impairment that might interfere
with their ability to participate in
treatment.

How detectable is the condition?
DSM-IV-TR criteria are currently used
to diagnose schizophrenia.'®*> Women
should be screened by asking about fam-
ily history of psychotic and affective dis-
orders, as well as personal history of psy-
chosis. Women at risk should receive a
formal psychiatric assessment.

How effective are

the current treatments?

Schizophrenia is a chronic and debilitat-
ing illness. Treatment of schizophrenia
with antipsychotics has been shown to
decrease psychotic symptoms and im-
prove functioning. When possible, anti-
psychotics should be avoided during the
first trimester.' However, women with
severe symptoms, including the inability
to care for oneself or cooperate in prena-
tal care; impairment of reality testing,
with potential danger to self or others;
and disorganized thought, perception,
and behavior, should receive pharmaco-
therapy.* There are more data about the
use of typical than atypical antipsychot-
ics. High-potency typical antipsychotics
(haloperidol, perphenazine, trifluopera-
zine) were shown to be less teratogenic
than low-potency typical antipsychotics
(chlorpromazine).*** Currently, many
women with schizophrenia are using
atypical antipsychotics; however, there
are limited data about their use during
pregnancy. Recommendations call for
their use during pregnancy if the woman
has a history of nonresponse to the bet-
ter-studied antipsychotics, or is at signif-
icant risk of relapse should the medica-
tion be discontinued.*** Atypical
antipsychotics increase the risk for obe-
sity, diabetes, and hypertension. It is ad-
visable to closely monitor weight gain,
blood pressure, and blood glucose. It is
also recommended to address avoidable
factors such as the use of caffeine, nico-
tine, illicit drugs, and alcohol, as well as

poor nutrition, general level of stress,
and sleep deprivation.

Impact of preconception care

Although the course of schizophrenia
during pregnancy is not well defined,
these pregnancies should be considered
high risk. Psychosis itself poses a sub-
stantial risk for both mother and fetus.
Women with schizophrenia tend to have
poor nutrition and a high prevalence of
tobacco, alcohol, and illicit drug use.
Identification and treatment of women
prior to pregnancy might improve out-
comes for both mother and baby. Any
necessary changes in medications should
be done prior to conception to decrease
the exposure of the fetus to multiple
medications.* Preconception care also
provides the opportunity to offer contra-
ceptive methods to prevent unintended
pregnancy.

Recommendations by other groups
None identified.

Recommendation. Women of repro-
ductive age with schizophrenia should
be counseled, together with a partner or
family member whenever possible,
about the risks of pregnancy on their
condition and the risk of their condition
on pregnancy-related outcomes. They
should be counseled about the impor-
tance of prenatal care, and a relapse pre-
vention and management strategy of the
illness should be outlined before the pa-
tient attempts conception. When possi-
ble, the partner or family member
should be involved in the advance plan-
ning. Appropriate contraception should
be offered to women who do not desire a
pregnancy. Strength of recommendation:
B; quality of evidence: 11-2.

Conclusion

As part of preconception care, providers
should be vigilant and screen for psychi-
atric disorders among women of repro-
ductive age, particularly those who are
planning a pregnancy or who could be-
come pregnant, as treating and control-
ling these conditions prior to pregnancy
may reduce the occurrence of adverse
pregnancy and family outcomes. In
making treatment decisions for women
of reproductive age with psychiatric dis-
orders, the clinician, together with the
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patient, must consider both the risks of
the condition during pregnancy and
postpartum as well as the risk and bene-
fits of the medications used to control
these disorders. [
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lcohol, tobacco, and illicit drug use

are among the leading causes of mor-
bidity and mortality in the United States.">
These exposures are modifiable by public
health interventions® with tobacco use and
substance abuse (alcohol and/or illicit
drugs) being listed among the 10 leading
health indicators for the US population in
Healthy People 2010.* A substantial pro-
portion of childbearing-aged women con-
sume 1 or more of these substances,
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Substance abuse poses significant health risks to childbearing-aged women in the United
States and, for those who become pregnant, to their children. Alcohol is the most
prevalent substance consumed by childbearing-aged women, followed by tobacco, and
a variety of illicit drugs. Substance use in the preconception period predicts substance
use during the prenatal period. Evidence-based methods for screening and intervening on
harmful consumption patterns of these substances have been developed and are rec-
ommended for use in primary care settings for women who are pregnant, planning a
pregnancy, or at risk for becoming pregnant. This report describes the scope of substance
abuse in the target population and provides recommendations from the Clinical Working
Group of the Select Panel on Preconception Care, Centers for Disease Control and
Prevention, for addressing alcohol, tobacco, and illicit drug use among childbearing-aged

Key words: alcohol, preconception, substance abuse, women
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thereby increasing their risks for adverse
health outcomes, and if pregnant, adverse
pregnancy outcomes. Prenatal alcohol use
is a leading preventable cause of birth de-
fects and developmental disabilities.
Smoking during pregnancy causes pla-
centa previa, abruption, premature rup-
ture of membranes, preterm delivery, fetal
growth restriction, and low birthweight.>®
Prenatal smoking can also cause sudden
infant death syndrome (SIDS),>” and in-
fants born to mothers who smoke are
more likely to have orofacial clefts.® Tllicit
substance abuse increases risk for stillbirth,
prematurity, low birth weight, and intra-
uterine growth retardation.” This report is
one in a series of articles on preconception
care and describes the prevalence of use of
the above substances in childbearing-aged
women along with current evidence and
recommendations for best practices in de-
tection and intervention in clinical practice
settings serving women in the preconcep-
tion period. Members of the Clinical
Working Group of the Select Panel on Pre-
conception Care, Centers for Disease Con-
trol and Prevention (CDC), developed the
recommendations presented herein after
their review of relevant literature, includ-
ing previously published evidence-based
recommendations. The methods used to
judge the strength of the evidence for the

recommendations were adapted from
those used in the US Preventive Services
Task Force (USPSTF) Guide to Clinical
Preventive Services and are described in an
earlier article by Jack et al.'

Alcohol-Burden of Risk

and Disease

The 2006 National Survey on Drug Use
and Health (NSDUH)'! found that
11.8% of pregnant women reported cur-
rent alcohol use and 2.9% reported binge
drinking (= 5 drinks on the same occa-
sion). Alcohol use rates for nonpregnant
childbearing-aged women (15-44 years)
in the survey were 53% for current use
and 23.6% for binge drinking. National
estimates using the 2002 Behavioral Risk
Factor Surveillance System found that
among the 7.6% of childbearing-aged
women (18-44 years) who were sexually
active and not using birth control, more
than half reported alcohol use, and ap-
proximately 1 in 8 reported binge drink-
ing.'” Many of these women will become
pregnant without realizing it and con-
tinue alcohol use during the early first
trimester when fetal organ systems are
being formed. Alcohol is a known terat-
ogen that poses serious risk to the devel-
opment of the central nervous system
throughout gestation.'? Prenatal alcohol
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exposure is associated with significant
maternal and fetal health risks including
spontaneous abortion,'*'” prenatal and
postnatal growth restriction birth de-
fects, and neurodevelopmental deficits
including mental retardation,'®"” with
fetal alcohol syndrome being the most
commonly known condition along a
spectrum of effects known as fetal alco-
hol spectrum disorders (FASD). Prena-
tal alcohol use is considered a leading
preventable cause of birth defects and
developmental disabilities in the United
States*® and there is no established safe
level of alcohol consumption during
pregnancy.”"** Using abstraction of ex-
isting records as a means of identifying
cases of FASD (growth retardation,
physical anomalies, and neurodevelop-
mental abnormalities including mental
retardation) in Alaska, Arizona, Colo-
rado, and New York, the CDC reported
that prevalence rates among those states
ranged from 0.3 to 1.5 cases per 1000
live-born infants.** Another study eval-
uated a variety of FASD estimates drawn
from studies using a variety of method-
ologies and concluded that the preva-
lence of FASD in the United States is
likely to be between 0.5 to 2 cases per
1000 live births.** The lifetime cost bur-
den for FASD is estimated to be $2 mil-
lion per case.”> Alcohol use levels prior to
pregnancy are the strongest predictor of
alcohol use during pregnancy.

Detection and Intervention

Evidence-based guidelines have been de-
veloped for identifying and intervening
with childbearing-aged women who are
engaging in excessive drinking (ie, > 7
drinks/week or > 3 drinks on 1 occa-
sion). A number of validated screening
instruments are available for use in preg-
nant and nonpregnant, preconception
childbearing-aged women including the
TWEAK (Tolerance or number of drinks
needed to feel high; Worry or concerns
by family or friends about drinking be-
havior; Eye-opener in the morning;
blackouts or Amnesia while drinking;
self-perception of the need to [K] cut-
down on alcohol use), T-ACE (Toler-
ance [how many drinks does it take to
make you feel high?]; Annoyed [have
people annoyed you by criticizing your

drinking?]; Cut down [have you ever felt
you ought to cut down on your drink-
ing?]; Eye-opener [have you ever had a
drink first thing in the morning to steady
your nerves or get rid of a hangover?]),
AUDIT (Alcohol Use Disorders Identifi-
cation Test; a 10-item screening tool
for identifying risky drinkers), and
AUDIT-C (3-item version of the Alcohol
Use Disorders Identification Test).?¢8
A recent systematic review of the evi-
dence on the effectiveness of behavioral
interventions in reducing risky/harmful
alcohol use' in adults was conducted by
the USPSTF. Twelve clinical trials of
adults, most of which included child-
bearing-aged, nonpregnant women, were
reviewed. The clinical outcomes of inter-
est were drinks per day, drinks per week,
and not binge drinking. The systematic
review found good evidence overall for
the effectiveness of screening and behav-
ioral interventions in reducing these out-
comes among adults in primary care set-
tings at 6 and 12 months, but found
limited evidence for their effectiveness in
reducing  alcohol-related  morbidi-
ties.”>® A second systematic review and
meta-analysis based on 8 trials focused
on patients in primary care also con-
cluded that brief alcohol interventions
are effective in reducing alcohol con-
sumption at 6 and 12 months.”’ Cur-
rently, the USPSTF recommends screen-
ing and brief counseling interventions
for adults with alcohol use problems in
primary care settings including non-
pregnant and pregnant childbearing-
aged women, concluding that the benefits
of behavioral counseling interventions in
reducing risky drinking outweighs any po-
tential harm.

Two additional alcohol studies have
appeared that target nonpregnant, child-
bearing-aged women in specific with
counseling interventions aimed at re-
ducing risky drinking. One study, ap-
pearing after the USPSTF report, con-
firms the efficacy of a brief motivational
intervention in combination with effec-
tive contraception use in reducing risk
for alcohol-exposed pregnancies (AEP)
in women at high risk in the preconcep-
tion period.>*> The study provided
women at high risk in diverse settings
with a 4-session counseling intervention
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and a contraception counseling and ser-
vices visit during a 14-week window of
time. Outcome measures were assessed
at 3, 6, and 9 months postintervention.
Women could reduce their risk for an
AEP by reducing risky drinking, initiat-
ing effective contraception use, or both.
The study found that the odds of reduc-
ing risk for an AEP were 2-fold higher for
women in the intervention group as
compared with women in the control
group at all 3 follow-up visits, and that
significantly more women in the inter-
vention group changed both risk behav-
iors as compared with the control group.
Another study targeting childbearing-
aged women attending physicians’ of-
fices in community health practice set-
tings found that alcohol use screening
and brief advice from a physician signif-
icantly decreased alcohol use among
women who received the intervention
compared with those who did not re-
ceive the intervention.”

The National Institute on Alcohol
Abuse and Alcoholism produced a guid-
ance document for clinicians (Helping
Patients Who Drink Too Much: A Clini-
cian’s Guide)® that uses quantity, fre-
quency, and maximum amounts of alco-
hol consumed as a guide for advising and
treating individuals who exceed recom-
mended alcohol consumption limits
(www.niaaa.nih.gov). In 2005, in collab-
oration with the CDC, the American
College of Obstetricians and Gynecolo-
gists (ACOG) produced and distributed
a tool kit (Drinking and Reproductive
Health: A Fetal Alcohol Spectrum Disor-
ders Prevention Tool Kit) that is available
free at www.acog.org and describes tech-
niques for screening and counseling pre-
natal and preconception women who
consume alcohol. In addition to the rec-
ommendation of the USPSTF to screen
and intervene with adults with alcohol
use disorders in primary care settings,
the American Academy of Pediatrics and
ACOG have identified alcohol, tobacco,
and illicit drug use as areas that should be
assessed at all health encounters during a
woman’s reproductive years and partic-
ularly visits that are part of preconcep-
tion care.”® They further recommend
that patients should be counseled about
the benefits of abstaining from alcohol,


http://www.niaaa.nih.gov
http://www.acog.org

tobacco, and illicit drug use before and
during pregnancy. The Department of
Health and Human Services, Office of
the Surgeon General, released an up-
dated Advisory on Drinking and Preg-
nancy in 2005 advising women who are
pregnant, planning to become pregnant,
or at risk of becoming pregnant to ab-
stain from alcohol use.

Recommendation. All childbearing-
aged women should be screened for al-
cohol use and brief interventions should
be provided in primary care settings in-
cluding advice regarding the potential
for adverse health outcomes. Brief inter-
ventions should include accurate infor-
mation about the consequences of alco-
hol consumption including the effects of
drinking during pregnancy, that effects
begin early during the first trimester, and
that no safe level of consumption has
been established. Those women who
show signs of alcohol dependence
should be educated as to the risks of al-
cohol consumption, and for women in-
terested in modifying their alcohol use
patterns, efforts should be made to iden-
tify programs that would assist them to
achieve cessation and long-term absti-
nence. Contraception consultation and
services should be offered and pregnancy
delayed until it can be an alcohol-free
pregnancy. Strength of recommendation:
B; quality of evidence: 1-a.

Tobacco-Burden of Risk

and Disease

Smoking during pregnancy can be
harmful to the mother and the fetus. Na-
tional data drawn from birth certificates
filed from 1990-2002 documented a de-
cline in smoking during pregnancy with
18.4% reporting prenatal smoking in
1990 as compared with 11.4% in 2002.>
A population-based study in 10 states
that looked at quit rates during preg-
nancy found that between 1993 and
1999, rates of smoking cessation in preg-
nancy increased from 37-46%.%” The
2006 NSDUH found tobacco use was re-
ported by 16.5% of pregnant women and
29.5% of nonpregnant childbearing-
aged women.'' Regardless of pregnancy
status, women who smoke are at in-
creased risk for a wide range of cancers
(ie, lung, cervical, pancreatic, bladder,

and kidney), cardiovascular disease, and
pulmonary disease.’®

Fetal effects of exposure to maternal
smoking include intrauterine growth re-
tardation, prematurity, low birthweight,
and sudden infant death syndrome
(SIDS). Maternal complications include
premature rupture of membranes, pla-
centa previa, and placental abruption
with suggestive evidence for an associa-
tion between smoking and ectopic preg-
nancy and spontaneous abortion.” Esti-
mates indicate that eliminating smoking
during pregnancy would reduce infant
deaths by 5% and reduce the proportion
of low birthweight singleton births by
10%.7>*" Secondhand smoke exposure
of an infant causes respiratory illnesses
such as asthma and bronchitis, ear infec-
tions, and SIDS.*!*42

Detection and Intervention

Screening for tobacco use in clinical set-
tings usually consists of the patient’s self-
report of smoking when queried by the
health provider. Nondisclosure of smok-
ing does not appear to be a significant
problem among nonpregnant women of
childbearing age (nondisclosure rate
about 1.2%),** but it may be a problem
for pregnant women. One randomized
controlled study used cotinine-verified
quit rates to test the efficacy of an inter-
vention to reduce smoking during preg-
nancy.** The study found a 35% nondis-
closure rate for smoking at the endpoint
measure of the study (eighth month)
through comparison of self-reported
smoking and urinary cotinine levels that
were indicative of smoking. Another
study on smoking during pregnancy
found 73% of self-reported nonsmokers
had elevated cotinine levels.*” Research-
ers have found that the use of a multiple-
choice format question when assessing
smoking status that consists of asking the
patient to describe her smoking using 1
of 3 options (I smoke regularly now,
about the same as before finding out I
was pregnant; I smoke regularly now,
but I've cut down since I found out I was
pregnant; or I smoke every once in a
while) can improve disclosure. In a ran-
domized controlled study this approach
resulted in a 40% increase in disclosure

over the standard question “do you
smoke?”*¢

Although substantial research litera-
ture exists for interventions to increase
smoking cessation among adults,
women in general, and pregnant women,
clinical studies focusing specifically on
nonpregnant women of childbearing age
are not available. Because the efficacy of
cessation interventions are robust across
population groups, the recommenda-
tions for women in the preconception
period are the same as those for adults
overall. Studies find that spontaneous
smoking cessation rates among women
who become pregnant range from
11-28% among publicly funded preg-
nant smokers and from 40-65% among
privately insured pregnant smokers.*’
Such results have led some to suggest
that even higher cessation rates could oc-
cur among women in the preconception
period if evidence-based tobacco-de-
pendence treatments were provided uni-
formly to this group.*® Clinical trials
demonstrating that preconception smok-
ing cessation improves pregnancy out-
comes have not been a research focus.
However, if a woman achieves smoking
cessation in the preconception period
and maintains it throughout the prenatal
period, pregnancy outcomes should be
comparable with, if not better than,
those reported in prenatal smoking ces-
sation programs.

An authoritative clinical practice
guideline for clinicians in identifying
and treating childbearing-aged women
who use tobacco products is Treating To-
bacco Use and Dependence,*® which con-
tains comprehensive, evidence-based
guidelines that have been developed for
the treatment of tobacco dependence
and have been shown to be safe and ef-
fective. A total of 6000 articles were re-
viewed for the guideline and 180 ran-
domized controlled studies were
identified for potential inclusion in the
systematic review. Evidenced-based rec-
ommendations resulting from the sum-
maries of the reviews and meta-analyses
addressed screening and intervention.
The guideline concluded that screening
for tobacco use significantly increases
rates of physician intervention (strength
of evidence = A). Further, the findings
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support the conclusion that tobacco de-
pendence treatment is effective (strength
ofevidence = A). This dependence treat-
ment includes brief advice and interven-
tion using the 5 A’s (ask, advise, assess,
assist, arrange) and pharmacotherapies.
Food and Drug Administration-ap-
proved medications for nonpregnant
women include bupropion, nicotine re-
placement therapy (gum, inhaler, loz-
enge, nasal spray, and patch), and ver-
enacline. Face-to-face individual and
group counseling as well as telephone
counseling have also been shown to be
effective treatments.*® For women who
do not wish to attempt tobacco cessa-
tion, use of effective motivational en-
hancement strategies can increase future
quit attempts. A concise summary of
the guideline recommendations can be
found online at http://jama.ama-assn.
org/cgi/content/abstract/283/24/3244.

In May 2008, a new updated version of
the guideline was released that further
confirms the efficacy of smoking cessa-
tion interventions. It finds that although
both psychosocial and medication inter-
ventions are efficacious, a combination
of the 2 can bring about even higher rates
of smoking cessation. The guideline rec-
ommends psychosocial interventions for
pregnant women, but notes that the
safety and efficacy of medications has
not been established for this popula-
tion.”® The new report can be accessed
at www.surgeongeneral.gov/tobacco/. A
useful guide for clinicians (Helping
Smokers Quit: A Guide for Clinicians) is
available at www.ahrq.gov/clinic/tobacco/
clinhlpsmksqt.htm.

Currently, there are tobacco preven-
tion and control programs in all states
and the District of Columbia, funded
from various sources (eg, tobacco taxes,
master settlement agreements, general
state budget, and CDC). All states pro-
vide free telephone cessation counseling
accessible through a single portal num-
ber (1-800 QUIT NOW), although the
level of support available (number of
counseling calls, availability of free med-
ication) varies between states. These pro-
grams can be of much assistance to clini-
cians in referring women for more
intensive counseling services.

Recommendation. All childbearing-
aged women should be screened for to-
bacco use. A brief intervention should be
provided to all tobacco users that in-
cludes: counseling describing the bene-
fits of not smoking before, during, and
after pregnancy; a discussion of medica-
tions; and referral to more intensive ser-
vices (individual, group, or telephone
counseling) if the woman is willing to use
these services. Strength of recommenda-
tion: A; quality of evidence: I-a.

lllicit Substances—Burden

of Risk and Disease

The 2006 NSDUH reported that 8.3% of
respondents 12 years and older stated
they had used illicit drugs during the past
month. Commonly used illicit drugs
used included marijuana (6%), cocaine
(1%), inhalants (1.3%), hallucinogens
(0.7%), and heroin (0.14%). Among
nonpregnant women aged 15-44 years,
10% reported illicit drug use during the
past month and 4% of pregnant women
reported using illicit drugs during this
same time period. These rates are similar
to a report in 2001 that found the pro-
portion of nonpregnant and pregnant
women who reported using illicit drugs
to be 8.3% and 3.7%, respectively.’!
Women who use illicit drugs often expe-
rience higher rates of sexually transmit-
ted diseases, human immunodeficiency
virus, hepatitis, domestic violence, and
depression as compared with women
who do not use illicit drugs.’* Use of il-
licit drugs during pregnancy is associated
with an increased risk of maternal com-
plications and adverse outcomes for in-
fants and children. The effects of cocaine
and marijuana have been the focus of a
number of studies but difficulties arise in
sorting out the independent effects of
these and other drugs given the high
prevalence of polydrug use (including al-
cohol and tobacco). Cocaine use has
been linked to increased risks for low
birth weight, prematurity, perinatal
death, abruptio placenta, and small for
gestational age births.’>* A meta-analy-
sis found increased risk for these out-
comes in children exposed to cocaine vs
those not exposed, but among those only
exposed to cocaine, significant associa-
tions were found only for placental ab-
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ruption and premature rupture of mem-
branes.”” Evidence of increased risk for
maternal and postneonatal mortality as-
sociated with perinatal cocaine use has
also been reported for substance abuse
disorders in general use.’>>” Marijuana
use has been less implicated in adverse
pregnancy outcomes,’® but effects on in-
tellectual development have been re-
ported in young children tested using the
Stanford-Binet Intelligence Scale.>*

Effects of prenatal cocaine exposure
on development and behavior in the
children have been extensively studied. A
systematic review reported in 2001 con-
cluded there was no convincing evidence
of cocaine-specific effects on develop-
ment in that the effects observed could
be the sequelae of multiple other risk fac-
tors including tobacco, marijuana, alco-
hol, and environment.®!

Detection and Intervention

Although a number of well-validated,
brief instruments are available for use in
primary care setting for screening child-
bearing-aged women for alcohol abuse,
fewer such instruments are available for
use in screening women for illicit drug
use. A recent systematic review of screen-
ing instruments for illicit drug use found
fair evidence for the use of the CRAFFT?
(C, have you ever ridden in a Car driven
by someone [including yourself] who
was high or had been using alcohol or
drugs?; R, have you ever used alcohol or
drugs to Relax, feel better about yourself,
or fitin?; A, have you ever used alcohol or
drugs while you are by yourself, Alone?;
F, do you ever Forget things you did
while using alcohol or drugs?; F, does
your Family or do your Friends ever tell
you that you should cut down on your
drinking or drug use?; T, have you ever
gotten in Trouble while you were using
alcohol or drugs?) in adolescents. For
adult populations, the Alcohol Sub-
stance Involvement Screening Test and
Drug Abuse Screening Test have accept-
able accuracy and reliability for use in
practice settings.®> However, the USP-
STF stopped short of endorsing routine
use of these screening tools in primary
care settings because of the unavailability
of evidence sufficient to weigh the poten-
tial benefits and potential harm associ-
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ated with their use. Nevertheless, in a
Committee Opinion in 2004 addressing
at-risk drinking and illicit drug use, the
Committee on Ethics of the ACOG en-
dorsed the use of universal screening
questions, brief intervention, and refer-
ral to treatment for both obstetric and
gynecologic patients.”® The Substance
Abuse Mental Health Services Adminis-
tration, Center for Substance Abuse
Treatment has produced 3 best practices
guidelines addressing treatment of sub-
stance abuse, all of which recommend
screening by either clinician questioning
or use of a validated screening tool with
follow-up assessment of those screening
positive; brief interventions for mild to
moderate substance-related problems;
and referral to specialized treatment for
dependence disorders.”**® Toxicologic
drug testing is available from a number
of commercial laboratories but is gener-
ally not recommended for use in univer-
sal screening in primary care settings.
Effective interventions for treating il-
licit drug abuse and dependence are both
behavioral and pharmacologic. There is
substantial literature around effective
treatments for illicit drug abuse. One re-
cent metaanalysis assessed the efficacy of
psychosocial treatments for cannabis,
cocaine, opiate, and polysubstance abuse
in 34 controlled trials.®® Types of psy-
chosocial treatments included contin-
gency management, relapse prevention,
general cognitive behavior, and cogni-
tive behavior therapy and contingency
management combined. The researchers
found a moderate effect size across all
conditions and all substances (d = 0.45;
confidence interval: 0.27-0.63), which
they noted was comparable with other
effective treatments in psychiatry. Psy-
chosocial therapies worked best for can-
nabis abuse and least well for polysub-
stance abuse. Medications were also used
in 16 of the studies. Medications used in
the polysubstance use studies included
methadone and buprenorphine; metha-
done in the opiate studies; and naltrex-
one, buprenorphine, and methadone in
the cocaine studies. Antidepressants are
also used in treating cocaine abuse.®” Re-
search continues in evaluating pharma-
cotherapeutics for substance abuse with
one recent study finding both metha-

done maintenance therapy and bu-
prenorphine maintenance therapy more
effective and more cost-effective than no
drug therapy, but also tempered these
findings with a word of caution about
monitoring patients for safety concerns
previously identified in the use of these
medications.®®

Manualized guides for behavioral
treatment of substance abuse have also
been investigated. One multisite study
looked at 4 psychosocial treatments for
cocaine-dependent patients and found
that a manual-guided treatment consist-
ing of intensive drug counseling and
group drug counseling produced better
outcomes on the Addiction Severity In-
dex-Drug Use Composite score than
cognitive therapy or supportive-expres-
sive therapy and group drug counseling
or group counseling alone.®” Another
9-session efficacious intervention for
treating marijuana dependence that
combined motivational enhancement
therapy and cognitive behavioral ther-
apy was recently adapted into a manual-
ized version for clinicians.”

Some evidence exists for reducing
drug-exposed pregnancies by improving
contraception use among women who
are sexually active and engaging in alco-
hol and illicit drug abuse. In one inter-
vention study using an advocacy model,
participants increased participation in
alcohol and drug treatment programs
and increased contraception use from
5% prior to enrollment to 61% at 12
months, thereby effectively reducing
their risk for a drug-exposed preg-
nancy.”" A clinical trial that focused on
reducing risks for an AEP among poly-
substance users also found success in re-
ducing risk for an AEP by providing a
motivational intervention in conjunc-
tion with contraceptive consultation and
services. At the 9-month follow-up, sig-
nificantly more women in the treatment
group had reduced risky drinking and
instituted effective contraception use.*>

Recommendation. A careful history
should be obtained to identify use of il-
legal substances as part of the preconcep-
tion risk assessment. Childbearing-aged
women should be counseled on the risks
ofillicit drug use before and during preg-
nancy and offered information on coun-

seling and treatment programs that sup-
port abstinence and rehabilitation.
Contraception services should be offered
and pregnancy should be delayed until
individuals are drug free. Strength of rec-
ommendation: C; quality of evidence: 111.

Conclusions

Alcohol, tobacco, and illicit drug use
pose significant health risks to the health
of childbearing-aged women and their
children. Early identification of patterns
of use of these substances in the precon-
ception period provides the opportunity
to assist women in reducing major health
risks. Studies have shown the feasibility
and efficacy of interventions designed to
reduce substance use in childbearing-
aged women. Implementation of these
recommendations in clinical practice
settings can play an important role in im-
proving the health of women and their
families.
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The clinical content of preconception
care: genetics and genomics

Benjamin D. Solomon, MD; Brian W. Jack, MD; W. Gregory Feero, MD, PhD

s

The prevalence of paternal and maternal genetic conditions that affect pregnancy varies
according to many factors that include parental age, medical history, and family history.
Although some genetic conditions that affect pregnancy are identified easily early in life,
other conditions are not and may require additional diagnostic testing. A complete
3-generation family medical history that includes ethnicity information about both sides
of the family is arguably the single best genetic “test” that is applicable to preconception
care. Assessment of genetic risk by an experienced professional has been shown to
improve the detection rate of identifiable risk factors. Learning about possible genetic
issues in the preconception period is ideal, because knowledge permits patients to make
informed reproductive decisions. Options that are available to couples before conception
include adoption, surrogacy, use of donor sperm, in vitro fertilization after preimplan-
tation genetic diagnosis, and avoidance of pregnancy. Future technologic advances will
increase the choices that are available to couples.

Key words: family history, genetics, preconception

J

pplications of genetics (the scien-

tific study of heredity) and genom-
ics (the study of an organism’s complete
genetic makeup) are expanding into vir-
tually every sphere of healthcare; pre-
conception care is no exception. How-
ever, the evidence-based application of
genetics and genomics to preconception
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care is a work in progress for several rea-
sons. First, less research attention has
been given to genetic and genomic inter-
ventions in the preconception setting
than to those in the prenatal period.
Second, conducting prospective ran-
domized trials in either the prenatal or
preconception period is problematic
ethically and legally. Finally, genetic
technologies are emerging at a mind-
numbing pace, and time will be required
to develop evidence to support their
utility.

Despite the rapid evolution of this
field, individuals who provide medical
care to any person who is considering
pregnancy should be aware of recom-
mendations for genetic care in the pre-
conception and prenatal period."* Some
recommendations apply to all individu-
als. Other recommendations are more
important for patients with specific risk
factors. In many cases, these recommen-
dations draw heavily on consensus and
expert opinion. Additionally, most pre-
natal care guidelines have been extrapo-
lated to the preconception period. Logi-
cally, this makes sense; however, formal
studies that demonstrate the validity of
this extrapolation are lacking and likely
will never be completed. One final caveat
is that the diversity and rarity of many
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genetic disorders that affect pregnancy
ensure that any document that contains
recommendations, including this one,
will be incomplete.

All individuals
Obtaining a complete 3-generation fam-
ily medical history that includes ethnic-
ity information about both sides of the
family is arguably the single best genetic
“test” that is applicable to preconception
care. Additionally, a discussion of ob-
stetric and medical history and parental
age at anticipated delivery are critical as-
pects of a preconception healthcare visit.
Family history and other historic data
provide an inexpensive and noninvasive
assessment of conditions that might af-
fect pregnancy. Learning about these
risks in the preconception period is ideal.
Improved knowledge about the herita-
bility of a disorder can allow individuals
to make informed reproductive deci-
sions and can improve prenatal care dur-
ing pregnancy. Options that are available
to couples before conception include
adoption, surrogacy, use of donor
sperm, preimplantation genetic diagno-
sis after in vitro fertilization with transfer
of unaffected embryos, and avoidance of
pregnancy. Future technologic advances
likely will broaden further the choices
that will be available to couples.””

Providers of preconception care
should also urge women to take a multi-
vitamin, with at least 400 ug of folate,
daily beginning at least 1 month before
conception. Folate has been shown to re-
duce the incidence of neural tube defects
and may also reduce the incidence of
other malformations such as orofacial
clefting, limb deficiencies, cardiac de-
fects, urinary tract defects, and ompha-
locele. Women with a history of medical
conditions such as epilepsy or diabetes
mellitus or a previous gestation with a
neural tube defect may require increased
folate intake.®'?

Finally, in addition to the testing dis-
cussed in Table 1, all couples, regardless
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Recommended counseling/testing by race/ethnicity

Ethnicity (of at

least 1 member

of the couple) Disorders with recommended counseling/testing Type of test

White Cystic fibrosis? DNA testing of CFTR gene'"
European Cystic fibrosis? DNA testing of CFTR gene'"

Canavan disease, cystic fibrosis,? familial
dysautonomia, Tay-Sachs disease, Gaucher’s disease,
Niemann-Pick disease Type A, Bloom syndrome,
mucolipidosis IV, Fanconi anemia Group C

Ashkenazi Jewish

Canavan disease: DNA testing of ASPA geng'31%1°

Cystic fibrosis: DNA testing of CFTR gene''-13:15:19.20

Familial dysautonomia: DNA testing of /KBKAP gene'3'5:19

Tay-Sachs disease: enzyme assay for hexosaminidase-A level
or DNA testing of HEXA geng' 121

Gaucher’s disease: DNA testing of GBA gene'31%1®

Niemann-Pick disease Type A: DNA testing of SMPD1

gene‘l 3,15,19

Bloom syndrome: DNA testing of BLM gene'™'%1

Mucolipidosis IV: DNA testing of MCOLNT gene'315:1®

Fanconi anemia Group C: DNA testing of FANCC gene'3%1°

French-Canadian Tay-Sachs disease

Enzyme assay for hexosaminidase-A level or DNA testing of
HEXA gene‘l 2,14,19

Cajun Tay-Sachs disease

Enzyme assay for hexosaminidase-A level or DNA testing of
HEXA gene1 2,14,19

African Sickle cell disease/trait, thalassemia

Complete blood count with red blood cell indices (RBC), iron
indices, hemoglobin electrophoresis'®17:18

Mediterranean Thalassemia Complete blood count with red blood cell indices and iron
indices; hemoglobin electrophoresis if anemia and normal
iron indices'®17:18

Asian Thalassemia Complete blood count with red blood cell indices and iron

indices; hemoglobin electrophoresis if anemia and normal
iron indices; DNA testing of alpha-globin genes for alpha
thalassemia if Southeast Asian with low mean corpuscular

volume anemia but normal iron studies

16,17,18

2 Cystic fibrosis should be discussed with patients of all races/ethnicities.
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of ethnicity, should be made aware of the
availability of cystic fibrosis—carrier
screening."!

Recommendation. All women who
are considering pregnancy should have
a screening history in the preconcep-
tion visit. Providers should ask about
risks to pregnancy that are based on
maternal age, maternal and paternal
medical conditions, obstetric history,
and family history. Ideally, a 3-genera-
tion family medical history should be
obtained for both members of the cou-
ple with the goal of identifying known
genetic disorders, congenital malfor-

mations, developmental delay/mental
retardation, and ethnicity. If this
screening history indicates the possi-
bility of a genetic disease, specific
counseling should be given that may
include referral to a genetic counselor
or clinical geneticist. Strength of recom-
mendation: B; quality of evidence: 111.

All women should take a multivitamin
with at least 400 ug of folate daily, start-
ing at least 1 month before conception.
Women with specific risk factors may re-
quire higher daily dosages of folate.
Strength of recommendation: A; quality of
evidence: 11-2.

All couples should be made aware of
the availability of cystic fibrosis—carrier
screening. Strength of recommendation:
B; quality of evidence: 111.

Couples with ethnicity-based genetic
risk factors

Ancestry influences the probability of
being a carrier of many disorders that af-
fect pregnancy. Typically, carriers them-
selves will not show any signs of a genetic
disorder, and there is often no known
family history of the condition. The
guidelines for testing by ethnicity in-
clude conditions for which there is evi-
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Details from personal or family
history that should prompt
further counseling

Chromosomal disorders (eg, Trisomy 21)

Clotting disorders

Deafness

Developmental delay/mental retardation (eg,
Fragile X syndrome)

Early infant death

Heart defects

Other known genetic disorders (eg,
phenylketonuria, Marfan syndrome)

Neural tube defects

Familial cancer syndromes (known or
suspected)

Family history of other congenital
malformations

Neural tube defects

Orofacial clefts

Recurrent miscarriages

Sickle cell disease or trait

Sudden infant death syndrome

Thalassemia

Thrombophilia

Solomon. The clinical content of preconception care:
genetics and genomics. Am J Obstet Gynecol 2008.

dence that testing is effective or for which
there is strong expert opinion that test-
ing should be performed. However, this
is not meant to imply that these condi-
tions do not occur or should be ignored
in populations of other ethnicities. Indi-
viduals of mixed ancestry or ethnicity
should consider carrier testing that is
recommended for any component eth-
nicity. A formal referral could be consid-
ered if practitioners are unsure which
disorders should be tested. Table 1 con-
tains a summary of counseling/testing by
ethnicity.'°

Carrier testing can have important
psychologic consequences for an indi-
vidual and should only occur after in-
formed consent is obtained. Choosing
the appropriate test and interpreting re-
sults of testing can be complex and may
vary between different ethnic groups.
For example, with the current recom-
mended mutation panel, negative carrier
testing for cystic fibrosis in an Ashkenazi

Jewish couple would result in a different
chance of having an affected child than
negative testing in an African American
couple. Depending on the provider’s
proficiency in genetics, carrier testing
may necessitate referral to genetic
SerViCeS.ll’l?)’lS’lg’zO

Recommendation. Couples who are at
risk for any ethnicity-based conditions
should be offered preconception coun-
seling about the risks of that condition to
future pregnancies. Screening and/or
testing should be offered based on the
couple’s preferences. This may require
referral to a genetic counselor or clinical
geneticist. Strength of recommendation:
B; quality of evidence: 11-3.

Couples with genetic risk

factors that are based

on specific family history

If at least 1 member of a couple has a
family history of developmental delay,
congenital anomalies, or other known or
suspected genetic conditions, the couple
should be referred to a qualified health-
care provider for appropriate counseling
and potential testing.>* If a disorder in
the individual’s family has been identi-
fied as having a genetic cause, it may be
possible to test an individual to deter-
mine whether the couple is at risk for
having an affected child. For example, a
family history of known genetic condi-
tions such as cystic fibrosis or Tay-Sachs
disease should prompt the offer of test-
ing for at least the person with affected
relatives. If the person is found to have
inherited a gene that could cause the dis-
order in their children, the partner could
be tested to quantify the overall risk. In
the case of an X-linked disorder such as
hemophilia, sex selection should be dis-
cussed.>*!® Table 2 gives information
about examples of family history find-
ings that should prompt further
counseling/testing.

Recommendation. Individuals who are
identified as having a family history of
developmental delay, congenital anoma-
lies, or other genetic disorders should be
offered a referral to an appropriate spe-
cialist to better quantify the risk to a po-
tential pregnancy. Strength of recommen-
dation: B; quality of evidence: 11-3.
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Couples with genetic risk
factors that are based
on previous pregnancies
A history of recurrent pregnancy loss
(classically defined as > 2 spontaneous
abortions) should prompt testing of
both parents for genetic conditions such
as chromosomal anomalies and heredi-
tary thrombophilia.'”*”*® Testing for
chromosomal anomalies can be per-
formed by a test of peripheral blood for
chromosome analysis (karyotyping).” If
a chromosomal anomaly such as a bal-
anced translocation is found, providers
should discuss the use of in vitro fertili-
zation with preimplantation genetic di-
agnosis to increase the chance of an un-
affected pregnancy.”~!
Recommendation. If at least 1 member
of a couple is found to have a chromo-
somal anomaly, in vitro fertilization with
preimplantation  genetic  diagnosis
should be discussed. Strength of recom-
mendation: C; quality of evidence: 111.

Individuals with risk

factors caused by known

genetic conditions

Individuals with known genetic condi-
tions should be counseled regarding op-
timal control of their condition and the
chances of having affected offspring;
these individuals should be aware of how
the presence of a genetic disorder could
affect both their health and the health of
the fetus. For example, women with
sickle cell disease have an increased risk
of preterm labor and premature rupture
of membranes; women with Marfan syn-
drome have an increased risk of aortic
dissection during pregnancy.’>*

In certain genetic disorders, there are
specific recommendations for manage-
ment in the preconception period. For
example, women with sickle cell disease
require increased amounts of folate;
women with phenylketonuria should
maintain low phenylalanine diets before
conception, because infants who are
born to women with phenylketonuria
with phenylalanine levels of > 20 mg/dL
are more likely to have microcephaly, de-
velopmental delay, growth restriction,
and heart defects.'”**?°

Recommendation. Suspected genetic
disorders may require further work-up
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TABLE 3
Further resources

Resources

Comments

American College of Medical Genetics
(www.acmg.net)

Includes links to the latest standards and guidelines for clinical genetics laboratories,
with disease/phenotype-specific standards and guidelines

CDC National Office of Public Health Genomics
(cdc.gov/genomics)

Resources on how human genomic discoveries can be used to improve health and

prevent disease

Gene tests (genetests.org)

Reviews about specific conditions, laboratory and clinical directories, handouts for

patients

Genetic Alliance (geneticalliance.org)

Information about specific disorders and advocacy, support, and discussion groups

Genetic and Rare Diseases Information Center
(rarediseases.info.nih.gov/html/resources/
info_cntr.html)

Information about specific disorders, explanations for patients, financial assistance

information, and access to specialists

National Society of Genetic Counselors
(nsgc.org)

Directory of genetic counselors, guidelines for counseling specific conditions

Online Mendelian Inheritance in Man
(ncbi.nim.nih.gov/sites/entrez?db=omim)

Searchable database of genes and genetic disorders that targets healthcare

professionals

PubMed (ncbi.nim.nih.gov/PubMed)

Medical literature database

US Surgeon General’s Family History Initiative
(hhs.gov/familyhistory)

Education about family health history through tools such as My Family Health Portrait

Solomon. The clinical content of preconception care: genetics and genomics. Am J Obstet Gynecol 2008.

before conception. Known or discovered
genetic conditions should be managed
optimally before and after conception.
Strength of recommendation: B; quality of
evidence: 11-3.

Comment

No provider is expected to be aware of
every genetic condition that possibly
could affect a pregnancy; however, it is
important that all providers be able to
do 2 things. First, providers should be
able to ask the right questions to deter-
mine who might be at risk. This in-
cludes the ability to take a 3-generation
family history. Second, providers
should know when to refer a patient
and to whom a patient should be re-
ferred. There is a wide array of excel-
lent educational resources regarding
genetic disorders and family history
that are available on the web. Table 3
contains a list of resources. Finally,
providers should keep in mind that this
is a very rapidly expanding field. Re-
searchers are unraveling the genetic
causes of many conditions for which
screening and testing may soon be-
come available.* [ ]
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The clinical content of preconception care: nutrition
and dietary supplements

Paula M. Gardiner, MD, MPH; Lauren Nelson; Cynthia S. Shellhaas, MD, MPH; Anne L. Dunlop, MD;
Richard Long, MD; Sara Andrist, MPH, RD, LD; Brian W. Jack, MD

At the time of conception, maternal
nutritional status is an important
determinant of embryonic and fetal
growth.! Placental and fetal growth is
most vulnerable to maternal nutrition
status during the preimplantation pe-
riod and the period of rapid placental de-
velopment, which occurs during the first
few weeks of development typically be-
fore pregnancy has been confirmed.”
Most organs form 3-7 weeks after the last
menstrual period and any teratogenic ef-
fects may occur by this time.” Evidence is
emerging that a mother’s diet and life-
style influence the long-term health of
her children.>* Recent research suggests
that inadequate levels of maternal nutri-
ents during the crucial period of fetal de-
velopment may lead to reprogramming
within the fetal tissues that predisposes
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Women of child-bearing age should achieve and maintain good nutritional status prior
to conception to help minimize health risks to both mothers and infants. Many women
may not be aware of the importance of preconception nutrition and supplementation or
have access to nutrition information. Health care providers should be knowledgeable
about preconception/pregnancy-related nutrition and take the initiative to discuss this
information during preconception counseling. Women of reproductive age should be
counseled to consume a well-balanced diet including fruits and vegetables, iron and
calcium-rich foods, and protein-containing foods as well as 400 wg of folic acid daily.
More research is critically needed on the efficacy and safety of dietary supplements and
the role of obesity in birth outcomes. Preconception counseling is the perfect opportunity
for the health care provider to discuss a healthy eating guideline, dietary supplement
intake, and maintaining a healthy weight status.

Key words: folic acid, health risks, pregnancy-related nutrition, reproductive-age

women

the infant to chronic illnesses in adult-
hood.” A woman’s nutritional status is
influenced by numerous variables in-
cluding genetics, environment, lifestyle
habits, the presence of disease or physio-
logical stressors, and drug-toxicant
exposures.®

Nutritional assessment and recom-
mendations are important components
of preconception counseling. The key
components of the nutrition care pro-
cess include:

e A nutrition assessment, including
analysis and interpretation of anthro-
pometric data and adequacy and qual-
ity of dietary habits (including dietary
supplements).

¢ A nutrition diagnosis, which will iden-
tify and label any nutrition-related
problems or risk factors such as obe-
sity or eating disorders.

e The nutrition intervention, at which
time the individual’s dietary goals and
plan of action are established and care
is delivered with the emphasis on ap-
propriate weight gain, consumption of
a variety of foods according to the Di-
etary Guidelines 2005, appropriate di-
etary supplement use, and physical ac-
tivity.

e Nutrition monitoring, evaluation,
and referrals to dietitians occur as
needed, depending on the individu-
al’s needs.””®
In this manuscript, we review the evi-

dence for safety and efficacy of nutrition,

dietary supplements, and maternal
weight during the preconception period.

Dietary intake prior to conception
Background: The quality of a woman’s
diet during pregnancy has an influence
on positive fetal and maternal outcomes;
therefore, a healthy, balanced diet is im-
portant before as well as during pregnan-
cy."* Many women of child-bearing age
in the United States do not maintain a
healthy diet prior to, during, and after
pregnancy. Not all women have financial
or logistical access to a high-quality
diet.'® Furthermore, several studies have
shown that most women of reproductive
age are not getting enough vitamins A, C,
B6, and E, folic acid, calcium, iron, zinc,
and magnesium in their diet.'''* This
underscores the importance of encour-
aging healthy eating behaviors early in a
woman’s child-bearing years because
improving dietary habits requires long-
term effort.
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Clinical studies have shown a positive
association between a healthy diet dur-
ing the preconception period and preg-
nancy and improved birth out-
comes.'®'> For example, a case-control
study on the risk of orofacial clefts by
Krapels et al'® concluded that the pre-
conception energy-adjusted intake of
vegetable protein, fiber, beta-carotene,
vitamin C, vitamin E, iron, and magne-
sium were all significantly lower in cases
compared with controls. Additionally,
there have been a number of reviews writ-
ten on the importance of a healthy diet
prior to and during pregnancy.”'!”""?
In 1992, the Institute of Medicine (IOM)
published Nutrition during Pregnancy
and Lactation: An Implementation
Guide.?® The IOM has also published a
series of reports establishing the dietary
reference intakes (DRIs).?' Throughout
this review, we will state the DRI for each
supplement we discuss.

Finally, the US Department of Agri-
culture’s (USDA) Food Guide Pyramid
and Dietary Guidelines for Americans
have resources for patients to consume
foods that meet the nutritional require-
ments of pregnancy.”> USDA has re-
leased the MyPyramid food guidance
system, which includes MyPyramid Plan
for Moms, which helps women identify
the appropriate food plan according to
pregnancy status, age, weight and
height, and physical activity level (www.
mypyramid.gov/mypyramidmoms).

MyPyramid identifies an appropriate
food plan that covers the individual’s en-
ergy needs and dietary reference intakes
in the perinatal period."”

Dietary supplements

Background: Although many of our re-
quired vitamins, minerals, amino acids,
essential fatty acids, and other constitu-
ents are found in food, the physiologic
demands of the woman during precon-
ception and pregnancy may require ad-
ditional dietary supplementation. Re-
quirements for folic acid, calcium, iron,
zing, vitamin D, vitamin C, and vitamin
B increase substantially during preg-
nancy.”” In the United States, dietary
supplements are regulated differently
than prescription medications by the
Food and Drug Administration (FDA).

This difference in regulation may influ-
ence the quality of products on the mar-
ket, and our knowledge of dietary sup-
plement safety and efficacy prior to
conception and during perinatal period.
There exist serious concerns about di-
etary supplement safety and efficacy,
quality control, misidentification, adul-
teration, contamination, adverse events,
and interactions with medications.*?

Various national surveys estimate that
18-52% of the US population use dietary
supplements and women use more sup-
plements then men.***® Many women
use multivitamins, single vitamins,
herbal products, traditional medicines,
folk remedies, weight loss or sport sup-
plements, and other dietary supplements
prior to and during pregnancy.”’** Un-
fortunately, many women do not discuss
their dietary supplement use with their
health care professionals.’>*' It is critical
that all health care professionals ask their
patients which vitamins, minerals,
herbs, traditional remedies, and other
dietary supplements they are using.
Women should be encouraged to bring
in the labels or bottles of all dietary sup-
plements (pills, powders, teas, etc) to de-
termine whether excessive levels of spe-
cific nutrients (or other bioactive
compounds) are being consumed on a
daily basis.>**

Evidence for efficacy: Although many
health care professionals do recommend
certain dietary supplements prior to,
during, and after pregnancy (eg, folate,
iron, and calcium), the safety and effi-
cacy of many dietary supplements (eg,
sport supplements and weight loss prod-
ucts) have not been well established. For
example, there are few clinical trials eval-
uating the safety and efficacy prior to and
during pregnancy on herbal prod-
ucts.’* Today much data available on
herbal products are based on case re-
ports, animal studies, and retrospective
studies.’®”” Because of the high preva-
lence of dietary supplement use among
women, more research on the safety and
efficacy of dietary supplements prior to
and during pregnancy is urgently
needed. Future studies should focus on
subject characteristics that may influ-
ence our ability to meet maternal and in-
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fant demands (genetic and environmen-
tal), sensitivity, and selectivity of
measured outcomes and proper use of
proxy measures.’®

Recommendation. All women of re-
productive age should be asked about
their use of dietary supplements (vita-
mins, minerals, traditional/home reme-
dies, herbal products, weight loss prod-
ucts, etc) as part of preconception care
plan and should be advised about what is
or is not known about their impact,
safety, and efficacy. Strength of recom-
mendation: C; quality of evidence: 111.

Vitamin A

Background: Vitamin A is a fat-soluble
vitamin found in several forms. Vitamin
A found in foods that come from animals
(liver, whole milk) is called preformed
vitamin A. It is absorbed in the form of
retinol, which is made into retinal and
retinoic acid (other active forms of vita-
min A) in the body. Vitamin A that is
found in fruits and vegetables is called
provitamin A carotenoid, which is made
into retinol in the body. There is also a
synthetic analog (13-cis retinoic acid)
isotretinoin (Accutane; Roche Pharma-
ceuticals, Nutley, NJ), a medication used
to treat severe, cystic acne, and related
dermatoses. Adequate vitamin A is es-
sential for proper visual functioning, fe-
tal growth, reproduction, immunity,
and epithelial tissue integrity.*® Because
vitamin A is lipid soluble, it crosses the
placenta easily and has a long half-life.
Although normal fetal development re-
quires sufficient vitamin A intake, very
high levels of preformed vitamin A (reti-
noic acid) supplementation has been as-
sociated with miscarriage and birth de-
fects that affect the central nervous
system and craniofacial, cardiovascular,
and thymus development.*

Currently the recommended dietary
allowance of preformed vitamin A for
women is 700 retinol activity equivalents
(RAEs) per day, with a tolerable upper
intake level of 3000 RAEs/day or 10,000
IU/day.*® Dietary sources of vitamin A
and beta-carotene (leafy vegetables, car-
rots, eggs, and diary products) do not
pose a risk of excessive intakes and
should be included in a healthy diet. Vi-

tamin A from beta-carotene is not
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known to increase the risk of birth
defects.*!

Evidence of efficacy: During pregnancy,
evidence in humans suggests that more
than 10,000 IU of vitamin A per day may
be teratogenic, resulting in cranial/neu-
ral crest defects.*> However, other stud-
ies have shown that periconceptional vi-
tamin A exposures greater than 10,000
IU/day were not associated with in-
creased risk for cranial neural crest de-
fects or neural tube defects.*> Although
animal data clearly show that high dose
vitamin A is teratogenic, such data are
difficult to obtain in humans as human
clinical trails are not ethically possible.*'
Vitamin A also appears to be protec-
tive in pregnant women with human im-
munodeficiency virus/acquired immu-
nodeficiency syndrome.***” There is
growing evidence from clinical trials in
developing countries that vitamin A may
protect against maternal morbidity, al-
though more research is needed.****°

Current recommendations: A World
Health Organization expert group
consultation concluded that daily
doses of up to 10,000 IU (equivalent to
3000 ug retinol) or weekly 25,000 IU
(7500 RAEs) are probably safe, espe-
cially in areas in which vitamin A defi-
ciency is thought to be common’' The
half-life of the main metabolite of reti-
noic acid is 50 hours, so most of the
drug and biotransformation products
are gone within 10 days of the last dose.
Etretinate and isotretinoin (Accu-
tane), synthetic derivatives of retinol,
are known to cause serious birth de-
fects and should not be taken during
pregnancy or if there is a possibility of
becoming pregnant. The current rec-
ommendation is to discontinue such
medications such as at least 1 month
prior to attempting pregnancy.

Recommendation. Currently the rec-
ommended dietary allowance of pre-
formed vitamin A for women is 700
RAEs per day, with a tolerable upper in-
take level for pregnancy is 3000 RAEs/
day or 10,000 IU/day; Strength of recom-
mendation: B; quality of evidence for
toxicity: I11.

Folic acid
Background: Folic acid, a water-soluble
B-complex vitamin required for de-
oxyribonucleic acid synthesis and cell di-
vision, is a nutrient currently recognized
as important prior to and during preg-
nancy because of its proven preventive
properties against neural tube defects
(NTDs).>? Neural tube defects are seri-
ous birth defects of the spine (spina bi-
fida) and brain (anencephaly). NTDs af-
fect approximately 3000 pregnancies
each year in the United States and are the
second most common major congenital
anomaly worldwide.>® Populations at in-
creased risk for NTDs or folic acid defi-
ciency include Hispanic women, obese
women, diabetic women with poor gly-
cemic control, women with prior NTDs,
and women with seizure disorder taking
antiepileptic medications.'*>>*>>

Folate levels can be increased by con-
suming folate-rich foods or ingesting fo-
lic acid, a synthetic compound available
through dietary supplements and
through fortified foods. The major di-
etary sources of naturally occurring fo-
late are legumes, green leafy vegetables,
citrus fruits and juices, and breads and
cereals that contained folic enriched
flour. Folic acid is approximately 1.7
times more bioavailable than folate and
therefore has a greater efficiency in im-
pacting folate levels.”® Supplementing
dietary intake with folic acid has been
recommended by many professional or-
ganizations because of the difficulty for
woman to obtain the extra folate re-
quired periconceptionally through the
diet alone. The current recommended
daily intake (RDI) for folic acid is 400 ug
for women of preconception age and 600
pg during pregnancy.”” The recom-
mended dose is higher (4000 ug) for
women who have had a infant with an
NTD.”® Numerous studies have reported
that women in the United States do not
consume the recommended 400 ug of
folic acid.”>°' Furthermore, inadequate
folate levels have been linked to in-
creased risks of stroke, cancer, and
dementia.®>*’

Evidence of efficacy: There is clear scien-
tific evidence that folic acid protects
against neural tube defects. Numerous

observational and randomized controlled
studies culminate in an estimate that at
least 70% of NTDs could be prevented if
the embryo were exposed to protective
amounts of folic acid during the critical
window of organogenesis.”>®*%°

Current recommendations: The US Pub-
lic Health Service, American Academy of
Pediatrics, American Dietetic Associa-
tion, American College of Obstetricians
and Gynecologists (ACOG), and Ameri-
can Academy of Family Medicine rec-
ommend that women consume 400 ug
of folic acid daily.”*”"*® The USDA rec-
ommends women of child-bearing age
who may become pregnant and those in
the first trimester of pregnancy consume
adequate synthetic folic acid daily (from
fortified foods or supplements) in addi-
tion to food forms of folate from a varied
diet.”°

Recommendation. All women of re-
productive age should be advised to in-
gest 0.4 mg (400 ug) of synthetic folic
acid daily, obtained from fortified foods
and/or supplements. In addition, all
women should be advised to consume a
balanced, healthy diet, which includes
folate-rich foods. Strength of recommen-
dation: A; quality of evidence: 1-a.

Multivitamins

Background: Multivitamins are typically
the most commonly used dietary supple-
ments reported in surveys in the United
States.”"”> Willett and Stamfer’> con-
cluded that there is greater benefit than
harm in recommending a daily multivi-
tamin that does not exceed the daily rec-
ommended intake of its component vi-
tamins for most adults. In their review,
Willett and Stamfer”” noted that a mul-
tivitamin is especially important for
women who might become pregnant,
persons who regularly consume 1 or 2
alcoholic drinks per day, those who tend
to absorb vitamin B12 poorly, vegans,
and those with limited resources to af-
ford adequate fruits and vegetables.

Evidence of efficacy: There is substantial
evidence showing that taking multivita-
mins with at least 400 ug of folic acid
daily may also reduce the incidence of
other malformations such as orofacial
cleft, limb deficiencies, cardiac defects,
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urinary tract defects, and omphalo-
cele.”*®" A recent metaanalysis of 41 tri-
als reported that multivitamin supple-
ments provide consistent protection
against neural tube defects, cardiovascu-
lar defects, limb defects, and other birth
defects.”* In this metaanalysis, both case
control studies (odds ratio [OR], 0.76;
95% confidence interval [CI], 0.62-0.93)
and cohort and randomized controlled
studies (OR, 0.42; 95% CI, 0.06-2.84)
showed lower incidence of cleft palate
when women took mulitvitamins.

For oral cleft with or without cleft
palate, case control studies (OR, 0.63;
95% CI, 0.54-0.73) and cohort and
randomized controlled studies (OR,
0.58; 95% CI, 0.28-1.19) followed the
same pattern. For urinary tract anom-
alies and congenital hydrocephalus,
only the case controls studies showed a
statistically significant decrease in
anomalies. Finally, for congenital hy-
drocephalus there was an OR of 0.37
(95% CI, 0.24-0.56) in case control
studies and 1.54 (95% CI, 0.53-4.50)
for cohort studies, and randomized
controlled studies.”* Although multi-
ple micronutrient supplementation is
theoretically preferable to supplemen-
tation with iron and folic acid alone,
especially in developing countries in
which multiple deficiencies are preva-
lent, more data need to be collected to
determine the advantages of different
multiple micronutrient formulations
for pregnant and lactating women.®'

Recommendation. All women of re-
productive age should be encouraged to
take a folic acid—containing multivita-
min supplement for the purpose of sup-
porting healthy pregnancy outcomes
and preventing congenital anomalies.
Strength of recommendation: A; quality of
evidence: 112.

Vitamin D

Background: Vitamin D is a lipid-solu-
ble vitamin important in the metabolism
of calcium and phosphorus. It promotes
calcium absorption and bone mineral-
ization. It may be obtained from either
endogenous production from sun expo-
sure or dietary sources. The major di-
etary sources are fortified items, particu-
larly milk, orange juice, and some

breakfast cereals. Other dietary sources
include fatty fish (salmon, mackerel,
tuna, sardine), egg yolks, beef liver, and
cheese.

Vitamin D is essential for the health of
pregnant women and their infants. Cur-
rently there is an increasing prevalence
of vitamin D insufficiency and deficiency
in pregnant women and infants in the
United States and internationally.®*%”
Vitamin D deficiency is common among
pregnant women in ethic minority
groups.®® Vitamin D deficiency during
pregnancy is reflected in lower maternal
weight gain; biochemical evidence of dis-
turbed skeletal homeostasis in the infant;
and in extreme situations, reduced bone
mineralization, radiologically evident
rickets, and fractures.®®° Additionally,
vitamin D insufficiency has also been as-
sociated in some studies with other
health outcomes that affect women, in-
cluding asthma, diabetes, autoimmune
diseases, and certain cancers.®*°1°

Women at risk for vitamin D defi-
ciency include women who are not ex-
posed to enough sunlight; whose dietary
vitamin D intake is low (no dairy or
lactose intolerant); who wear head
coverings.

Evidence of efficacy: The optimal dose of
vitamin D for the preconception period
and during pregnancy is unknown. Obser-
vational studies and vitamin D supple-
mentation trials among pregnant women
athigh risk of vitamin D deficiency showed
improved neonatal handling of calcium
with improved maternal vitamin D status.
Results concerning the effects of vitamin D
on maternal weight gain and fetal growth
in these high-risk populations are conflict-
ing and inconclusive.”**> Despite taking
prenatal vitamins, vitamin D deficiency
has been demonstrated in pregnant wom-
en.’> Most experts agree that the current
DRI of 200-400 IU is too low and that
based on current evidence, daily require-
ments may be closer to 1000 IU or higher
and that more research is needed on the
optimal vitamin D dose and blood
concentrations for health
outcomes.®’

several

Current recommendations: The Ameri-
can College of Obstetricians and Gynecol-
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ogists recommend daily consumption of
400-800 TU.”® In the United States, the cur-
rent DRI is 200 IU/day with 200 IU/day in
pregnancy. The USDA guidelines note that
people with dark skin and people exposed
to insufficient ultraviolet band radiation
(ie, sunlight) consume extra vitamin D
from vitamin D-fortified foods and/or
supplements.**

Recommendation. The evidence is in-
sufficient to recommend for or against
routine screening or vitamin D supple-
mentation during preconception coun-
seling. Based on the emerging data of the
importance of vitamin D for women and
infants; however, clinicians should be
aware of the risk factors for vitamin D
deficiency. Additionally, for women
with vitamin D deficiency, education on
vitamin D in the diet and supplementa-
tion should be a part of preconception
care. Currently we do not have data for
the optimal dose prior to and during
pregnancy. More data are urgently
needed. Strength of recommendation: B;
quality of evidence: 1 b.

Calcium

Background: Calcium is essential for
bone development and health and main-
tenance throughout life and in preg-
nancy, yet many women in the United
States do not consume the recom-
mended amount of calcium prior to and
during pregnancy.””®® During preg-
nancy, the growing fetus receives its total
nourishment from maternal sources.
The dynamic balance between skeletal
calcium storage and fetal nutritional
needs can affect the maternal calcium
equilibrium adversely. Therefore, if ade-
quate bone has not been built before
pregnancy and adequate calcium is not
part of the maternal diet, bone can be
degraded as calcium is taken from the
maternal skeleton.'” When completing
a diet history during preconception
counseling, it is important to ask about
dietary calcium consumption (milk, for-
tified orange juice, etc), calcium supple-
mentation, and use of antacids to assess
the woman’s overall calcium intake. Vi-
tamin D intake is necessary to facilitate
calcium absorption.



Evidence of Efficacy: Studiesindicate that
increases in calcium intake during preg-
nancy improve maternal bone health of
mother and neonate. Higher birthweight
babies, a reduced risk of preterm deliv-
ery, and lower infant blood pressure
have all been linked with a high calcium
intake during pregnancy.'°>'! More re-
search is needed to assess the optimal
does of calcium prior to and during
pregnancy.'%*'%>1% A 2008 metaanaly-
sis of 12 good-quality clinical trials re-
ported that the risk of high blood pres-
sure was reduced with calcium
supplementation rather than placebo
(11 trials, 14,946 women: relative risk
(RR), 0.70; 95% CI, 0.57-0.86). There
was also a reduction in the risk of pre-
eclampsia associated with calcium sup-
plementation (12 trials, 15,206 women:
RR, 0.48; 95% CI, 0.33-0.69). There was
no overall effect on the risk of preterm
birth or stillbirth or death before dis-
charge from the hospital.'"”” Many re-
views have concluded that the lack of
available evidence restricts the ability to
form strong conclusions, especially with
respect to supplementation’s effect on
maternal bone health during pregnancy.
More research is needed to assess the op-
timal does of calcium prior to and during
pregnancy‘100,102—106
Current recommendations: The Institute
of Medicine currently recommends 1000
mg/day of calcium for pregnant and lac-
tating women who are 19-50 years old
and 1300 mg/day for pregnant and lac-
tating women who are younger than 19
years old.'*®

Recommendation. Women of repro-
ductive age should be counseled about
the importance of achieving the recom-
mended calcium intake level through
diet or supplementation. Calcium
supplements should be recommended if
dietary sources are inadequate. Strength
of recommendation: A; quality of evidence:
Ib.

Iron

Background: Iron deficiency is the most
common nutritional deficiency world-
wide and is the most common cause of
anemia in pregnancy. The prevalence of
iron deficiency and iron deficiency ane-

mia in the United States is significant
among vulnerable populations. For ex-
ample, the National Health and Nutri-
tion Examination Survey 1999-2000 re-
ported iron deficiency prevalence among
women aged 12-49 years was 9-16%.
Among minority females in the same age
group, the prevalence of iron deficiency
was approximately 3 times higher than
the Healthy People 2010 objective
of 5%.'%

Reproductive-aged women are at risk
of iron deficiency because of blood loss
from menstruation, poor diet, and fre-
quent pregnancies.' ' In a study of fertile
women, only 20% had iron reserves of
greater than 500 mg, 40% had iron stores
of 100-500 mg, and 40% had virtually no
iron stores.''" Potential fetal complica-
tions secondary to anemia include spon-
taneous prematurity and intrauterine
growth restriction.'"* The mecha-
nism(s) by which this occurs are not
clear. Prior to conception and during
pregnancy, women should eat iron-rich
foods (lean meat, poultry, and iron for-
tified cereals). Foods that inhibit iron ab-
sorption, such as whole-grain cereals,
unleavened whole-grain breads, le-
gumes, tea, and coffee, should be con-
sumed separately from iron-fortified
foods. The Centers for Disease Control
and Prevention (CDC) recommends 18
mg/day for women and 27 mg/day for all
pregnant women'"?

Evidence of efficacy: There are several
systematic reviews reporting the benefits
ofiron combined with folate prior to and
during pregnancy. The Cochrane collab-
oration completed a systematic review
on 20 randomized controlled trials of
iron supplementation in pregnancy with
normal hemoglobin levels (> 10 dL) at
less than 28 weeks of gestation.''* Iron
supplementation raised or maintained
the serum ferritin level above 10 mg/L
and reduced the number of women with
low hemoglobin levels late in pregnancy.
The reviewers concluded that iron sup-
plementation had no detectable effect
on any substantive measures of either
maternal or fetal outcomes.''* One re-
view looked at 8 trials involving 5449
women.''” Routine supplementation
with iron or folate raised or maintained

serum iron and ferritin levels and serum
and red cell folate levels. Supplementa-
tion resulted in a substantial reduction of
women with a hemoglobin level below
10 or 10.5 g in late pregnancy.

A more recent prospective study done
by Ronnenberg et al''® in 2004 examined
the relation between preconception he-
moglobin concentration and pregnancy
outcomes in 405 healthy Chinese women
who were planning pregnancy. This
study showed an association between
preconception maternal anemia status
and adverse pregnancy outcomes. The
odds of low birthweight and fetal growth
restriction were 6.5 and 4.6 times higher,
respectively, in women with moderate
anemia (hemoglobin < 95 g/L) compared
with nonanemic controls. Anemia attrib-
uted to iron deficiency was significantly as-
sociated with decreased birthweight.

A recent randomized controlled trial
of 867 pregnant women (less than 20
weeks) was assigned randomly to receive
prenatal supplements with 30 mg of iron
as ferrous sulfate or placebo until 26-29
weeks of gestation. The mean birth-
weight was higher by 108 g (P = .03), and
the incidence of preterm delivery was
lower (8% vs 14%; P = .05) in the 30 mg
group compared with the control group.
Iron supplementation did not affect the
prevalence of small-for-gestational-age
infants or third-trimester iron status.''”

In another recent clinical trial, 513
low-income pregnant women were ran-
domly assigned to receive a monthly
supply of ferrous sulfate or placebo until
28 weeks of gestation. Compared with
placebo, iron supplementation from en-
rollment to 28 weeks of gestation did not
significantly affect the overall prevalence
of anemia or the incidence of preterm
births but led to a significantly higher
mean birthweight (P = .010), a signifi-
cantly lower incidence of low-birth-
weight infants (P = .003), and a signifi-
cantly lower incidence of preterm low-
birthweight infants (P = .017).'"®
Additional studies on the effectiveness of
preconception iron supplementation on
preventing prenatal iron depletion are
needed.'"”

Current recommendations: The CDC is-
sued guidelines in 1998 for preventing
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iron deficiency based on age and sex.
They state that for girls aged 12-18 years
and nonpregnant women of child-bear-
ing age, iron status screening should oc-
cur every 5-10 years during a routine
examination. Annual iron screening
should be conducted for women with ex-
isting risk factors for iron deficiency. If
anemia is confirmed with a second test, a
trial of oral iron is warranted. Other
sources recommend confirmation of
iron deficiency as a cause of the anemia
prior to initiation of therapy.'*® The
American College of Obstetricians and
Gynecologists recommend all pregnant
women should be screened for anemia
and those with iron deficiency anemia
should be treated with supplemental
iron, in addition to prenatal vitamins.""°
The USDA food guidelines recommend
that women of child-bearing age who
may become pregnant eat foods high in
hemeiron and/or consume iron-rich
plant foods or iron-fortified foods with
an enhancer of iron absorption, such as
vitamin C—rich foods**

Recommendation. At a preconception
visit, screening should be conducted for
women with risk factors for iron defi-
ciency for the purposes of identifying
and treating anemia. There is evidence to
recommend that all women should be
screened at a preconception visit for iron
deficiency anemia for the purpose of im-
proving perinatal outcomes. Strength of
recommendation: A; quality of evidence:
IB.

Essential fatty acids

Background: The essential fatty acids
(EFA) linoleic and alpha-linolenic acid,
and their long-chain derivatives arachi-
donic acid and docosahexaenoic acid
(DHA) are important structural compo-
nents of cell membranes, the central ner-
vous system, and retinal cell membrane
structure.'*'?* EFAs cannot be synthe-
sized in the body and must be ingested by
food. Essential fatty acids are found in
such foods as oily fish, flax seeds, wal-
nuts, and vegetables oils.

In 2005, the FDA and Environmental
Protection Agency, because of high mer-
cury levels detected in fish, issued warn-
ings that advise young children, preg-
nant women, nursing women, and

women of child-bearing age to avoid
consuming swordfish, king mackerel,
shark, and tilefish. The warnings also
recommend that those groups eat no
more than 12 ounces of fish weekly and
no more than 6 ounces of canned alba-
core tuna weekly.'*> Concerns have been
raised that eating oil-rich fish exposes the
fetus to dioxins and polychlorinated bi-
phenyls, which are environmental
pollutants.

Several studies have shown an associ-
ation between maternal dietary intake of
oily fish or oils providing n-3 EFA during
pregnancy and visual and cognitive de-
velopment, maturity of sleep patterns,
and motor activity in infants.'**'*’
Whether all woman should be supple-
mented and at what dose of EFAs (eg,
fish or fish oil supplements during pre-
conception and pregnancy) has been the
subject of much debate and recent
research’

Evidence of efficacy: There is mixed evi-
dence for the efficacy of essential fatty
acids such as fish oil against adverse
pregnancy outcomes for mother and
child during preconception and preg-
nancy."**'* For example, epidemiolog-
ical evidence suggests an association be-
tween fish intake and birthweight.
Another study showed a positive corre-
lation with low fish consumption in early
pregnancy and increased risk for pre-
term delivery and low birthweight."*° A
metaanalysis of 6 randomized controlled
trials demonstrated that supplementa-
tion with omega-3 fatty acids was associ-
ated with a significantly greater length of
pregnancy than in control subjects; how-
ever, there was no evidence that sup-
plementation influenced the percent-
age of preterm deliveries, the rate of
low-birthweight infants, or the rate of
preeclampsia.'?!

In a review, the results of several ran-
domized clinical studies have indicated
that supplementation with fish oils may
lead to modest increases in gestation
length, birthweight, or both."** The Co-
chrane collaboration review of 6 clinical
trials found women randomized to a fish
oil supplement had a mean gestation that
was 2.6 days longer than women allo-
cated to placebo or no treatment. Birth-
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weight was slightly greater in infants
born to women in the fish oil group
compared with controls. However,
there were no overall differences be-
tween the groups in the proportion of
low birthweight or small-for-gesta-
tional-age babies.'””

Current recommendations: There are
several recommendations and guidelines
about omega fatty acid consumption for
women. The Institute of Medicine set
adequate intake for linoleic acid (N-6) 3
g/day for pregnant women and 12 g/day
for women 18-50 years old. The ade-
quate intake for a-N-3 is 1.4 g/day for
pregnant women and 1.1 g/day for
women 18-50 years old, respectively.'**
The USDA recommends to keep total fat
intake between 20-35% of calories, with
most fats coming from sources of poly-
unsaturated and monounsaturated fatty
acids, such as fish, nuts, and vegetable
oils.”

The International Society for the
Study of Fatty Acids and Lipids recom-
mends adequate intakes of 4.44 g of lino-
leic acid and 2.22 g of a-N-6, with 0.22 g
or more of DHA and 0.22 g of EFA for
adultsand 0.3 gor more of DHA daily for
pregnant women.'>® The Perinatal Lipid
Intake Working Group recently released
guidelines for maternal dietary fat intake
in Europe. After reviewing the literature,
they report that intakes of up to 1 g/d
DHA or 2 + 7 g/day n-3 long-chain poly-
unsaturated fatty acids have been used in
randomized clinical trials without signif-
icant adverse effects. These guidelines
recommend that pregnant and lactating
women should aim to achieve an average
dietary intake of at least 200 mg of DHA
per day. The guidelines note that women
of child-bearing age should aim to con-
sume 1-2 portions of sea fish per week,
including oily fish.'*¢

Recommendation. During the precon-
ception period, women should be en-
couraged to eat a diet rich in EFAs in-
cluding omega 3 and omega 6 fatty acids.
To achieve this, women should be ad-
vised to consume at least 12 ounces of
fish weekly and no more than 6 ounces of
canned albacore tuna weekly. More re-
search is critically needed to asses the
risks and benefits of fish and fish oil con-



sumption during the preconception pe-
riod. Strength of recommendation: B;
quality of evidence: 1-D.

lodine
Background: Worldwide iodine defi-
ciency is the single most important pre-
ventable cause of brain damage. In 2005
the World Health Organization esti-
mated 2 billion people, 35% of the world
population were iodine deficient."*” To-
dine is necessary for the production of
thyroid hormones, thyroxine, and tri-
iodothyronine, and it must be provided
in the diet. Inadequate iodine intake
leads to inadequate thyroid hormone
production and to a spectrum of disor-
ders, iodine deficiency disorders, includ-
ing abortion, stillbirth, mental retarda-
tion, cretinism, increased neonatal and
infant mortality, goiter, and hypothy-
roidism. Iodine is readily transferred to
the fetus, and the fetal thyroid concen-
trates iodine and synthesizes thyroid
hormones by 10-12 weeks’ gestation. lo-
dine deficiency in pregnancy negatively
affects the normal maturation of the de-
veloping fetal central nervous system,
particularly myelination, and is respon-
sible for cognitive impairment, perma-
nent mental retardation, and in its most
severe form, cretinism.'*®

Iodine deficiency disorders are among
the easiest and least costly of all disorders
to prevent. Adding a small amount of io-
dine in the form of potassium iodate or
potassium iodide to dietary salt is effec-
tive for prevention. Salt iodization is the
recommended, preferred strategy to
control and eliminate iodine deficiency.
Sufficient dietary iodine throughout the
life cycle, especially during the precon-
ception period, can minimize the risk of
iodine deficiency during critical, early fe-
tal development. Studies of the impact of
iodine supplementation specifically be-
fore pregnancy have not been done.
Identification and treatment of iodine
deficiency disorders before pregnancy is
an effective preventive public health
strategy.

Current recommendations: The Institute
of Medicine’s Food and Nutrition Board
recommend minimum daily intake of
iodine in the United States of 150 ug for

nonpregnant adults, 220 ug for pregnant
women, and 290 ug for lactating wom-
en.'® The World Health Organization,
United Nations Children’s Fund, and the
International Council for Control of Io-
dine Deficiency Disorders recommend
daily iodine intake of 150 ug for adults
(= 12 years of age) and 200 ug for preg-
nant and lactating women.'*’
Recommendation. Women of repro-
ductive age with iodine deficiency
should be counseled on the risks of this
condition to pregnancy outcomes and
the importance of maintaining adequate
daily dietary iodine intake of 150 ug dur-
ing preconception and at least 200 ug
when pregnant or lactating. Public
health efforts to implement salt iodiza-
tion programs should be encouraged for
all women residing in regions with en-
demiciodine deficiency. Strength of recom-
mendation: A; quality of evidence: 11-2.

Preconception weight
and body mass index
Overweight
Background: Approximately one third
of all women in the United States are
obese, and obesity is identified as the
fastest-growing health problem in the
country.'*! Obesity, defined as a body
mass index (BMI) of 30 kg/m? or greater,
is associated with elevated risks of type 2
diabetes; hypertension; infertility; heart
disease; gallbladder disease; immobility;
osteoarthritis; sleep apnea; respiratory
impairment; social stigmatization; and a
variety of cancers, including breast, uter-
ine, and colon.'**"'*> Adverse perinatal
outcomes associated with maternal obe-
sity include neural tube defects, preterm
delivery, stillbirth, gestational diabetes,
hypertensive and thromboembolic dis-
orders, macrosomia, low Apgar scores,
postpartum anemia, cesarean delivery,
and shoulder dystocia.'**'**> Further-
more, women who are obese before con-
ception tend to gain and retain more
weight during pregnancy.'*®

The risks associated with high BMIs
are best addressed before conception be-
cause weight loss during pregnancy is
not recommended. Health risks are bet-
ter established for obese persons than for
overweight individuals (BMI 25-29.9 kg/
m?). However, even mild to moderate

overweight in young adults predicts sub-
sequent obesity.'**'*” Weight retained
from previous gestations is an impor-
tant contributor to higher-than-opti-
mal BMIs in child-bearing women.

Evidence of efficacy: Counseling to sup-
port improvements in diet and physical
activity are considered first-line inter-
ventions.'*’ In a systematic evidence re-
view, the US Preventive Services Task
Force concluded that counseling alone
or with pharmacotherapy can promote
modest sustained weight loss.'**'*” The
most successful nonsurgical approaches
to weight loss were intensive, weight-fo-
cused counseling consisting of more
than 1 session per month or multicom-
ponent, intensive interventions that
combine nutrition and exercise counsel-
ing with supportive, skill-building be-
havior interventions. Evidence from
randomized controlled trials of long-
term improved health with weight loss is
limited.

Interventions about gestational weight
from randomized controlled trials in
pregnant obese women have mixed re-
sults. In a review by Guelinckx et all4®
only 2 of 7 trials, using nutrition and
physical activity as an intervention,
reached a significant decrease in gesta-
tional weight gain. There is a growing
literature of clinical trials on the safety
and perinatal outcomes for women
who have undergone gastric bypass
Surgery.l49’155

ACOG suggests that utilizing the
stages of change model as adapted for
overweight and obesity may help deter-
mine patient motivation and interest in
weight loss. ACOG recommends setting
an initial goal of losing 5-10% of total
body weight over a 6 month period as
realistic and achievable.'*” Weight loss is
not recommended during any preg-
nancy, irrespective of pregravid weight.
Therefore, to minimize the risks of obe-
sity on reproductive outcomes, interven-
tions must occur before pregnancy.

Current recommendations: In an ACOG
Committee Opinion on obesity issued in
October 2005, the following recommen-
dations were made: (1) BMI should be
calculated for all women and (2) appro-
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priate interventions or referrals to pro-
mote a healthy weight and lifestyle
should be offered."”” Relative to non-
pregnant populations, the US Preventive
Services Task Force found that counsel-
ing and pharmacotherapy can promote
modest sustained weight loss and that
pharmacoptherapy appears to be safe in
the short term; however, long-term
safety has not been established. The task
force also noted that, in selected patients,
surgery promotes large amounts of
weight loss with rare but potentially se-
vere complications.'**

In 1990, the IOM published a report
that reevaluated the evidence regarding
optimal weight gain during pregnancy.
The report concluded that prepregnancy
body weight should be taken into ac-
count when advising on optimal weight
gain. For women with a normal prepreg-
nancy BMI, a weight gain of around 0.4
kg/week during the second and third tri-
mesters is recommended. For under-
weight women, a weight gain of 0.5 kg/
week is the target, whereas for
overweight women, 0.3 kg/week is
recommended'>®

Recommendation. All women should
have their BMI calculated at least annu-
ally. All women of reproductive age with
a BMI of 25 kg/m? or greater should be
counseled about the risks to their own
health, the additional risk associated
with exceeding the overweight category,
and the risks to future pregnancies, in-
cluding infertility. All women with a
BMI of 25 kg/m?* or greater should be
offered specific strategies improve the
balance and quality of the diet, decrease
caloric intake, and increase physical ac-
tivity, and be encouraged to consider en-
rolling in structured weight-loss pro-
grams. Strength of recommendation: A;
quality of evidence: I-b.

Underweight

Background: Although most discussions
of health risks associated with weight sta-
tus focus on overweight and obesity, a
2005 analysis estimating the number of
excess deaths in adults are associated
with various BMI levels revealed that
33,746 deaths were associated with BMIs
less than 18.5 kg/m."*” Health risks of be-
ing underweight include nutrient defi-

ciencies, heart irregularities, osteoporo-
sis, amenorrhea, and infertility. For
women who become pregnant, low pre-
gravid weight is associated with in-
creased risks for preterm birth and low
birthweight, which are all major contrib-
utors to poor pregnancy outcomes."”’ 1%

Evidence of efficacy: Alow prepregnancy
BMI may also increase the risk of birth
defects such as gastroschisis. A study by
Lam et al'®' found that infants born to
underweight mothers (prepregnancy
BMI < 18.1 kg/m®) were more than 3
times as likely to have gastroschisis com-
pared with infants of normal-weight
mothers (prepregnancy BMI 18.1-28.3
kg/m?). In this study, every unit increase
in BMI was estimated to decrease the risk
for gastroschisis by about 11%.

Weight gain in pregnancy cannot
overcome the risks associated with a low
pregravid weight. Therefore, women
should be counseled during the precon-
ceptional period on the potential risks of
their weight on fertility and on preg-
nancy outcome.

Recommendation. All women should
have their BMI calculated at least annu-
ally. All women of reproductive age with
a BMI 18.5 kg/m? or less should be coun-
seled about the short- and long-term
risks to their own health and the risks to
future pregnancies, including infertility.
All women with a low BMI should be as-
sessed for eating disorders and distor-
tions of body image. Strength of recom-
mendation: A; quality of evidence: 111.

Eating disorders

Background: Women with eating disor-
ders such as anorexia nervosa and bu-
limia nervosa may have higher rates of
miscarriage, low birthweight, obstetric
complications, and postpartum depres-
sion. Eating disorders are associated with
nutritional, metabolic, endocrine, and
psychological changes that have poten-
tially negative effects on fetal develop-
ment. Pregnancy was thought tobearare
occurrence among women with an-
orexia nervosa; however, women who
are below threshold for clinical symp-
toms or are in remission may not have
compromised fertility. Women with bu-
limia nervosa may have less difficulty
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conceiving, but they may experience sig-
nificant difficulty during the pregnancy
related to binge eating, purging, and lax-
ative or diuretic use.

Women with eating disorders may be
reluctant to disclose symptoms, and
there are no reliable laboratory indica-
tors for eating disorders, so clinicians
need to be aware of warning signs and
use effective assessment techniques.'®
Assessment should be done for condi-
tions such as bulimia and anorexia; once
identified, nutritional counseling and in
some cases treatment of an underlying
emotional condition should be initiated.
A multidisciplinary approach is most ef-
fective in treating a woman with an eat-
ing disorder in pregnancy.'®>'**

Recommendation. All women of re-
productive age with anorexia and bu-
limia should be counseled about the risks
to fertility and future pregnancies and
should be encouraged to enter into treat-
ment programs before pregnancy.
Strength of reccommendation: A; quality of
evidence: 111.

Conclusion

Good nutrition is an essential compo-
nent of attaining a healthy pregnancy
and birth outcome. Women of repro-
ductive age should be advised that the
quality of a woman’s diet may influence
her pregnancy outcomes. Women of re-
productive age, especially those who are
planning a pregnancy, should be coun-
seled to consume a well-balanced diet in-
cluding fruits and vegetables, calcium-
rich foods, and protein-containing foods
daily and increase their consumption of
iron-rich or iron-fortified foods in con-
junction with vitamin C-rich foods to
enhance iron absorption. Women
should consume folate-rich foods daily
including 400 g of folic acid daily. More
research is critically needed in the area of
the safety and efficacy of fish consump-
tion and dietary supplements. Health
care professionals should address opti-
mal weight gain, healthy diet, and the use
of dietary supplements as a part of pre-
conception care.
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The clinical content of preconception care:
care of psychosocial stressors

Lorraine V. Klerman, DrPH; Brian W. Jack, MD; Dean V. Coonrod, MD, MPH;
Michael C. Lu, MD, MS, MPH; Yvonne W. Fry-Johnson, MD; Kay Johnson, MPH

growing body of evidence sug-

gests that chronic psychosocial
stress may disturb the body’s capacity
to maintain allostasis, or stability
through change. Examples of allostasis
include feedback inhibition on the hy-
pothalamic-pituitary-adrenal (HPA)
axis to keep the body’s stress response
in check,' and modulation of the
body’s inflammatory response by the
HPA axis.” In the face of chronic and

repeated stress, however, these systems
may deteriorate. If a woman enters
pregnancy with her allostatic system in
a less than optimal state, she may be
more susceptible to a number of preg-
nancy complications, including pre-
term birth. An important objective of
preconception care is to restore al-
lostasis by reducing chronic, unre-
mitting psychosocial stress before
pregnancy.
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vider is interested in their psychosocial as
well as their physical health.

Intimate partner violence, sexual vio-
lence outside of an intimate relationship
(usually rape), and maltreatment (abuse
or neglect) as a child or adolescent, all
place a woman at elevated risk during a
pregnancy; they also have possible ad-
verse impacts on the fetus, the infant,
and the child. This article will consider 3
types of psychosocial risks: inadequate
financial resources, inability to easily ac-
cess healthcare, and intimate partner and
other types of violence. (Discrimination
on the basis of race, ethnicity, sexual
preference, and similar factors are also
major psychosocial stressors, but this ar-
ticle is limited to those risks that can be
affected by the healthcare provider.)

Inadequate financial resources
Burden of suffering

Approximately 13% of women ages
18-64 years have incomes that put them
below the federal poverty level. Women
in the prime childbearing years are even
more likely to be poor: 21% of women
ages 18-24 years and 15% of women ages
25-44 years are below the poverty level.?
In 2006, 29% of women ages 18-64 years
were in the “low income” category (be-
low 200% of the federal poverty level),
including 42% of women ages 18-24
years and 34% of women ages 25-24
years.” In 2006, 4 million (3/10) female-
headed households with children were
living in poverty.* Poverty or low income
status makes it difficult to obtain the
food, shelter, and other necessities of life
that make it possible to experience a
healthy pregnancy.”® For example, in
2003-2004, 38% of poor women were
food insecure (worried about food sup-
plies, skipped meals, or did not eat dur-
ing a day because there was not enough
money for food), despite the fact that
one third of food stamp recipients are
women ages 18-35 years.”

How detectable is the condition?

A few simple questions allow a health-
care provider to ascertain a woman’s
economic status: is she receiving Medic-
aid, Temporary Assistance to Needy
Families (TANF or “welfare”), food

stamps, or housing assistance? Are her
children receiving free school lunches or
breakfasts? However, not all women who
could use economic assistance are re-
ceiving any or all of the benefits to which
they are entitled. Moreover, undocu-
mented women and those who have
been in the country legally for less than 2
years are ineligible for some benefits.
When providers suspect that a woman is
not receiving the economic assistance
that she needs, they need to probe gently.
For example, they could ask whether she
has problems paying her regular house-
hold expenses, or refer her to a social ser-
vice agency that can make such a deter-
mination. Certain facilities, such as
community health centers and WIC and
food stamp offices, may also offer on-site
assistance with applications for various
benefits, including Medicaid.

How effective are the current
treatments?

Federal, state, and local governments
have programs to assist women with no
earnings or very low earnings. Women
who fall below 200% of the federal pov-
erty level should be referred to the local
welfare agency or a private social ser-
vice agency to ensure that they are re-
ceiving all the benefits for which they
are eligible. Unfortunately, benefit
programs are seldom able to lift
women out of poverty.

Impact of preconception care

It seems reasonable to assume that if a
woman’s economic situation can be im-
proved before the pregnancy, she is more
likely to be healthy after conception, be-
cause increased income can reduce fi-
nancial stress, improve food security,
and improve well-being in other ways.
However, there are no data to prove this
assumption.

Recommendation. All women should
be asked about their economic status and
those who appear to be struggling finan-
cially should be referred to an agency
that can check their eligibility for various
types of financial assistance. Strength of
recommendation: C; quality of evidence:
I1I.

Inability to easily

access healthcare

Burden of suffering

An unknown percentage of women of
childbearing age have difficulty access-
ing the primary care services needed for
preconception care. Usually this is due to
lack of insurance: national surveys indi-
cate that uninsured women (67%) are
less likely than women with either pri-
vate (90%) or public insurance (Medic-
aid: 88%) to have had a provider visit in
the past year.® Difficulty in access, how-
ever, may also be due to living in an area
with an insufficient number of provid-
ers. Certainly all women who are unin-
sured, and possible many who are on
Medicaid and have difficulty finding
providers who will accept Medicaid,
have access problems. In 2004-2005,
19% of women ages 18-64 years were un-
insured and 10% were on Medicaid.’

How detectable is the condition?
If asked, women are usually willing to
admit difficulties in accessing care.

How effective are the current
treatments?

Although most pregnant women are eli-
gible for Medicaid (states differ in eligi-
bility based on poverty status and on
coverage of undocumented women and
those who have been in the country le-
gally for less than 2 years), in most states
they lose their pregnancy-related eligi-
bility by 60 days postpartum, unless the
state has a federal waiver to expand fam-
ily planning and sometimes other ser-
vices. Some women remain Medicaid-el-
igible because they qualify for TANF or
Supplemental Security Income benefits,
or are so poor that they meet income el-
igibility guidelines. Because Medicaid
covers a wide range of benefits, those
who have Medicaid should be able to
access preventive and primary care in
community health centers, hospital out-
patient departments, or health depart-
ments, if private providers refuse to ac-
cept them as patients. The problems of
geographic access are not easily solved.
Undocumented women and those who
have been in the country legally for less
than 2 years are not eligible for Medicaid
and will have problems accessing care,
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although many health departments,
community health centers, and hospital
outpatient departments will serve them.

Impact of preconception care

For a woman to receive preconception
care or to obtain prenatal care early in
her pregnancy, she must have access to a
source of primary care. Thus, it is urgent
that access be ensured before pregnancy
occurs.

Recommendation. All women should
be asked about their health insurance
coverage and their usual source of care. If
they do not have health insurance, they
should be referred to a welfare office,
Medicaid outstation site, or a private so-
cial service agency to determine their el-
igibility for public insurance. If they do
not have a usual source of care, one
should be established that will accept
their insurance coverage or provide care
free of charge or on a sliding fee basis.
Strength of recommendation: C; quality of
evidence: I11.

Intimate partner violence,

sexual violence, and

childhood maltreatment

Burden of suffering

Intimate partner violence, sexual vio-
lence outside of an intimate relationship
(usually rape), and maltreatment (abuse
or neglect) as a child or adolescent all
place a woman at elevated risk during a
pregnancy, and also have possible ad-
verse impacts on the fetus, the infant,
and the child.

The Centers for Disease Control
(CDC) and Prevention define interper-
sonal violence as physical abuse, sexual
abuse, threats of physical or sexual
abuse, and/or emotional abuse that oc-
curs between 2 people in a close relation-
ship, including current and former
spouses and dating partners.'® The Na-
tional Violence against Women Survey
conducted in the late 1990s reported that
25% of surveyed women said that they
were raped and/or physically assaulted
by a current or former spouse, cohabitat-
ing partner, or date at some time in their
lifetime, and 1.5% said that such an
event had occurred in the previous 12
months. The survey estimated that ap-
proximately 4.8 million intimate partner

rapes and physical assaults are experi-
enced annually by women in the United
States.'' The 2005 Behavioral Risk Fac-
tor Surveillance System found that more
than 10,000 women 18 years or older
(23.6%) had a lifetime history of inter-
personal violence. Those who experi-
enced interpersonal violence were more
likely to report current adverse health
conditions and health risk behaviors."*

Interpersonal violence is a critical re-
productive health problem for women.
If a physical assault occurs during preg-
nancy—as in an estimated 4% to 8% of
pregnancies'’—there is the possibility of
harm to the fetus, as well as to the
woman. Physical, sexual, and emotional
abuse before a pregnancy can also take a
significant toll. Abuse before a preg-
nancy puts a woman at risk for abuse
during the pregnancy. A North Carolina
study found that the prevalence of phys-
ical abuse before pregnancy was 6.9%;
during pregnancy, 6.1%; and after a
mean of 3.6 months postpartum, 3.2%.
Almost three-fifths (59%) of those
abused in the year before their pregnancy
were abused during the pregnancy.'*
Moreover, several literature reviews have
found strong associations between inter-
personal violence and a wide range of be-
haviors and conditions that could ad-
versely affect a pregnancy, including
inconsistent contraception use, un-
planned pregnancies, sexually transmit-
ted diseases, depression, and posttrau-
matic stress disorder.'>'® Although the
literature linking interpersonal violence
to poor pregnancy outcomes is less con-
clusive, it is likely that it is associated
with low birthweight and preterm
birth.'”'® If emotional abuse occurs be-
fore a pregnancy, there is the possibility
of its continuing during the pregnancy
and of psychological damage to the
woman that may interfere with a healthy
pregnancy and with positive parenting
practices.

Sexual violence, which may occur
within or outside a domestic situation,
has also been associated with adverse ef-
fects on women’s physical and mental
health. According to 1 review, 27% of
women in national surveys report a his-
tory of childhood sexual abuse and 15%
report having experienced a rape at some
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time in their life. Pregnant women who
have experienced sexual violence are
more likely to be severely depressed, as
well as to use cigarettes, alcohol, or drugs
during pregnancy. The risk of poor re-
productive health outcomes may in-
crease with the severity of the sexual
violence."”

In 2005, an estimated 899,000 children
in the United States were victims of
abuse or neglect—51% of whom were
girls.”” Maltreatment as a child or an ad-
olescent may have psychological conse-
quences that reach into the reproductive
years. A study of abuse found abuse in
adolescent dating relationships to be as-
sociated with depression, substance
abuse, and antisocial behavior among
females.”!

How detectable is the condition?

Screening for ongoing interpersonal vio-

lence and for a history of interpersonal

violence, sexual violence, and child mal-
treatment should be incorporated into
routine care by all healthcare providers.

Studies show that women believe it is
appropriate for healthcare providers to
ask about interpersonal violence but that
they will not report it spontaneously.*>*
Thus, informal and formal screening
tools are advised. The American College
of Obstetricians and Gynecologists
(ACOG) and the CDC and Prevention
have developed a slide lecture on “Inti-
mate Partner Violence during Preg-
nancy, A Guide for Clinicians,” which
can be downloaded from the CDC web-
site.”* ACOG recommends the following
statement and questions:

Violence is a problem for many
women. Because it affects health and
well-being, I ask all my patients about it.
1. In the last year (since I saw you last),

have you been hit, slapped, kicked, or
otherwise physically hurt by someone?
(If yes, by whom? Number of times?
Nature of injury?)

2. Since you’ve been pregnant, have you
been hit, slapped, kicked, or other-
wise physically hurt by someone? (If
yes, by whom? Number of times? Na-
ture of injury?)

3. Within thelast year, has anyone made
you do something sexual that you
didn’t want to do? (If yes, who?)



4. Areyou afraid of your partner or any-
one else?

A randomized trial of screening in-
struments and procedures for interper-
sonal violence found that women pre-
ferred self-completed approaches, using
either paper and pencil or a computer, to
face-to-face questioning.”® Despite the
recommendations of several groups, and
the availability of screening instruments,
only a small percentage of providers ac-
tually screen routinely.**”

How effective are the current
treatments?

Women who are currently being abused
should be referred to appropriate agen-
cies. Interventions to modify the behav-
ior of batterers have not proven effective;
however, healthcare providers can assist
women who are currently being abused
both by encouraging them to be safer, ie,
have safety plans, and by suggesting sep-
aration of the woman from a current
abuser by legal and other means. Psycho-
logical treatment should be sought for
women who have experienced interper-
sonal violence, sexual violence, or child
maltreatment in the past because of the
possibility of sequelae that could impact
a pregnancy.

Impact of preconception care
Identification and separation of a
woman from a current abuser should
take place before pregnancy to prevent
the possibility of violence during preg-
nancy. Identification of a woman who
has experienced interpersonal violence,
sexual violence, or child maltreatment in
the past should also occur before preg-
nancy so that any psychological trauma
can be treated and possible adverse ef-
fects minimized. One study found that
abuse assessment, providing informa-
tion about sources of assistance and
about safety plans, and a nurse case man-
agement protocol reduced the level of in-
terpersonal violence and helped women
to adopt safety behaviors.*®
Recommendation. All women should be
asked about their experiences of physical,
sexual, or emotional violence from any
source (parents, intimate partners, or
strangers) currently, in the recent past, or
as children. For those who are being

abused, or have been abused in the recent
past, the provider should express strong
concern and willingness to assist in cor-
recting the abusive situation. Appropriate
evaluation, counseling and treatment for
physical injuries, sexually transmitted in-
fections, unintended pregnancy, and psy-
chological trauma should be offered, in-
cluding the provision of emergency
contraception and empiric antimicrobial
therapy in the case of sexual assault.
Women should be offered information
about community agencies that specialize
in abuse for counseling, legal advice, and
other services. Every clinician who sees
women should have a list of such agencies
easily available. Surprisingly, in 2004, the
United States Preventive Services Task
Force stated that it “found insufficient ev-
idence to recommend for or against rou-
tine screening . . . of women for intimate
partner violence . . .”* Clearly, additional
research is needed to provide the evidence
needed for a recommendation that would
be in agreement with professional groups.
Women should also be asked about abuse
or sexual violence in their past and referred
for appropriate counseling. Strength of rec-
ommendation: C; quality of evidence: 111.

Conclusion

Most of the attention currently being paid
to preconception care has focused on
physical health and health behaviors, but
in the absence of adequate financial re-
sources and access to care, it is unlikely that
women can obtain preconception care or
achieve optimal preconception health.
Thus, obtaining information about these
factors during the preconception period is
essential. In addition, physical or sexual
abuse before pregnancy or a history of such
abuse in the past has the potential to cause
significant harm to the mother, the fetus,
and the newborn infant. Thus, primary
care providers should empathetically in-
quire about these psychosocial risks if they
are present, and be prepared to provide or
refer for assistance.
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The clinical content of preconception care:
the use of medications and supplements
among women of reproductive age

Anne L. Dunlop, MD, MPH; Paula M. Gardiner, MD, MPH; Cynthia S. Shellhaas, MD, MPH;
M. Kathryn Menard, MD, MPH; Melissa A. McDiarmid, MD, MPH

M edication usage among pregnant
women and women of reproduc-

tive age is common. A survey of women
giving birth in Oklahoma' reports that
the average number of medications
taken during pregnancy ranged from
1.6-2.9 (excluding vitamin and mineral
supplements), depending on the trimes-
ter. The same survey reported that 54%
of all products consumed in pregnancy
were over-the-counter (OTC) medica-
tions. Another source estimates that
more than 80% of pregnant women take
OTC or prescription drugs during preg-
nancy.” National surveys among women
of reproductive age document that
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The use of prescription and over-the-counter medications and dietary supplements are
common among women of reproductive age. For medications, little information about the
teratogenic risks or safety is available, as pregnant women are traditionally excluded from
clinical trials, and premarketing animal studies do not necessarily predict the effects of
treatment in human pregnancy. Even less is typically known about the effects of dietary
supplements on pregnancy outcomes, as they are not held to the same rigorous safety
and efficacy standards as prescription medications. Congenital anomalies associated with
medication use are potentially preventable, because they are linked with modifiable
maternal exposures during the period of organogenesis. However, as women of repro-
ductive age experience acute and chronic conditions that can result in adverse outcomes
for the woman and her offspring, the benefits of use of a particular medication before or
garly in pregnancy may outweigh the risks. Resources and principles outlined in this
article will aid healthcare providers in selecting appropriate medication regimens for
women of reproductive age, particularly those with chronic health conditions, those who

are planning a pregnancy, and those who may become pregnant.
Key words: medication, preconception, prescription, teratogen
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chronic conditions often requiring the
ongoing administration of medications
for maintenance are not uncommon
among women of reproductive age.” As
maternal age and body mass index in-
crease, it is likely that an even greater
proportion of women who are planning
a pregnancy or who could become preg-
nant will have chronic diseases that ne-
cessitate prescription medications.
Presently, congenital anomalies are
among the leading causes of infant mor-
tality in the United States.” It is estimated
that approximately 10-15% of congeni-
tal anomalies are due to teratogenic ma-
ternal exposures. Congenital anomalies
caused by teratogenic exposures, such as
certain medications, are considered pre-
ventable, as they are linked with modifi-
able maternal exposures during the pe-
riod of organogenesis.” It follows that
maternal avoidance of teratogenic expo-
sures would minimize congenital anom-
alies. However, as women of reproduc-
tive age and those who are pregnant
experience acute and chronic health
conditions that must be medically man-

aged, in many instances avoidance of med-
ications is neither possible nor advisable.
The benefits of medication use during
pregnancy are not restricted to the re-
covery of maternal health, but extend to
the protection of the fetus in many in-
stances. Poorly controlled diabetes mel-
litus is teratogenic, whereas the appro-
priate management of diabetic pregnant
women can prevent diabetic embryopa-
thy.® Uncontrolled asthma can decrease
oxygen in the fetal blood, possibly im-
pairing fetal growth and survival.” Un-
controlled high blood pressure increases
the risks of placental problems and fetal
growth retardation.® The treatment of
infectious diseases of the reproductive
tract can significantly reduce the preva-
lence of preterm birth and its effects."”
For all pregnant women infected with
HIV, the Center for Disease Control
(CDC) recommends the drug zidovu-
dine (AZT) to minimize perinatal trans-
mission.'” The periconceptional use of
folic acid can prevent most neural tube
defects'' and a considerable number of
congenital anomalies of the cardiovascu-
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FDA classification of medication safety during pregnancy

Category Description

A Adequate, well-controlled studies in pregnant women have not shown an increased risk of fetal abnormalities.

B Animal studies have revealed no evidence of harm to the fetus; however, there are no adequate and well-controlled studies in
pregnant women; or animal studies have shown an adverse effect, but adequate and well-controlled studies in pregnant women
have failed to demonstrate a risk to the fetus.

C Animal studies have shown an adverse effect and there are no adequate and well-controlled studies in pregnant women; or no
animal studies have been conducted and there are no adequate and well-controlled studies in pregnant women.

D Studies, adequate well-controlled or observational, in pregnant women have demonstrated a risk to the fetus. However, the benefits
of therapy may outweigh the potential risk.

X Studies, adequate well-controlled or observational, in animals or pregnant women have demonstrated positive evidence of fetal
abnormalities. The use of the product is contraindicated in women who are or may become pregnant.

Dunlop. The clinical content of preconception care: the use of medications and supplements among women of reproductive age. Am ] Obstet Gynecol 2008.

lar system, urinary tract, and limb
deficiencies.'>"?

Teratogenicity is a complex process
and is dependent on the timing of the
exposure in relation to the gestational
age, the dose, and route of administra-
tion. The developmental stage of the
conceptus is particularly critical in deter-
mining teratogencity. For example, after
24 weeks’ gestation, the antibiotic tetra-
cycline can cause permanent staining of
the offspring’s teeth. During the second
and third trimesters, angiotensin-con-
verting enzyme (ACE) inhibitors can
damage the fetal kidneys. The period of
greatest sensitivity to most teratogenic
exposures is the period of organogenesis,
from 18-60 days postconception (ap-
proximately 4.5-11 weeks after the last
menstrual period).'* Exposures after the
period of organogenesis usually do not
result in structural anomalies, although
there are exceptions. Rather, teratogenic
exposures during the fetal period (after
60 days postconception) typically result
in growth restriction or functional disor-
ders of the central nervous system, kid-
neys, or other organs.

The dose and route of administration
of the agent are other important features
of potential teratogenicity. Teratogenic
effects occur only when the dose of an
agent exceeds a threshold."”” Higher
doses and chronic exposures are of more
concern than lower doses and single ex-
posures. A teratogenic effect is less likely
with the use of dermal agents with min-
imal systemic absorption. Finally, the
way in which the woman or offspring

metabolize an agent is influenced by ge-
notype, which ultimately determines the
effective “dose” of the exposure. Pro-
cesses relevant to medication processing
that are influenced by genotype include
metabolism, receptor binding, drug dis-
tribution, placental transport, and cellu-
lar sensitivity. In addition, physiologic
changes that occur during pregnancy
and affect the pharmacokinetics and/or
pharmacodynamics include: changes in
body weight and body composition; de-
layed gastric emptying and gastrointesti-
nal transit time; expanded plasma vol-
ume; increased cardiac output and blood
flow to the uterus, kidneys, skin, and
mammary glands; decreased plasma al-
bumin; increased glomerular filtration
rate; and changes in the activity of he-
patic enzymes.16 It may be necessary to
adjust the dosage and/or frequency of
medication used during pregnancy.

For most medications, little informa-
tion about teratogenic risk or safety is
available at the time of marketing, as
pregnant women are traditionally ex-
cluded from clinical trials. Premarketing
animal studies do not necessarily predict
the effects of treatment in human preg-
nancy. Medications for which there were
false-negative animal teratology studies
include captopril, enalapril, carbima-
zole, methimazole, and misoprostol. Al-
though comparably more research has
been performed on hypertension, de-
pression, and other conditions that com-
monly occur in women of reproductive
age, no areas can be considered well-
studied in pregnancy. A review con-
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ducted in 2001 concluded that there was
not enough information to assess the ter-
atogenic risk or safety during pregnancy
of more than 90% of prescription medi-
cations approved by the US Food and
Drug Administration (FDA) in the pre-
vious 20 years.'” Gaps in information are
even more substantial for OTC and di-
etary supplements.

Given the above, it can be difficult for
health care providers and women to de-
cide whether to use a given medication
during pregnancy as well as for women
who are planning to or who could be-
come pregnant. The decision must be in-
dividualized according to the woman
and her unique circumstances, consider-
ing the balance of risks, benefits, and ef-
ficacy of treatment for mother and fetus.
There are resources available to aid
health care providers and women in their
medical decision-making. The US FDA
uses a risk classification system for med-
ications based on data from human and
animal studies to help interpret the risks
associated with use of medications dur-
ing pregnancy.'® The current FDA clas-
sification system uses the letters A, B, C,
D, and X for the 5 categories (Table 1).
Drugs for which there is evidence of fetal
risk but “the potential benefits from the
use of the drug in pregnant women may
be acceptable despite its potential risks”
are classified as class D. Drugs that are
“contraindicated in women who are or
may become pregnant” are classified as
class X. Critics of the FDA classification
system argue that the risk categories are
limited in that they do not indicate the



risk based on time during gestation in
which the medication is used and that
the letters imply a gradation of risk that
does not necessarily exist. In actuality,
category X reflects a benefit-risk judg-
ment, but drugs in this category may be
no more toxic than those in categories C
or D. An understanding of both the value
and limitations of the FDA categories of
risk is necessary for counseling women
of reproductive age who have taken or
may need to take a given medication. In
response to criticism of the current sys-
tem of classification, the FDA has pro-
posed to amend its regulations concern-
ing the format and content of the
“Pregnancy,” “Labor and delivery,” and
“Nursing mothers” subsections of the
“Use in Specific Populations” section of
the labeling for human prescription drug
and biological products. Specifically, the
FDA is proposing to require that labeling
includes a summary of the risks of using
a drug during pregnancy and lactation, a
discussion of the data supporting that
summary, and relevant clinical informa-
tion to help health care providers make
prescribing decisions and counsel
women about the use of drugs during
pregnancy and/or lactation. The pro-
posal would eliminate the current preg-
nancy categories A, B, C, D, and X."’

There are several additional resources
that healthcare providers may utilize.
The textbook Drugs in Pregnancy and
Lactation® includes a fetal risk summary
containing a review of literature about a
particular drug to provide more data for
decision making by the prescribing
health care provider. Complete and up-
to-date information regarding medica-
tion teratogenic risks can be found on
the online REPRORISK system (www.
reprotox.org), available from Micro-
medex, which contains periodically up-
dated, scientifically reviewed resources.
In addition, the Organization of Teratol-
ogy Information Specialists has compiled
“fact sheets” on various prescription
and OTC medications and supplements
(available at http://otispregnancy.org/
otis_fact_sheets.asp).

More details about preconception
considerations for various prescription
and OTC medications and supplements
are found below.

Prescription medications

A recent study finds that 1 of every 13
visits made to ambulatory practices by
women of reproductive age results in the
prescription of a potentially teratogenic
(class D or X) medication. The same sur-
vey found that contraceptive counseling
was provided on less than 20% of visits
that documented use of a potential terat-
ogen by a woman of reproductive age,
and that women using low-risk drugs
(class A or B) received contraceptive
counseling as frequently as women using
potential teratogens. A table of medica-
tions generally accepted to be contrain-
dicated in the preconception period and
pregnancy is found in Table 2. A more
complete listing of potential teratogens
(class D or X) is found as an appendix in
the article by Schwarz et al.*!

Recommendations by other groups
Several professional organizations have
issued recommendations regarding the
use of drugs related to their specialty in
pregnancy. Specifically, there are estab-
lished practice guidelines for use of
medications to manage diabetes,”* hy-
pertension,” seizure disorders,** thyroid
disorders,” disorders requiring anticoag-
ulation,”® asthma,”” gastrointestinal disor-
ders,™® tuberculosis,*® sexually transmitted
infections including HIV,”'® migraine
headaches,” the management of acne
using isotretinoin, and psychiatric and
psychologic disorders (including de-
pression and bipolar disorders).>"** Re-
cently, the FDA has changed the labeling
of paroxetine (Paxil) from class C to D
based on the results of recent studies sug-
gesting that the drug increases the risk of
birth defects, particularly heart defects,
when women take it during the first 3
months of pregnancy.’”
Recommendation. All women of re-
productive age should be screened for
the use of teratogenic medications and
should receive counseling about the po-
tential impact of chronic health condi-
tions and medications on pregnancy
outcomes for mother and child. When-
ever possible, potentially teratogenic
medications should be switched to safer
medications before conception. For
women with chronic conditions with se-
rious morbidity (to mother and infant),

the fewest number and lowest dosages of
essential medications that control ma-
ternal disease should be used. For
women not desiring pregnancy, a plan
for contraception should be addressed
and initiated. Strength of recommenda-
tion: A; quality of evidence: 11-2.

0TC medications

Commonly used OTC medications
among women of reproductive age in-
clude analgesics; cough, cold, and allergy
remedies; and remedies for gastrointes-
tinal upset.>*?> The safety of commonly
used examples of these OTC medica-
tions are given in Table 3.

Related recommendations
by other groups
As part of a preconception care visit, the
American College of Obstetricians and
Gynecologists (ACOG) recommends
that women inform their health care
provider of their use of OTC medica-
tions. The ACOG also recommends that
women who are pregnant talk to their
doctor before using any OTC medica-
tion during pregnancy.
Recommendation. Health care provid-
ers should educate women of reproduc-
tive age about the need to discuss the use
of OTC medications with their provider
when planning a pregnancy. Women
should be specifically advised not to use
aspirin if they are planning a pregnancy
or become pregnant. Strength of recom-
mendation: A; quality of evidence: 111.

Dietary Supplements

The 1994 Dietary Supplement Health
and Education Act (DSHEA) defined di-
etary supplements (DSs) as vitamin,
mineral, herb/botanical, amino acid, en-
zyme, protein, probiotic, glandular, or
hormone-like substances. Various na-
tional surveys have estimated that
18-52% of the US population uses di-
etary supplements and many women use
dietary supplements before and during
pregnancy.”®® In the United States, di-
etary supplements are not regulated in
the same way as prescription medica-
tions and do not necessarily undergo
clinical trials for safety and efficacy, espe-
cially in pregnancy. However, concerns
about safety, effectiveness, quality con-
trol, contamination, adverse events, and
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TABLE 2

Agent

Medications contraindicated (class X) in pregnancy

Comments

and angiotension Il receptor blockers

Angiotensin-converting enzyme inhibitors (antihypertensive),

May cause kidney abnormalities in fetus when used in 2nd or 3rd trimesters.

HMG-CoA reductase inhibitors (statins)

A range of abnormalities has been reported for exposures during the 4th-9th
week of gestation.

Androgens and testosterone derivatives

Cause masculinization of female fetus.

Carbamazapine (anticonvulsant)

Risk of fetal death, mental retardation, and malformed hearts, genitals, cleft
palates, and arteries. Should be switched to another, less teratogenic agent
before conception whenever possible. Use should be reserved only for cases
where benefit outweighs risk.

Coumadin derivatives

Risk of bone and cartilage deformities, mental retardation, and vision problems.
Should be switched to heparin before conception whenever possible.

Folic acid antagonists

Risk of spontaneous abortion and malformations.

Leflunomide, thalidomide

Risk of limb deformities. Use only with strict pregnancy prevention protocols.

Lithium (antidepressant)

Associated with increased risk of cardiovascular anomalies.

Phenytoin (anticonvulsant)

Risk of fetal hydantoin syndrome, including intrauterine growth restriction with
small head circumference, dysmorphic facies, orofacial clefts, cardiac defects,
and distal digital hypoplasia. Use should be reserved only for when benefit
outweighs risk.

Streptomycin and kanamycin (antiinfective)

Risk of ototoxicity.

Tetracycline (antiinfective)

Risk to developing bones and teeth causing discoloration of teeth and skeletal
abnormalities.

Valproic acid (anticonvulsive)

Risk of central nervous system dysfunction, spina bifida, development delay,
intrauterine growth retardation, and cardiac anomalies. Should be switched to
another, less teratogenic agent before conception whenever possible. If benefit
of use outweighs risk, should be administered in 3-4 divided doses and should

not be combined with carbamazapine and phenobarbitol.

Isotretinoin, known as Accutane (antiacne)

Elevated risk of spontaneous abortion and many anomalies.

Information from Briggs et al.'®

Dunlop. The clinical content of preconception care: the use of medications and supplements among women of reproductive age. Am J Obstet Gynecol 2008.

interactions with medications have been
raised in the literature about dietary sup-
plements.” Although many health care
professionals will recommend certain
dietary supplements before and during
pregnancy (eg, folate, iron, and cal-
cium), the safety and efficacy of many
dietary supplements (eg, botanicals and
weight loss products) has not been
well established before or during preg-
nancy.*’ Most of the data available have
been based on case reports, animal stud-
ies, and retrospective studies. Clinical
trials evaluating the safety and efficacy of
dietary supplements before and during
pregnancy are needed especially for vita-
min D, fish oil, and botanical products. It
is critical that all health care profession-
als ask their patients what vitamins, min-

erals, herbs, traditional remedies, and
other dietary supplements they are using.

Recommendations by other groups
Health Canada has reported that at this
time there is not enough scientific infor-
mation about the safety of various herbs
and herbal products to recommend their
general use during pregnancy and lacta-
tion. Women should use these products
cautiously, and critically examine any in-
formation about their proposed benefits.*'
Recommendation. Health care provid-
ers should educate women of reproduc-
tive age about the need to discuss the use
of dietary supplements before preg-
nancy, including herbs, weight loss
products, and sport supplements, and
should caution women about the un-
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known safety profile of many supple-
ments. High-quality and prescription-
quality dietary supplements should be
encouraged. Strength of recommenda-
tion: A; quality of evidence: 1I-C.

Conclusion

Given the widespread use of prescription
and OTC medications and dietary sup-
plements—including herbs, weight loss
products, and sport supplements—
among women of reproductive age, the
growing prevalence of women with
chronic conditions during their repro-
ductive years, and the unknown safety
profile or known risk of teratogenicity of
many medications and supplements,
health care providers should educate
women of reproductive age about the
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TABLE 3
FDA classification of common over-the-counter medications
FDA Class

Drug name by Trimester Drug Class Use in Pregnancy

Analgesics

Acetominophen B/B/B Nonnarcotic Pain reliever of choice.

Aspirin D/D/D Salicylate Not recommended except for specific indications; associated with increased
perinatal mortality, neonatal hemorrhage, decreased birth weight, prolonged
gestation and labor, and possible teratogenicity.

Ibuprofen B/B/D NSAID Avoid in 3rd trimester; associated with oligohydramnios, premature closure

Ketoprofen B/B/D NSAID of the fetal ductus arteriosus with subsequent persistent pulmonary

Naproxen B/B/D NSAID hypertension of the newborn infant, fetal nephrotoxicity, and periventricular
hemorrhage.

Cough and cold remedies

Chlorpheniramine B Antihistamine Antihistamine of choice.

Pseudoephedrine B Decongestant Oral decongestant of choice; possible association with gastroschisis.

Guaifenesin C Expectorant Possible increased risk of neural tube defects.

Dextromethorphan C Antitussive Appears to be safe in pregnancy.

Diphenhydramine B Antihistamine Possible oxytocin-like effects at high dosages.

Clemastine B Antihistamine Unknown safety profile.

Gastrointestinal remedies

Aluminum hydroxide/ B Antacid Appears to be safe in pregnancy.

Magnesium hydroxide

Calcium carbonate C Antacid Appears to be safe in pregnancy.

Simethicone C Antiflatulant Appears to be safe in pregnancy.

Cimetadine B Antihistamine Preferred after antacids; generally regarded as safe.

Ranitidine B Antihistamine Preferred after antacids; generally regarded as safe.

Nizatidine C Antihistamine Not recommended because of adverse animal studies.

Famotidine B Antihistamine Probably safe; data needed.

FDA, Food and Drug Administration.

Adapted with permission from “Over the Counter Medications in Pregnancy,” June 15, 2003, American Family Physician.*3

Dunlop. The clinical content of preconception care: the use of medications and supplements among women of reproductive age. Am ] Obstet Gynecol 2008.

need to discuss the use of all medications
and supplements with their health care
provider, particularly if they are plan-
ning a pregnancy or could become preg-
nant. Numerous resources exist to aid
health care providers in selecting appro-
priate medications that balance the risk
and benefit (for both the woman and any
offspring she may conceive) of using
particular medications while planning a
pregnancy or during pregnancy.

In medically managing the chronic and
acute health conditions women may face
while planning a pregnancy, it is useful to
classify medications as either “essential” or
“nonessential.” Essential medications are
those necessary to treat diseases with seri-

ous morbidity for the women and/or her
fetus. Nonessential medications are those
used to treat conditions without serious
morbidity. In general, the goals of precon-
ception medical management include the
following**:

1. Identify the pattern of medica-
tion and supplement use before
conception.

2. Counsel women with chronic condi-
tions about the potential impact of
the condition and its various treat-
ments on the health of the woman
and the fetus. Provide preconception
counseling of women for whom
drugs are essential to allow them to

. Establish

. Manage all

make informed decisions regarding
the avoidance or timing of pregnancy.
effective treatment for
chronic conditions before conception.

chronic  conditions
and acute illnesses throughout

pregnancy.

. Counsel women to avoid the use of

nonessential medications, including
prescription (eg, isotretinoin for
acne) and OTC medications and di-
etary or herbal supplements.

. Avoid the use of medications with

high teratogenic risk when equally ef-
fective treatments with lower risks are
available, for example, warfarin (an
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anticoagulant), and valproic acid (an
anticonvulsant).

7. Limit the use of essential medications
to the smallest number of drugs pos-
sible that will effectively treat mater-
nal disease without compromising
the health of the woman or her fetus.

8. Limit each essential medication to the
smallest dose that can be used to ef-
fectively treat maternal disease with-
out compromising the health of the
woman or her fetus. [
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The clinical content of preconception
care: reproductive history

Phillip G. Stubblefield, MD; Dean V. Coonrod, MD; Uma M. Reddy, MD, MPH; Raja Sayegh, MD;
Wanda Nicholson, MD, MPH, MBA; Daniel F. Rychlik, MD; Brian W. Jack, MD

P reconception risk assessment in-
cludes a comprehensive evaluation
of a woman’s reproductive history to
identify factors related to previous poor
pregnancy outcomes that may be ame-
nable to intervention before any future
pregnancies occur."” Because an adverse
outcome in an earlier pregnancy is asso-
ciated with an increased risk for adverse
outcomes in subsequent pregnancies, in-
formation such as previous spontaneous
abortion, preterm birth, fetal growth re-
striction, stillbirth, surgical delivery, dia-
betes, and pregnancy-induced hyperten-
sion should be collected.” Preconception
diagnosis and treatment of certain condi-
tions, including maternal autoimmune
disease and uterine malformations, may
reduce the risk of recurrent pregnancy
losses.

Prior low birthweight infant

Burden of suffering: A birthweight of less
than 2500 g includes infants that were
born preterm (< 37 weeks) and infants
that suffer from fetal growth restriction
(FGR), whether born before or after 37

www.AJOG.org
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A history of previous birth of a low birthweight infant, previous cesarean sections,
multiple previous spontaneous abortions, prior stillbirth, or uterine anomaly identifies
women at increased risk for recurrent abortion, preterm birth, or stillbirth. We review the
gvidence for the potential benefit of reproductive history in identifying strategies for
gvaluation and treatment to prevent recurrent adverse pregnancy outcome. We offer
gvidence-based recommendations for management of women with these histories.

Key words: low birthweight, preconception, preterm birth, reproductive history
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weeks. About 30% of preterm infants are
growth restricted as well.

Preterm birth

Preterm birth is now the leading cause of
neonatal death in the United States and
is the leading cause of infant mortality
for nonwhite babies.* Women who have
had a preterm birth have increased risk
for subsequent preterm birth.”® The
earlier in gestation the first preterm
birth, the greater the risk for another.
Women with 1 preterm birth before 35
weeks have a 16% risk of a second pre-
term birth. Risk increases to 41% after 2
preterm births and to 67% after 3 pre-
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term births.” Other than multiple gesta-
tions, previous preterm birth is often
found as the single most important risk
factor for another preterm birth among
multiparous women. Multivariate anal-
ysis in a large Alabama study of a primar-
ily low income population reported that
women with previous preterm delivery
had an odds ratio of 2.8 for preterm birth
in subsequent pregnancy.

The only other risk factor of similar
magnitude was prepregnancy maternal
weight of less than 50 kg.” Early preterm
delivery (23-27 weeks’ gestation) was
closely associated with subsequent early
preterm delivery (< 28 weeks).'° A pop-
ulation-based study from Texas con-
cluded that prior preterm birth ac-
counted for 10% of subsequent preterm
births.” A number of conditions are as-
sociated with recurrent preterm birth:
African American ethnicity, inflamma-
tory changes in the placenta, low mater-
nal prepregnant weight (< 50 kg) or
body mass index less than 19.8 kg/m?, a
large interpregnancy weightloss (> 5kg/
m?), cigarette smoking, short interpreg-
nancy interval (< 12 months), history of
cervical insufficiency, or short cervix on
transvaginal ultrasound during subse-
quent pregnancy.® All but the first 2
could potentially be influenced before
the next pregnancy. Maternal periodon-
tal disease is associated with increased
risk for preterm delivery. However,
treatment during pregnancy has not
been consistently beneficial. This prob-
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lem is considered in detail elsewhere in
this supplement."!

Fetal growth restriction

Growth-restricted fetuses account for al-
most half of all stillbirths."? They are also
at high risk for fetal asphyxia during la-
bor, meconium aspiration, serious neo-
natal morbidity, and death. Risk contin-
ues into childhood and adulthood. A
growing literature associates FGR birth
with hypertension, coronary artery dis-
ease, diabetes, obesity, and other chronic
health problems among adult survivors."

The etiology of FGR is complex but
can be described in 3 broad categories:
maternal, fetal, and placental.13’14 Ma-
ternal risk factors include low prepreg-
nancy weight, malnutrition, poor weight
gain during pregnancy, maternal age
younger than 16 years or older than 35
years, a short interpregnancy interval,
and smoking and substance abuse as well
as number of chronic maternal illnesses
that are detailed in other papers in this
supplement.

Chronic maternal vascular disease, hy-
pertension, renal insufficiency, diabetes
mellitus, and the collagen vascular dis-
eases (especially when complicated by
preeclampsia) account for nearly one-
third of FGR cases." Fetal risk factors in-
clude chromosomal abnormalities, a
number of genetic syndromes, fetal vi-
ral and protozoal infections, and mul-
tiple gestations. Placental factors in-
clude chronic placental abruption,
placenta previa, placental infarctions,
and chronic placental villitis. Placental
mosaicism accounts for up to 25% of un-
explained FGR. Malaria accounts for a
high proportion of FGR births and still-
births in areas in which transmission is
high.'>' The recurrence risk of FGR is
about 20%.

How detectable is the condition? In the
United States, virtually all infants are
weighed at birth, and women generally
know the birthweight of their infants.
Maternal illness can be identified by a
careful history and obtaining the pa-
tients’ medical records from the previous
delivery. Transvaginal measurement of
cervical length during a subsequent
pregnancy identifies women with a short

cervix (< 25 mm at 20-24 weeks, < 30
mm at 16-20 weeks) who have markedly
increased risk for preterm birth.®'¢
However, there are no validated, stan-
dardized ways to confirm a diagnosis of
cervical insufficiency prior to preg-
nancy.!” Determining the presence of
placental inflammation requires obtain-
ing a pathology report from the previous
low birthweight pregnancy. Pathological
examination of the placenta is not rou-
tine, although this is increasingly per-
formed in the case of an abnormal birth
outcome.

FGR is diagnosed in utero by ultra-
sound measurement of fetal biparietal
diameter, abdominal circumference, fe-
mur length, and calculated estimates of
fetal weight in comparison with stan-
dardized curves of these parameters ver-
sus gestational age. FGR is diagnosed in
the neonate by birthweight corrected for
gestational age. The usual criterion for
defining FGR is birthweight below the
10th percentile of births at that gesta-
tional age.

How effective are the current treat-
ments? Low maternal prepregnancy
weight and large interpregnancy weight
losses are important risks for both pre-
term birth and low birthweight, and
weight gain prior to pregnancy might re-
duce risk for these women, but this has
not been tested. The complex associa-
tions of body mass index with pregnancy
outcomes are described elsewhere in this
supplement.'®

Smoking cessation programs are effec-
tive in reducing pregnancy loss.'® Inter-
pregnancy interval can be extended by
contraception; however, no interven-
tional studies exist at present.

Incompetent cervix is identifiable in
some cases by a history of painless dila-
tation in the previous labor. Cervical cer-
clage procedures prior to pregnancy
have been used for many years for
women with a history of multiple late
midtrimester losses and appear effective
when compared with the same patient’s
past history, but there are no random-
ized prospective trials.'” A very large in-
ternational trial compared cerclage dur-
ing pregnancy plus bed rest with bed rest
alone and found a small but statistically
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significant reduction in delivery prior to
33 weeks and very low birthweight deliv-
eries.”® With the recognition that a short
cervix found by transvaginal ultrasound
during pregnancy identifies women at
risk for recurrent preterm delivery, there
is great interest in how to treat this
group. Most evidence to date is that cer-
vical cerclage during pregnancy is not
beneficial.>! However, in 1 metaanalysis,
risk of preterm birth was reduced by cer-
clage for the subgroup of women with a
singleton pregnancy, prior preterm de-
livery, and a short cervix by ultrasound
in the current pregnancy.22

Recent studies found highly signifi-
cant reductions in subsequent preterm
birth if women with a previous preterm
infant are treated with injections of 17-
hydroxyprogesterone caproate from 16
to 36 weeks of gestation.”> Additional
benefits include reductions in neonatal
death, respiratory distress syndrome,
bronchopulmonary dysplasia, intraven-
tricular hemorrhage, and necrotizing
enterocolitis in the progesterone-treated
group. Similar benefits have been re-
ported with daily use of vaginal suppos-
itories of natural progesterone.* A 2005
metaanalysis of 10 trials confirmed these
findings.”> Use of progestational agents
once labor has started is not effective. Re-
cent evidence suggests that progesterone
is of benefit to women with a shortened
cervix.”® 17-Hydroxyprogesterone cap-
roate is presently available only through
compounding pharmacies. It has been
granted orphan drug status by the US
Food and Drug Administration (FDA).
An FDA panel has recommended ap-
proval for the indication of preventing
preterm birth.”” Progesterone supposi-
tories are also available only through
compounding pharmacists.

Dietary long-chain polyunsaturated
fatty acid supplementation is discussed
in the nutrition section of this supple-
ment.'®  Supplementation has been
found to slightly increase the mean ges-
tational length but not with any reduc-
tion in low birthweight, preterm birth,
or rate of preeclampsia.

Management of women with a history
of an FGR infant includes obtaining the
records of the previous pregnancy and



the infant if it survived and searching for
specific neonatal and maternal condi-
tions that may have been associated.
Chronic illnesses, especially those that
produce vascular disease, should be
managed to optimize the mother’s
health before pregnancy. Maternal expo-
sure to tobacco, alcohol, and cocaine
should be eliminated if possible. Pro-
grams that reduce maternal cigarette
smoking have been proven to reduce
FGR births.'”'* Risk for FGR decreases
when women with low body mass index
increase their weight between pregnan-
cies."” Because short interpregnancy in-
terval is associated with both preterm
birth and FGR, delaying conception to
allow for an interpregnancy interval of
18-24 months may be beneficial.

A portion of preterm births and FGR
result from multiple births occurring af-
ter in vitro fertilization (IVF). The fre-
quency of multiple births can be reduced
by reducing the number of embryos
transferred. Where FGR is associated
with specific genetic syndromes, gamete
donation, or IVF and preimplantation
genetics may offer a solution.'> Maternal
periodontal disease is associated with
both preterm birth and FGR, although
intervention programs during preg-
nancy have not been consistently effec-
tive, suggesting that dental care prior to
pregnancy may be necessary.

Impact of preconception care: Preconcep-
tion care provides the opportunity to
identify women at risk by determining
their pregnancy history. Women with
previous preterm or FGR infants should
be evaluated for remediable conditions
such as cervical insufficiency, cigarette
smoking, and low maternal weight and
chronic illness (for example, hyperten-
sion that may predispose them to an-
other preterm or FGR delivery). Plan-
ning of pregnancies is advised to avoid
short birth intervals and optimize man-
agement of maternal illness. Women
with a history of preterm birth should be
counseled about risk of recurrent pre-
term labor, the possible use of a proges-
tational agent in the next pregnancy, and
the need for early enrollment in prenatal
care to make treatment possible.

Recommendations by other groups: The
American College of Obstetricians and
Gynecologists (ACOG) notes both the
apparent benefits of progesterone for
high-risk women and the problem of no
commercial availability of 17-hydroxy-
progesterone caproate. The ACOG does
not make a clear recommendation to use
progesterone but states that its use
should be restricted to women with a
documented history of spontaneous
birth at < 37 weeks.?®

The ACOG does not recommend pre-
conception measures for previous FGR
birth but makes detailed suggestions for
screening during pregnancy and preg-
nancy management. Early ultrasound is
advised for all women with previous
FGR birth, as are subsequent ultra-
sounds to evaluate growth. Once FGR is
diagnosed, approximately weekly fetal
assessment with Doppler velocimetry,
contraction stress test, biophysical pro-
file, and nonstress testing with amniotic
fluid volume assessment are recom-
mended to reduce perinatal mortality.
When tests are abnormal, daily monitor-
ing is recommended with early delivery,
despite prematurity if fetal heart rate
testing and Doppler velocimetry become
abnormal.”

Recommendation. Pregnancy history
should be obtained from all reproduc-
tive-age women. Those with a history of
a preterm or FGR infant should be eval-
uated for remediable causes to be ad-
dressed before the next pregnancy.
Strength of recommendation: A; quality of
the evidence: 11-2.

Women with a previous spontaneous
preterm birth should be informed of the
potential benefit of treatment with pro-
gesterone in subsequent pregnancy.
Strength of recommendation: A; quality of
the evidence: I-b.

Prior cesarean delivery

Burden of suffering: In the United States,
cesarean delivery is the most commonly
performed obstetrical procedure. Thirty
percent of women undergo cesarean de-
livery, which is a 46% increase since
1996.%° A woman considering pregnancy
after a previous cesarean will be faced
with deciding the mode of delivery for
the next pregnancy: whether to have an

elective repeat cesarean or attempt a trial
of labor (TOL). If TOL is successful, the
patient can expect a faster recuperation
period, shorter hospital stay, lower risk
for postoperative complications (eg,
bowel injury, infection, blood loss),
lower risk of respiratory complications
in the newborn (eg, transient tachypnea
of the newborn), and higher likelihood
of having a successful trial of labor in fu-
ture pregnancies than a woman who un-
dergoes elective cesarean before labor.”
However, women who start a TOL may
still need a cesarean during labor for fail-
ure to progress or nonreassuring fetal
heart rate and are at risk for dehiscence
or complete uterine rupture (incidence 1
per 200 deliveries) during labor, with ex-
pulsion of the fetus into the mother’s ab-
domen, which maylead to death (4%) or
severe disability for the infant.’>** Ma-
ternal complications of uterine rupture
might include severe hemorrhage re-
quiring blood transfusion (1 per 90 de-
liveries) or hysterectomy (1 per 500
deliveries).>*°

An elective repeat cesarean section
prior to labor has fewer complications
than the same procedure performed
during labor but more than with a suc-
cessful TOL.>> However, multiple cesar-
eans increase risk for later pregnancies.
Rates of placenta previa have been re-
ported to range from 0.24% in patients
undergoing a first cesarean delivery to
6.74% in patients with 6 prior cesarean
deliveries.”® Among patients with a pla-
centa previa, the rate of accreta can range
between 3% in women with 1 prior ce-
sarean and 61%-67% among women
with 4 or more cesarean deliveries.”’ Pla-
centa accreta and its more severe varia-
tions, placenta increta and percreta, can
produce massive bleeding requiring
emergency hysterectomy and possibly
leading to death.

The decision to have a TOL or elective
repeat cesarean can best be made after
careful consultation with an obstetrician
or other expert health care provider and
is based on information about the previ-
ous cesarean, most especially the type of
uterine incision (whether low transverse,
low vertical, T incision, or classical) and
type of repair (whether single layer or 2
layer). Every effort should be made to
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obtain the official operative report for
the first cesarean.

The outcome of TOL is influenced by a
variety of factors:

e The type of incision. Transverse uter-
ine incision and lower segment verti-
cal incisions have the least risk for
rupture, whereas classical vertical inci-
sions and T incisions increase risk for
rupture and are contraindications to
TOL.?® Rates of uterine rupture range
between 4% and 9% in women with
prior classical or T-shaped incisions.
Lower rates have been reported in
women with prior low vertical (1-7%)
or low transverse incisions (0.2-
1.5%).>%°>*% Most studies present
prior cesarean delivery as a composite
variable, essentially grouping all non-
transverse incisions into 1 category.
Therefore, it is difficult to provide rel-
ative risks for each type of incision.

e Type of repair. Whether the incision
was repaired with a single vs double-
layer uterine closure may be another
determinant of risk. Single-layer clo-
sures have been reported to confer a 4-
to 8-fold adjusted increase in risk for
uterine rupture during TOL over the
risk with a conventional 2-layer uter-
ine closure.”>*! However, 4 retrospec-
tive studies and 1 case-control study
with a total of 1372 patients reported
no substantial differences in uterine
rupture with single- vs double-layer
closure.***¢

e Maternal characteristics. Maternal
obesity increases risk>> as does mater-
nal age over 30 years.*’

¢ Time sincelast cesarean. A short inter-
delivery interval (defined as months
from the previous delivery to the index
delivery) increases risk. One study
found this effect for interdelivery in-
tervals of less than 24 months,*® an-
other for interdelivery intervals of less
than 18 months,*® and a third for in-
terpregnancy intervals (defined as
months from delivery to the subse-
quent conception) of less than 6
months.”® These data suggest a rea-
sonable minimal interval from deliv-
ery to the next conception to be ap-
proximately 15 months.*

e Labor initiation. Induction of labor,
especially with prostaglandin E2, is as-
sociated with a substantial increase in
the risk of uterine rupture.”' > Induc-
tion with misoprostol appears associ-
ated with even more risk.*®

e Number of prior cesarean sections.
Previous preterm cesarean delivery
appears to increase risk for rupture,
even when the incision was trans-
verse.”” Multiple cesarean deliveries,
all with lower-segment transverse in-
cisions, do not appear to significantly
increase rate of uterine rupture during
TOL compared with those with a sin-
gle prior operation.>?

Shipp et al>* combined many of these
risk factors in a simple formula to predict
risk for uterine rupture during a TOL.
They assigned numerical scores to the
various factors: adding 2 points for 2 or
more prior cesareans, 1 point for inter-
delivery interval 18 months or less, 1
point for maternal age 30-39 years, and 2
points for maternal age 40 years or
greater, and subtracting 1 point for a
prior vaginal delivery and 1 prior cesar-
ean. Women with the lowest score (-1)
had a 0.26% risk of rupture during TOL,
whereas women with scores of 0, 1, 2, 3,
and 4 had uterine rupture risks of 0.25,
1.11, 2.43, 3.70, and 14.29, respectively.
This work, if validated by others, may
simplify discussion of risk with patients.

How detectable is the condition? Women
are aware of whether they have under-
gone prior cesarean delivery but may not
know the type of scar or details of the
repair.

Impact of preconception care: A precon-
ception visit prior to a subsequent
pregnancy would allow discussion of
the potential maternal and newborn
risks and benefits of a TOL vs elective
repeat cesarean delivery. Ideally this
discussion should begin prior to dis-
charge after the cesarean and continue
at the postpartum visit and should in-
clude a description of the type of uter-
ine incision and repair the patient just
experienced.

Because uterine rupture with TOL is
reduced by a delay of 18 months or more
from previous cesarean, a discussion of
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family-planning methods is strongly in-
dicated. A review of potential operative
morbidity with multiple cesarean deliv-
eries and an appraisal of long-term risks
of placental previa or placental accreta
with multiple cesarean deliveries should
also be discussed along with interven-
tions for management and potential ma-
ternal complications.”

Recommendations by other groups: The
ACOG issued a 2006 committee opinion
on the evaluation and management of
women with prior cesarean delivery, rec-
ommending that when labor induction
is needed, the patient be informed of
increased risk of uterine rupture and
that use of misoprostol or other pros-
taglandins and oxytocin in sequence be
avoided.”!

Recommendation. Preconception coun-
seling of women with prior cesarean de-
livery should include counseling about
waiting at least 18 months before the
next pregnancy and about possible
modes of delivery so the patient enters
the next pregnancy informed of the risks
and options. Ideally the counseling
should begin immediately after the ce-
sarean and continued at postpartum vis-
its. Strength of recommendation: A; qual-
ity of evidence: 11-2.

Prior miscarriage

Burden of suffering: There are 2 forms of
spontaneous abortion to consider in the
preconception period. One is sporadic
pregnancy loss, which occurs at random
throughout reproduction in 10-15% of
clinically recognized pregnancies.”® An-
other is recurrent abortion, which is de-
fined as 3 or more consecutive spontane-
ous abortions and occurs in about 1% of
fertile couples.

How detectable is the condition? A careful
obstetric history can determine the
number and gestational age of the spon-
taneous abortion(s). Recurrent abortion
is defined as 3 or more consecutive spon-
taneous abortions; some recommend
not including biochemical pregnancies
(pregnancies with a pregnancy test and
missed menses as the only manifesta-
tion) in this count.””



How effective are the current treat-
ments? Patients with sporadic abortion
should be reassured that the prognosis is
good for future pregnancies and offered
routine preconception care. Those with
aloss at a gestational age greater than 14
weeks may benefit from consideration
that their loss was due to preterm birth
or fetal loss. Women with recurrent early
pregnancy loss (RPL; < 15 weeks’ gesta-
tion) should be offered a work-up in-
cluding measurement of antiphospho-
lipid antibodies (lupus anticoagulant
and anticardiolipin antibody), parental
karyotyping, and imaging of the uterus
with pelvic ultrasound (sonohysterogra-
phy or 3-dimensional ultrasound) or
hysterosalpingogram. No recommenda-
tion can be made about thyroid testing,
glucose tolerance, or luteal phase defects
because data are not conclusive about
their association with RPL.

No randomized controlled studies
have shown any benefit from measuring
infectious agents, antinuclear antibody,
paternal leukocyte antigens/antipaternal
antibodies, or their associated treat-
ments and thus cannot be recom-
mended. Those with elevated antiphos-
pholipid antibodies may benefit from
treatment with heparin and low-dose as-
pirin; 2 small trials found rates of spon-
taneous abortion reduced by 54% for
treatment with both vs aspirin alone.””
There is also evidence of improved blood
flow on histopathologic data with these
treatments.

Couples with an identified chromo-
somal anomaly should be offered genetic
counseling and prenatal testing of the fe-
tus in subsequent pregnancies. Preim-
plantation embryo testing can identify
specific chromosomal abnormalities
(such as translocations or specific gene
defects) and may be an option for those
couples with access to assisted reproduc-
tive technology. This therapy is not rec-
ommended for screening of aneuploidy
or without a known genetic defect.

Those diagnosed with a uterine sep-
tum on imaging can undergo resection
of the septum via hysteroscopy with re-
ported rates of live births of 70-85%
based on case series data. Similarly, re-
moval of uterine fibroids is an option
when they are identified and felt to be

contributing to RPL, such as a large sub-
mucous fibroid, which deforms the cav-
ity. All surgical treatments are largely
based on case series, so the actual treat-
ment effect is unclear. When no cause is
identified, the prognosis is still favorable.

Couples can be reassured that a suc-
cessful pregnancy occurs in a next preg-
nancy in 50-75% of women. Although
no randomized controlled studies exist,
psychological support and tender loving
care have been shown to improve out-
comes in RPL patients.”® One study
demonstrated an 86% rate of successful
pregnancy with specific counseling and
support vs 33% with no specific care.”
Another study found miscarriage rates of
26% vs 51% for those with and without
supportive therapy, respectively.®® Be-
cause of the noninvasive nature of this
therapy, it should be offered to these pa-
tients to help them through this difficult
time.

Impact of preconception care: Work-up
for recurrent spontaneous abortion is
done in the preconception period. Sur-
gical correction of uterine anomalies
such asaseptum must be corrected in the
preconception period. Some treatments
such as heparin therapy are initiated
early in pregnancy, so identification of
antiphospholipid antibodies must be ac-
complished prior to pregnancy. Those
with a loss at a gestational age greater
than 14 weeks may benefit from consid-
eration that their loss was due to preterm
birth or fetal death and receive a compre-
hensive workup for these etiologies as
discussed below.

Recommendations by other groups: ACOG
recommends the work-up cited in previ-
ous text and treatment with heparin and
aspirin in those with repeated (2 abnor-
mal results 6-8 weeks apart) antiphos-
pholipid antibodies. The European So-
ciety for Human Reproduction and
Embryology states that treatment of an-
tiphospholipid antibodies with aspirin
or heparin requires further randomized
trials, citing design issues of existing
studies.’® They recommend testing thy-
roid function and glucose intolerance
based on benefits for overall fetal devel-
opment and low cost. Neither group rec-

ommends routine karyotyping of abor-
tus tissue in future pregnancies,60 nor
does either recommend therapy with
progestational agents. Both, in addition
to the American Society for Reproductive
Medicine, recommend against treatment
with intravenous immunoglobulin.”®*!

Recommendation. Women with spo-
radic spontaneous abortion should be
reassured of a low likelihood of recur-
rence and offered routine preconception
care. Those with 3 or more early losses
should be offered a work-up to identify a
cause. Therapy based on the identified
cause may be undertaken. For those with
no identified cause, the prognosis is fa-
vorable with supportive care. Strength of
recommendation: A; quality of evidence:
I-a.

Prior stillbirth

Burden of suffering: The definition of
stillbirth includes the following: “death
prior to the complete expulsion or extrac-
tion from its mother of a product of hu-
man conception, irrespective of the dura-
tion of pregnancy and which is not an
induced termination of pregnancy, and
that the fetus does not breathe or show
other evidence of life such as beating of the
heart, pulsation of the umbilical cord, or
definite movement of voluntary mus-
cles.”®* Reporting of fetal deaths is re-
quired in most states if it involves “a fetal
death of 350 g or more, or if weight is un-
known, of 20 completed weeks’ gestation
or more.”®>%* The US stillbirth rate in 2003
was 6.2 stillbirths per 1000 live births and
fetal deaths, equaling the number of infant
deaths in the United States.*® Stillbirths
constitute half of all perinatal mortality
and 50% have an undetermined cause of
death. There is significant racial disparity
in the stillbirth rate; the rate for non-His-
panic black women is more than double
that of non-Hispanic white women.®?

How detectable is the condition? Stillbirth
is readily recognized at birth by the absence
of any signs of life. Women generally know
if they have had one. The risk of recurrent
stillbirth is increased 2- to 10-fold for
women with a history of prior stillbirth(s)
over the risk for women with no such his-
tory.®*® The risk depends on maternal
race and characteristics of the prior still-
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TABLE
Estimates of maternal risk factors and risk of stillbirth
Estimate rate of Odds
Condition Prevalence (%) stillbirth per 1000 ratio®
All pregnancies 6.4 1.0
Low-risk pregnancies 80 4-55 0.86
Hypertensive disorder
Chronic hypertension 6-10 6-25 1.5-2.7
Pregnancy-induced hypertension
Mild 5.8-7.7 9-51 1.2-4.0
Severe 1.3-3.3 12-29 1.8-44
Diabetes
Treated with diet 2.5-5 6-10 1.2-2.2
Treated with insulin 2.4 6-35 1.8-4.4
Systemic lupus erythematosus <1 40-150 6-20
Renal disease <1 15-200 2.2-30
Thyroid disorders 0.2-2 12-20 2.2-3.0
Thrombophilia 1-5 18-40 2.8-5.0
Cholestasis of pregnancy <041 12-30 1.8-4.0
Smoking > 10 cigarettes 10-20 10-15 1.7-3.0
Obesity (before pregnancy)
BMI 25-29.9 kg/m? 21 12-15 1.9-2.7
BMI = 30 kg/m? 20 13-18 21-2.8
Low educational attainment (< 12yvs = 12y) 30 10-13 1.6-2.0
Previous growth-restricted infant (< 10%) 6.7 12-30 2.-46
Previous stillbirth 0.5-1 9-20 1.4-3.2
Multiple gestations (current pregnancy)
Twins 2.7 12 1.0-2.8
Triplets 0.14 34 2.8-3.7
Advanced maternal age (reference < 35y)
35-39y 15-18 11-14 1.8-2.2
=40y 2 11-21 1.8-3.3
Black women compared with white women 15 12-14 2.0-2.2
BMI, body mass index.
Source: Fretts RC. Etiology and prevention of stillbirth. Am J Obstet Gynecol 2005:193:1923-35.58 Used by permission.
2 Qdds ratio with the factor compared with the risk factor absent.
L Stubblefield. The clinical content of preconception care: reproductive history. Am ] Obstet Gynecol 2008. )

birth, including etiology, gestational age,
and the presence of fetal growth restric-
tion. In addition, a history of stillbirth in-
creases the risk of a range of adverse preg-
nancy outcomes in the subsequent
pregnancy.

How effective are the current treatments?
Present managementis based on a search
for risk factors during the subsequent

pregnancy, with intensive prenatal care
based as much as possible on what is
known of the causes of the previous still-
birth. During the preconception or ini-
tial visit, the obstetric provider obtains a
detailed medical and obstetrical history;
reviews the evaluation of the prior still-
birth; determines recurrence risk based
on available information; and discusses
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the risk of other obstetrical complica-
tions, such as placental abruption, pre-
term delivery, and cesarean delivery.®’
The Table lists common maternal factors
associated with stillbirth from a recent
systematic review of the medical
literature.®®

There is little evidence to form recom-
mendations for the management of sub-



sequent pregnancy after stillbirth. Coun-
seling is individualized to the patient’s
particular circumstances or risk factor.
For example, if a couple experienced a
previous second-trimester stillbirth as a
result of a cystic hygroma and nonim-
mune hydrops caused by Turner’s syn-
drome, they can be reassured that Turn-
er’s syndrome is a sporadic condition
and is not associated with advanced ma-
ternal age. However, in the subsequent
pregnancy, one can offer nuchal translu-
cency ultrasound to provide reassurance
to the couple.

First-trimester sonograms are advised
for accurate dating. Although the predic-
tive value for maternal serum screening
in the first trimester is low, performing
maternal serum pregnancy-associated
plasma protein-A may provide some re-
assurance regarding the recurrent risk of
stillbirth from placental causes.®® If not
previously performed as part of the
work-up for the initial stillbirth, early di-
abetes screen, anticardiolipin antibodies,
and thrombophilia work-up may be per-
formed. For example, a woman with a
previous stillbirth associated with fetal
growth restriction or placental pathol-
ogy significant for thromboses may ben-
efit from thrombophilia testing and
treatment with aspirin and heparin if
thrombopbhilia testing is positive.”>”!

In the second trimester, a fetal ana-
tomic survey may be performed at 18-20
weeks. Similar to the first-trimester
screen, the predictive value of second-
trimester analytes for stillbirth (maternal
serum alpha-fetoprotein [MSAFP], hu-
man chorionic gonadotropin [hCG], es-
triol, and inhibin-A) is poor but may
provide additional information. MSAFP
testing may be associated with the pres-
ence of a placental abnormality if it is el-
evated in a structurally normal fetus.”?
Likewise, an abnormally elevated B-hCG
may be associated with an increased risk
of stillbirth but has poor predictive
value.”?

Because nearly half of all stillbirths are
associated with FGR, serial sonograms
for fetal growth are customary, starting
at 28 weeks. If there is evidence of fetal
growth restriction, then the frequency of
ultrasound to monitor fetal growth is in-
creased, usually to every 2-4 weeks, and

Doppler studies and antepartum fetal
testing are recommended. The ACOG
technical bulletin on intrauterine
growth restriction outlines manage-
ment strategies.”*

In all women with a previous stillbirth,
maternal assessment of fetal movement
or fetal kick counts may be started at 28
weeks’ gestation. Antepartum fetal test-
ing, such as twice-weekly nonstress tests
and amniotic fluid index or biophysical
profiles, may be initiated at 32 weeks or
1-2 weeks before the gestational age of
the previous stillbirth.””> Caution must
be used when interpreting the antepar-
tum fetal surveillance of a fetus of less
than 32 weeks’ gestation.

The delivery plan should be discussed
with the couple well in advance of the
third trimester. The timing of the deliv-
ery depends on maternal anxiety, cervi-
cal ripeness, and the cause of the previ-
ous stillbirth. In most cases, elective
induction at 39 weeks’ gestation or ear-
lier delivery with documented fetal lung
maturity may be appropriate.”®

Impact of preconception care: Many
women do not receive comprehensive
counseling with regard to the cause of
the stillbirth because either an incom-
plete evaluation was performed or be-
cause in 50% of cases with complete eval-
uation, the cause remains unknown. The
most important preconception inter-
vention begins with a comprehensive as-
sessment at the time of the stillbirth and
this should be undertaken in all cases.
This recommendation is based on still-
births defined as fetal deaths occurring at
or after 20 weeks of gestation or more
than 350 g birthweight. However, early
second-trimester intrauterine fetal de-
mise may not differ in etiology from still-
births occurring after 20 weeks and a
comprehensive evaluation as described
in this section may be useful.

The single most important tests are an
autopsy and pathologic examination of
the placenta. If the parents refuse au-
topsy, they may accept a limited physical
examination of the neonate by a perina-
tal pathologist. Postmortem magnetic
resonance imaging may be useful. Cyto-
genetic studies are essential. The highest
yield of viable cells is from an amniocen-

tesis taken after recognition of the fetal
death and prior to birth.”” Additional
useful laboratory tests may include ma-
ternal fasting glucose, a Kleihauer-Betke
test to detect fetal-maternal hemorrhage,
urine toxicology, hemoglobin A, _, and a
thrombophilia work-up in normally
formed infants.®®”®

A preconception visit to review the cir-
cumstances and work-up of the previous
stillbirth is important. Review of avail-
able reports of the fetal autopsy, placen-
tal pathology, and appropriate testing is
important to guide management of the
subsequent pregnancy and in some cases
may suggest interventions that should be
undertaken prior to the next pregnancy.
Because many stillborn infants have had
fetal growth restriction, the interven-
tions to prevent FGR discussed in previ-
ous text may be appropriate. Examples
of possible interventions include mater-
nal dietary supplementation with folic
acid to prevent recurrence of neural tube
defects, tight control of blood glucose for
diabetic women to prevent other major
fetal malformations, and management
of other genetic conditions by preim-
plantation genetics and embryo selec-
tion. Because cigarette smoking is related
to growth restriction and stillbirth,
smoking cessation is an important pre-
conception intervention.”” Couples of-
ten experience feelings of anxiety, per-
sonal guilt, and apprehension when
contemplating pregnancy after having a
stillborn infant and may require addi-
tional psychosocial support.

Recommendations by other groups: The
ACOG issued a 2007 committee opinion
providing detailed suggestions for the
evaluation of stillbirth at the time that it
occurs. These include a detailed review
of the mother’s medical history; obstet-
ric history; history of the prenatal course;
physical examination of the fetus with
weight, head circumference, and length;
multiple photographs of the infant and
placenta; placental pathology; fetal
karyotype; whole-body X-ray and au-
topsy if possible; and documentation of
findings. The findings should be com-
municated to the family.”®
Recommendation. At the time of the
stillbirth, a thorough investigation to de-
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termine causation should be performed
and communicated to the patient. At the
preconception visit, women with a pre-
vious stillbirth should receive counseling
about the increased risk of adverse preg-
nancy outcomes and may require refer-
ral for support. Any appropriate
work-up to define the etiology of the pre-
vious stillbirth should be performed if
not done as part of the initial work-up.
Risk factors that can be modified prior
to the next pregnancy should be ad-
dressed, for example, smoking cessa-
tion. Strength of recommendation: B;
quality of evidence: 11-2.

Uterine anomalies

Burden of suffering: Two to four percent
of fertile women with normal reproduc-
tive outcomes are believed to have con-
genital mullerian anomalies.*>®" The
prevalence of such anomalies in women
with history of poor reproductive per-
formance (recurrent first- and second-
trimester losses) is estimated at 13%.%?
Prevalence rates as high as 7-8% in the
general population and 25% in the re-
current pregnancy loss population have
been reported in series in which minor
anomalies were included (eg, minor ar-
cuations and “hypoplastic” uteri).*® Tt
has also been estimated that a congenital
uterine malformation complicates 1 in
594 pregnancies.** The most common
uterine anomalies are septate (35%), bi-
cornuate (26%), and arcuate or subsep-
tate (18%), but these proportions may
vary, depending on the specific popula-
tion studied and the methodology used
to ascertain the diagnosis.®' The overall
live birth rates in patients with mullerian
anomalies are lower than average and are
estimated around 60% for the bicornu-
ate and septate uterus and 40% for the
unicornuate and didelphic uterus. It is
generally agreed that the rates of prema-
turity, growth restriction, postpartum
hemorrhage, incompetence,
malpresentation, pregnancy-associated
hypertension, dystocia, uterine rupture
in labor, and cesarean deliveries are
higher in patients with mullerian
anomalies.

cervical

How detectable is the condition? Because
of increased use of ultrasound and mag-

netic resonance imaging (MRI) for mis-
cellaneous gynecological complaints,
mullerian anomalies are being increas-
ingly detected in women whose repro-
ductive performance has not been previ-
ously tested. In women with recurrent
pregnancy loss, however, the gold stan-
dard for the diagnosis and accurate
classification of uterine anomalies is a
hysterogram (HSG) followed by a lapa-
roscopy and hysteroscopy if the HSG is
abnormal. More recently the use of MRI
and 3-dimensional ultrasound have
emerged as noninvasive alternatives for
the diagnosis and classification of anom-
alies with a good degree of specificity and
sensitivity.*>*® Tt should also be noted
that approximately 20% of women with
mullerian anomalies harbor a coexistent
renal or ureteral anomaly that should be
ruled out with either a renal scan or in-
travenous pyelogram.

How effective are the current treatments?
The literature concerning the effective-
ness of treatments on reproductive
outcomes in women with Mullerian
anomalies is mostly observational and
retrospective. In women with anomalies
whose reproductive performance has
not been previously tested, the course of
action should be individualized and de-
pends on the nature and complexity of
the anomaly and associated gynecologic
symptoms. Although there is no evi-
dence that proactive interventions im-
prove outcomes, most authorities favor
hysteroscopic incision of a uterine sep-
tum when identified.

The best results appear to occur in
women with history of recurrent preg-
nancy loss who have a uterine septum
greater than 1 cm long. In those patients,
hysteroscopic resection/incision of the
septum restores a normal live birth rate
of about 80-90% and reduces miscar-
riage rates to background levels of 15-
20%.5%7%8 There is anecdotal evidence
that excision of coexisting vaginal sep-
tum may be beneficial in reducing risk of
dystocia and cesarean delivery in subse-
quent pregnancies. There is no credible
evidence that surgical correction of a
unicornuate, bicornuate, didelphic, or
T-shaped uterus improves pregnancy
and live birth rates. Some individual pa-
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tients, however, with bicornuate or di-
delphic uteri who have had repeatedly
poor outcomes despite intensive obstet-
ric management may benefit from a
Strassman reunification metroplasty.®’

Impact of preconception care: Preconcep-
tional identification of a uterine septum
usually calls for hysteroscopic resection
to improve subsequent pregnancy out-
comes, particularly in the recurrent loss
population. Identification of a coexistent
renal or ureteral anomaly should also call
for heightened awareness during the
next pregnancy because of an increased
risk of hypertension, recurrent urinary
tract infections, and urinary tract injury
during cesarean. Although there is no
strong evidence of overall benefit,” in-
tensive obstetrical and sonographic sur-
veillance of subsequent pregnancies
could theoretically allow early identifica-
tion of risk markers for preterm labor
and incompetent cervix and deployment
of interventions that may optimize fetal
outcomes (eg, bed rest, progesterone
use, cerclage placement, tocolysis, and
steroid use). Because of a reported in-
crease in the risks of ectopic pregnancy in
women with mullerian anomalies, early
pregnancy tracking by hCG levels and
sonography is also warranted for early
detection and noninvasive management
of ectopics.””

In patients with anomalies who re-
quire assisted reproductive technologies
to conceive, the overall pregnancy rates
after IVF appear to be lower than in the
general population, although the series
are small.”!

Occasional difficulties may arise dur-
ing egg retrievals (because of unusual
ovarian position in the pelvis) and em-
bryo replacement (because of cervical
stenosis or deformity) that require spe-
cial skills to overcome. Extra care should
also be taken by the IVF team to mini-
mize the risk of multiple pregnancies be-
cause of the increased baseline risk of
preterm labor.

Recommendation. A uterine septum in
a woman with poor prior reproductive
performance should be hysteroscopi-
cally corrected before the next concep-
tion. All other anomalies call for specific
delineation of the anomaly and any asso-
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ciated vaginal and renal malformations.
Although surgical correction may be ad-
vised in some, heightened awareness and
surveillance during a subsequent preg-
nancy and labor should help optimize
outcomes. Strength of recommendation:
B; quality of evidence: 11-3.

Conclusion

A large number of specific conditions
that increase risk of preterm birth or ad-
verse pregnancy outcome can be diag-
nosed based on reproductive history.
Many of these can be successfully treated
prior to pregnancy or early in a subse-
quent pregnancy to reduce risk. There is
good evidence for some treatments, for
example, smoking cessation and use of
17-hydroxyprogesterone caproate after
previous preterm birth. Case series show
the often dramatic benefit of hystero-
scopic resection of uterine septa after re-
current miscarriage, and we recommend
this, but there have been no randomized
trials.

Placental inflammation exists in most
extremely preterm deliveries and is a
central problem, but intrauterine growth
restriction and stillbirth are major prob-
lems that can result from many different
etiologies. Reduction of risk requires a
program of searching for possible causes,
managing those causes, and closely
monitoring the subsequent pregnancy
with ultrasound and antepartum fetal
heart rate monitoring. However, truly
proving that such management leads to
the improved outcome would require
withholding care from some. This poses
avery difficult ethical dilemma for inves-
tigators. Concerted application of our
present knowledge should help reduce
adverse pregnancy outcomes, but much
more remains to be done to under-
stand causes and develop effective
therapies. [ ]
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The clinical content of preconception care:
preconception care for special populations

Catherine Ruhl, CNM, MS; Barbara Moran, CNM, PhD

' D
Women with disabilities, immigrant and refugee women, and cancer survivors may have
medical, psychosocial, and/or cultural issues. Appropriate preconception guidance and
management of reproductive planning and preconception issues is essential to ensure
that women in these groups can make informed reproductive decisions and achieve
optimal reproductive outcomes.

fecting motor or sensory abilities, as well
as developmental disabilities and mental
illness. People with disabilities may ex-
perience a variety of barriers to care. Be-
sides physical and administrative barri-
ers, women with disabilities have

Key words: cancer, disability, immigrant, preconception, refugee
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ngoing preconception risk assess-

ment, guidance, and intervention,
when integrated into primary and spe-
cialty care, can accomplish 3 goals. The
first is to minimize risks for a woman, if
she becomes pregnant, and risks to her
offspring. The second is to optimize a
woman’s health in her reproductive
years and beyond. The third is to assist a
woman to proactively plan for her repro-
ductive future. These goals are impor-
tant to achieve for all women of repro-
ductive age, but may be of particular
importance among women who are at
risk for poor reproductive health out-
comes or who have special reproductive
health needs.

Women with disabilities and immi-
grant and refugee women may experi-
ence physical, social, and/or cultural bar-
riers to accessing and obtaining health
care, including preconception care. They

From the Association of Women’s Health,
Obstetric and Neonatal Nurses, Washington,
DC (Dr Ruhl) and the Catholic University of
America (Dr Moran), Washington, DC.

Received June 17, 2008; revised Sept. 11,
2008; accepted Sept. 18, 2008.

Reprints: Catherine Ruhl, CNM, MS,
Association of Women’s Health, Obstetric and
Neonatal Nurses, 2000L St. NW, Suite 740,
Washington, DC 20036. cruhl@awhonn.org.

Conflict of Interest: Catherine Ruhl, CNM, MS;
and Barbara Moran, CNM, PhD have no
conflict of interest including grants, honoraria,
advisory board membership, or share holdings.
0002-9378/$34.00

© 2008 Mosby, Inc. All rights reserved.

doi: 10.1016/j.ajog.2008.09.019

may have also have to face and overcome
a variety of personal obstacles, and these
strengths should be acknowledged by
care providers as they creatively strat-
egize with these women so they may se-
cure ongoing, viable health care and plan
their reproductive futures to their best
advantage.

There are increasing numbers of can-
cer survivors of reproductive age. Cancer
survivors benefit from guidance about
risks of treatment to their fertility and
about fertility preservation options.
They should be counseled about risks of
pastor current treatment to their current
and future health and how these risks
may impact pregnancy or the health of
potential offspring. Ongoing screening is
indicated for some survivors, and may
uncover medical issues, such as impaired
cardiac function, that are important to
diagnose preconceptionally so that a
woman can make fully informed repro-
ductive decisions.

This article summarizes the value of
preconception counseling and interven-
tions specific to each of these groups of
women and identifies clinical guidelines,
where applicable.

Women with disabilities

Burden of suffering

There are an estimated 54-60 million
people with disabilities in the United
States and more than half are women,
many of reproductive age." Individuals
may be born with disabilities or may ac-
quire them during the course of a life-
time. The impairment may be stable or
progressive. Disabilities include those af-
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identified attitudinal barriers to gyneco-
logic care. They report that providers
may assume that they are not sexually ac-
tive or that they do not desire preg-
nancy.”™ Preexisting medical issues can
affect a woman’s health in pregnancy
and the pregnancy outcome.” In a large
sample of women with disabilities, those
with functional limitations, of all ages,
were more likely to report fair or poor
health, current smoking, hypertension,
overweight, and mental health problems
than women without functional limita-
tions.® Studies report that women with
physical disabilities experience the same
rates of abuse as other women but expe-
rience a longer duration of abuse.”®
Some disabilities, such as systemic lupus
erythematosus (SLE), can worsen in
pregnancy and some may be exacerbated
postpartum, such as rheumatoid arthri-
tis or multiple sclerosis. SLE is associated
with an increased risk of fetal loss, fetal
growth restriction, and preeclampsia.’
Conditions that are common in preg-
nancy may be more severe in women
with disabilities. Examples are fatigue,
fluid retention, bladder dysfunction, and
problems with weight gain. There are
certain complications that may develop
or worsen during pregnancy because of a
woman’s disability.” Women with spinal
cord injuries are at risk for autonomic
dysreflexia, which can be precipitated by
pelvic examinations or labor.

Those with limited mobility and those
who use wheelchairs are at an increased
risk for deep vein thrombosis. Among
women with neurologic conditions, uri-
nary tract infections, respiratory dys-
function, urinary incontinence, spastic-
ity, constipation, or pressure ulcers may
be issues in pregnancy. Women who
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have impaired balance, muscle weak-
ness, or paralysis are at increased risk for
falls during pregnancy.*™

How detectable is the condition?
Disabilities are identified through his-
tory and physical examination and
through indicated diagnostic tests and
evaluation by specialists.

How effective are the current
treatments?

Women with disabilities will have
greater access to care and willingness to
participate in care if physical, adminis-
trative, and attitudinal barriers are min-
imized. Preconception consultation
with medical specialists, nursing, social
services, and occupational and physical
therapists can assist in planning and can
potentially maximize pregnancy out-
comes, although supporting data are
lacking.

Genetic counseling is valuable for
women with or at risk for genetic condi-
tions, and their families, to give them the
opportunity to make informed decisions
about whether they will elect genetic
testing, the risk of having an offspring
given a particular heritable or genetic
condition, and the options they will have
based on the results.”

Impact of preconception care

Planning preconceptionally to maximize
social and environmental supports for
women with disabilities would seem ad-
vantageous considering the demands of
parenting, and research has shown that
disabled persons who have intact social
support report a better quality of life
than those who lack social support.'®
Avoidance of teratogenic effects can only
be successful if women taking terato-
genic medications are counseled precon-
ceptionally about the use of these medi-
cations and plan with their providers the
best way to balance their medical treat-
ment with a desire for a healthy preg-
nancy and infant. Women who discover
they are at risk for a genetic condition
preconceptionally, as opposed to during
pregnancy, may use this information in
weighing whether or not they desire to
become pregnant and—depending on the
condition—have more options to choose

from to avoid passing the condition to
their offspring.

Recommendations by other groups

The American College of Obstetricians
and Gynecologists,'""'* along with other
groups,'” have made recommendations.

Recommendation. Providers should
understand that women with disabilities
can have healthy pregnancies and that
disabilities can coexist with wellness.
Providers should work to remove physi-
cal, administrative, and attitudinal barri-
ers to the care of disabled women.

All women of reproductive age, in-
cluding those with disabilities, should re-
ceive counseling about the potential ef-
fects of any medications they use on
pregnancy-related outcomes and about
options to alter dosage or switch to safer
medications prior to conception. The
medical, social, and psychological issues
related to pregnancy and the disability
should be assessed, and the woman and
her family should be counseled on them.
Health care providers should offer
women with disabilities contraceptive
choices that are practical and appropri-
ate for the individual’s medical and per-
sonal needs. Issues involving informed
consent and guardianship need to be ad-
dressed when caring for women with de-
velopmental disabilities, in relation to
contraception and pregnancy. Referral
for genetic counseling, if appropriate, is
indicated for all women preconception-
ally; however, it may raise difficult psy-
chosocial issues for women with disabil-
ities and, therefore, counseling referrals
should be handled sensitively. Strength of
recommendation: B; quality of evidence:
I1I.

Immigrant and refugee populations
Burden of suffering

There is ample research on the epidemi-
ologic paradox showing that foreign-
born women have better birth outcomes
despite late access to prenatal care and
probably less access to preconception
care (healthy migrant effect) than
US-born women. However, refugee
women—who have often lived under ex-
tremely stressful conditions in their
home country (war, persecution) and
spent time in refugee camps—are a group

of immigrants who have worse birth out-
comes when compared with US-born
women. Immigrant women face social,
language, and cultural barriers that may
affect their preconception health. Immi-
grants from developing countries may
have alower level of overall health, if they
have had limited or no access to health
care in their countries of origin. How-
ever, foreign-born women may also dis-
play healthy behaviors that should be
maintained after immigration to the
United States and that are at risk of get-
ting lost as a result of acculturation (eg,
less likely to use tobacco and alcohol or
drugs, less sedentary lifestyle). Preexist-
ing medical issues can affect a woman’s
health in pregnancy and the pregnancy
outcome.'* Immigrants from regions of
the world where tuberculosis and hepa-
titis B are common may suffer from the
effects of these untreated conditions.'
Immigrant women may experience psy-
chological stresses related to the events
that motivated their immigration, events
occurring while immigrating, and events
occurring in the United States. Separa-
tion from family, uncertain immigration
status, social isolation, and occupational
stresses may negatively impact their
mental and physical health. Immigrant
women face unique challenges in access-
ing health care. Of the estimated 16.6
million foreign-born women in the
United States in 2003, more than half
(59.2%) were noncitizens—a figure that
includes documented and undocu-
mented immigrants.'® Women who are
noncitizens are far more likely than citi-
zens to have no usual source of health
care (26.1%) and no health insurance
(45.5%), and almost 3 times more likely
to have not seen a health professional in
the past year compared with those born
in the United States, according to the
Health Resources and Services Adminis-
tration.'” Immigrants who do not speak
English may have difficulty finding
health care. Immigrants’ perceptions
and beliefs surrounding health and ill-
ness and their attitudes toward health
care providers vary widely depending on
their cultures and the extent of their in-
teractions with health care in the United
States.'®2°
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How detectable is the condition?
Pregnancy is the time at which immi-
grant women of reproductive age are
most likely to receive health care ser-
vices. Therefore, identification in the
preconception or interconception pe-
riod is difficult, especially identification
of those who are undocumented and
may be reluctant to seek care or to be able
to afford it if they are ineligible for health
coverage benefits.

How effective are the current
treatments?

The effectiveness of preconception care
for immigrant women is limited by the
barriers described in this section. It
seems reasonable that the preconception
health of immigrant women could be
improved by increasing culturally com-
petent outreach efforts and improving
access to care.”** It is difficult to sup-
port this assertion because there is a lack
of published studies about outreach and
approaches to the care of immigrant
women.

Impact of preconception care
Preconception care can help reduce the
incidence of perinatal complications
through identification and management
of clinical issues. For a woman to receive
preconception care, she must have access
to a source of primary care. Thus, access
to primary care must be ensured before
pregnancy occurs.

Recommendations by other groups
None identified.

Recommendation. Given the opportu-
nistic fashion in which preconception
care of immigrant and refugee women
typically must occur, it is important to
consider preconception concerns as part
of all health care encounters with immi-
grant and refugee women of reproduc-
tive age. Referring such women to a
source of ongoing primary care that is
culturally and linguistically competent,
and that will accept their insurance cov-
erage or provide care free of charge or
on a sliding fee basis, is important for
immigrant and refugee women. Seek to
identify and understand the needs of im-
migrant women and their families. Un-
derstand immigrants’ potential for in-
creased medical and social risks and

previously undetected medical prob-
lems. Deliver services and written mate-
rials in the preferred language of the
population served. Ensure that interpre-
tation and translation services comply
with all relevant federal, state, and local
mandates governing language access.

Integrate preconception care into ref-
ugee screening. Work with ethnic com-
munity-based organizations to provide
preconception care messages in non-
health care settings such as English as a
second language classes. Screen immi-
grants at high risk for tuberculosis and
refer for treatment as indicated. Screen
immigrants born in Asia, the Pacific Is-
lands, Africa, and other countries where
hepatitis B is highly endemic, with the
hepatitis B surface Antigen (HBsAg) test.
Highly endemic means that > 8% of the
population in that country has hepatitis
B virus infection. Assess the immuniza-
tion history, including the rubella status,
of immigrant women and administer
any needed vaccines, or refer for these
services. Assess the mental health of im-
migrant women and refer for services as
needed. Strength of recommendation: B;
quality of evidence: 111.

Cancer survivors
Burden of suffering
For many types of cancers, survival has
increased in the past decades. In 1996, it
was projected that the prevalence of can-
cer survivors 16-44 years of age would be
1 in every 900 persons in the United
States by the year 2000.**> Cancer survi-
vors of reproductive age face the challenge
of integrating the experience of cancer and
its treatment into their future plans, in-
cluding their plans for reproduction.
There are potential negative physical
and psychological impacts of the cancer
experience on pregnancy and child rear-
ing, but positive psychosocial effects
have been identified as well.***> Cancer
survivors are at risk for permanent infer-
tility or compromised fertility. Factors
affecting male infertility include the type
of cancer (eg, testicular) and effects of
chemotherapy or radiation on sperm
number, motility, morphology, and
DNA integrity. In girls and women, fer-
tility may be compromised by surgical,
medical, or radiation treatments, which
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may decrease the quantity of primordial
follicles, affect hormonal balance, or in-
terfere with reproductive organ func-
tion.”>*® Depression, chronic fatigue,
cognitive changes, and neuropathies—all
of which can make pregnancy and par-
enting more difficult-are not uncom-
mon treatment side effects experienced
by cancer survivors. A cancer survivor
with a history of abdominal/pelvic radi-
ation who becomes pregnant has an in-
creased risk of having a low birth-weight
infant, with an inverse association ob-
served between higher doses of radiation
and infant birth weight.

Studies of cancer survivors have not
found them to have an increased risk for
miscarriage or birth defects, and most
types of chemotherapy are not linked to
adverse pregnancy outcomes.””*® Fur-
thermore, there is no documented in-
crease in risk of childhood cancer among
the offspring of childhood cancer survi-
vors, but longer follow-up is needed.*
However, survivors of hereditary can-
cers, such as certain types of breast, ovar-
ian, and colorectal cancers, who test pos-
itive for the genetic mutations associated
with these cancers, risk passing on these
mutations to their offspring.

Genetic testing for the BRCA1 and
BRCA2 genetic mutations has been
shown to be highly sensitive but the spec-
ificity is not well studied.”® Women who
have received anthracycline-based che-
motherapy regimens or radiation in the
area of the heart or surrounding tissues
are at an increased risk for heart dam-
age.’’ This damage may manifest
months or years later and, although rare,
could worsen in pregnancy or the post-
partum period.** Childhood cancer sur-
vivors who received doxorubicin and
who had resultant left ventricular dys-
function before pregnancy have been doc-
umented to have further declines in car-
diovascular function after pregnancy.”

How detectable is the condition?

Cancer survivors planning their repro-
ductive futures may have had cancer as a
child or as an adult. Their risk for infer-
tility can be assessed, in part, by the his-
tory of their cancer and treatment.
Records of cancer treatment can be very
helpful. Permanent infertility or com-



promised fertility in survivors depends
on their age, sex, and pretreatment fer-
tility; the type of cancer; treatment type,
dose, and intensity; size and location of
radiation fields; and method of adminis-
tration of chemotherapy. The older a
woman is at the time of the cancer diag-
nosis, the higher her risk of premature
ovarian failure (POF). The chemothera-
peutic agents most likely to cause POF
are the alkylating agents. Examples of
commonly used alkylating agents are cy-
clophosphamide, nitrogen mustard, and
procarbazine. The woman’s age at the
time of radiation treatment, the total
dose, and the number of exposures af-
fects the degree of damage to ovarian tis-
sue. Women who receive pelvic or ab-
dominal radiation, plus chemotherapy,
have a higher risk for POF than those re-
ceiving only chemotherapy.*

How effective are the current
treatments?

Fertility preservation is very important
to many cancer survivors. The 2 most
successful methods are sperm cryo-
preservation for men and embryo freez-
ing for women. Limited data show that
fertility preservation techniques do not
decrease the success of cancer therapy.*
No clear guidelines exist regarding tim-
ing of conception postcancer diagnosis.
Generally the advice is to wait until treat-
ment is concluded. Breast cancer survi-
vors comprise a large group of reproduc-
tive-aged women who may be planning
or contemplating pregnancy. These
women have typically been counseled to
wait 2 years before conception to pass the
period of highest risk for recurrence.
However, for women with localized dis-
ease, survival has not been shown to be
adversely affected when conception oc-
curred within the 2 years after diagno-
sis.”®> Genetic counseling is valuable for
women with a personal or family history
of a cancer with a known associated ge-
netic mutation so that the woman may
explore her risk and the implications of
testing herself and future offspring for
the mutation.

Impact of preconception care
Cancer survivors have an increased risk
of having a low birth-weight baby. Con-

trol of other risk factors for low birth
weight, such as smoking cessation, has
been shown to reduce the risk of having a
low birth-weight infant.

Diagnosis of cardiac dysfunction prior
to pregnancy permits the initiation of
medication, if indicated, that may delay
the progression of the dysfunction,’® and
makes it possible to counsel the woman
about her risks for a further decline in
function during or after pregnancy. If
she elects to become pregnant, appropri-
ate monitoring can be planned during
pregnancy and delivery including anes-
thesia management for labor and birth.*

Preconceptional genetic counseling is
valuable for women with a known per-
sonal history of hereditary cancer, to give
them the opportunity to make informed
decisions about whether they will ex-
plore the option of preimplantation ge-
netic testing.*

Recommendations by other groups
The American Society of Clinical On-
cologists®* and the American Society for
Reproductive Medicine®® have pub-
lished recommendations about fertility
preservation in cancer patients. The
Children’s Oncology Group has pub-
lished risk-based pediatric cancer survi-
vor guidelines.*

Recommendation. Newly diagnosed
cancer survivors should be educated
about fertility preservation options as
soon as feasible and should be referred to
reproductive specialists if these options
are desired.** Cancer survivors consider-
ing pregnancy should be counseled
about the potential reproductive effects
of various cancer treatments on fertility
and on pregnancy. Women who have re-
ceived alkylating chemotherapeutic
agents and/or pelvic or abdominal radi-
ation should be counseled that they have
an increased risk for POF. Women who
have had pelvic or abdominal irradiation
should be counseled that they are at risk
for having a low birth-weight infant.
When considering pregnancy, breast
cancer survivors who are candidates for
selective estrogen receptor modulators
(SERMs) should be counseled that these
agents are generally avoided during
pregnancy because of case reports of an-
imal and human birth defects.’” A reli-

able  nonhormonal  contraceptive
method should be used during treatment
with a SERM. Genetic counseling and
testing should be offered to survivors of
cancers linked to genetic mutations to
inform their decisions about future re-
production. Female cancer survivors
who received anthracycline chemother-
apy, radiation to the heart or surround-
ing tissues, or both should be evaluated
by a cardiologist prior to conception.
Annual breast screening for female
childhood cancer survivors who received
chest radiation is recommended begin-
ning at age 25 years. Strength of recom-
mendation: A; quality of evidence: 111.

Conclusion

Women with disabilities, immigrant and
refugee women, and cancer survivors all
face the challenge of integrating their ex-
periences into their reproductive deci-
sion making.

Providers who seek to understand
both their challenges and their strengths
can team with these women to help them
achieve better health, including repro-
ductive health.

Women in all 3 of these groups will
benefit from discussion of their repro-
ductive life plans. Providers who make
no assumptions about what a given
woman’s reproductive plan might be
and who initiate the discussion will aid
women in making informed reproductive
decisions. Preconception guidance and in-
terventions that address physical, psycho-
social, and/or cultural issues can produce
better health for these groups of women
and for their potential offspring.
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The clinical content of preconception care: preconception

care for men

Keith A. Frey, MD, MBA; Shannon M. Navarro, MPH; Milton Kotelchuck, PhD, MPH; Michael C. Lu, MD, MPH

In 2005, the Centers for Disease Con-
trol and Prevention (CDC) and 35
partner organizations convened a na-
tional summit and issued a set of recom-
mendations to promote preconception
care in the US. While passing recogni-
tion was given to the importance of pre-
conception health promotion “among
both men and women,” the focus was on
women. To date, little attention has been
given to men’s preconception health and
health care.

The belated recognition of men in our
efforts parallels efforts to involve men in
reproductive health initiatives interna-
tionally, which has only gradually recog-
nized that men should be legitimate tar-
gets for sexual and reproductive health
promotion, and that men should play
direct, active, and constructive roles as
part of a broader reproductive health
agenda.' Several international initiatives
have taken place with themes such as
“Men as Partners in Reproductive
Health.”” In the US, there has been a
steady increase in research and programs
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Little attention has been given to men’s preconception health and health care. This paper
reviews the key elements of an approach to optimizing the preconception health status
of men. Preconception care for men is important for improving family planning and
pregnancy outcomes, enhancing the reproductive health and health behaviors of their
female partners, and preparing men for fatherhood. Most importantly, preconception care
offers an opportunity, similar to the opportunity it presents for women, for disease
prevention and health promotion in men. Currently, no consensus exists on service
delivery of preconception care for men—who should provide preconception care to
whom, where, when, and how, and there are significant barriers to this care including the
organization, financing, training, and demand. Finally, much more research on the
content and how to effectively market and implement preconception care for men is

needed.

Key words: father, health promotion, preconception, risk assessment

L

~

J

on men’s health and family involvement,
but these have not heretofore been con-
ceptualized in a preconception health
context. We believe that there are several
distinct reasons why preconception care
for men is important.

First, as with women, improving
men’s preconception health is critical for
ensuring that all pregnancies are planned
and wanted. Men are critical partners in
family planning, and until the advent of
modern assisted reproductive technolo-
gies (ART), necessary partners. The
CDC’s first Preconception Care recom-
mendation encourages all women, men,
and couples to have a reproductive life
plan.” Men’s contribution to the family
planning partnership means addressing
the utilization, access, and efficacy of
male fertility control, including barrier
methods and hormonal agents; and not
assuming that all reproductive responsi-
bility (and biologic risk) is held by
women. Although many assume men are
not interested in or supportive of family
planning and contraceptive usage, most
recent research shows that this is un-
true.* Men’s preconception care should
encourage men to positively influence
their own and their partner’s contracep-
tive decision making.

Second, improving men’s preconcep-
tion health can result in improved preg-

nancy outcomes by enhancing men’s bi-
ologic and genetic contributions to the
pregnancy conception. Sperm DNA can
get damaged in many ways, including ex-
posures to tobacco, alcohol, drugs (eg,
anabolic steroids), caffeine, poor diet,
radiation and chemotherapy, and testic-
ular hyperthermia. Medical conditions
such as diabetes mellitus, varicoceles,
and epididymitis, if left untreated, can
also reduce sperm count and quality. A
growing number of xenobiotics, in-
cluding 1,2-dibromo-3-chloropropane,
nonylphenol, polycyclic aromatic hy-
drocarbons (PAHs), polychlorinated bi-
phenyls (PCBs), dioxins, phthlates and
acrylamide, have been shown to cause
oxidative stress and DNA damage to the
sperm. Such damage usually results in
infertility, subfertility, or spontaneous
abortions. However, pregnancy may still
be possible despite some degree of DNA
damage, and can result in birth defects
and even childhood cancers. Because
new sperm is made every 42-76 days,
damaged sperm can be replaced within 3
months of mitigated exposures. Thus,
preconception care offers a window of
opportunity to improve sperm quality.
Third, preconception care for men can
result in improved reproductive health
biology for women. Preconception care
for men offers an opportunity for
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screening and treatment of sexually
transmitted infections (STIs), including
gonorrhea, syphilis, human immunode-
ficiency virus (HIV), and others, as well
as environmental toxins. STI treatment
of women only, without treatment of
their partners, is doomed to failure. Pre-
conception care also provides the oppor-
tunity to address men’s behaviors that
might resultin undesired and unplanned
pregnancies, including intimate partner
violence, rape, drinking/drug usage, and
multiple sexual partners, among others.
Violence against women prevention
programs have proven beneficial, albeit
limited in number and evaluative
quality.!

Fourth, preconception care for men
can result in improved reproductive
health practices and outcomes for
women. Men can be a vital source of sup-
port or stress for women during preg-
nancy, birth, and parenting. Men often
play a controlling/gatekeeper role in de-
cisions around prenatal care, delivery
services, and other health-seeking be-
haviors. While paternal permission for
access to modern reproductive health
services is not a major issue in the US,
this is not true all over the globe. Men
also play important roles in fostering or
discouraging important maternal health
behaviors such as smoking, drinking,
physical fitness, and healthy nutrition.
Women who live with a smoking part-
ner, for example, are less likely to reduce
smoking than women who live with a
nonsmoking partner,” not to mention
the impact of secondhand smoke on the
developing fetus. Men’s preconception
care therefore offers an opportunity to
promote male support of women’s pos-
itive reproductive health and health
care-seeking practices.

Fifth, preconception care for men can
result in their own improved capacity for
parenthood and fatherhood. Men have
critical roles to play as a parent during
pregnancy and post childbirth to ensure
healthy families and children. Men’s
maturation to be an effective parent (and
even to be present) should begin with
preconception care. There is a great deal
of literature on men’s development and
men’s conceptions of their roles in par-
enthood, which heretofore has not usu-

ally been conceived of as starting in the
preconception period, but could and
should be. Efforts to address gender and
development, including programs to
change men’s (and especially adolescent
men’s) social or gender norms, can be
conceptualized as men’s preconception
health programs. Male understanding of
his roles and responsibilities as a parent
has the capacity to evolve over the course
of prepregnancy, pregnancy, and birth.

Sixth, preconception care can be a
venue for enhancing the health of men
through access to primary health care. A
man’s health is an issue of importance
both for himself and for his capacity to
be a parent. Topics such as paternal de-
pression, smoking behavior, physical fit-
ness, nutritional status, etc, all impact on
his own health and his parenting/spousal
responsibilities. Increasing obesity, for
example, is directly associated with in-
creasing male infertility.® Preconception
care offers an opportunity for disease
prevention and health promotion
among men, similar to the opportunity
among women—that can have an im-
pact on his lifetime health and the na-
tion’s reproductive health overall.

As defined by the CDC Select Panel,
preconception care is a set of interven-
tions that aims to identify and modify
biomedical, behavioral, and social risks
to women’s health or reproductive out-
comes through prevention and manage-
ment. This definition can be applied to
preconception care for men if the focusis
changed from “women’s health” to
“men’s health.” The basic components
of preconception care for women consist
of 1) risk assessment, 2) health promo-
tion, and 3) clinical and psychosocial in-
terventions. A model framework of the
content of preconception care for men,
which can be applied in clinical practice,
is outlined below.

Risk Assessment

The primary objective of risk assessment
is to identify ongoing problems that need
to be addressed.

Reproductive life plan

Risk assessment begins with evaluation
of the couple’s reproductive life plan. As
defined by the CDC, a reproductive life
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plan is a set of personal goals about hav-
ing (or not having) children based on
personal values and resources, and a plan
to achieve those goals. The patient is
queried as to whether he plans to have
any (more) children, and how long he
and his partner plan to wait. If they plan
to wait less than a year, the patient
should return for a full preconception
assessment. If greater than a year, the
patient should continue to receive rec-
ommended age-appropriate preven-
tive health services, but the provider
should make sure that he and his partner
are using effective contraception, and
update their reproductive life plan at ev-
ery routine visit.

Past medical and surgical history

The provider should inquire about the
patient’s past medical and surgical his-
tory, including any ongoing medical
conditions that may impair his repro-
ductive health. Several medical condi-
tions have been associated with reduced
sperm quality, including obesity, diabe-
tes mellitus, varicocele, and sexually
transmitted infections. In men with dia-
betes mellitus type 1, it has been demon-
strated that semen volume, motility, and
morphology are all significantly lowered
compared to controls; furthermore, dia-
betic men with unsatisfactory glycemic
control had lower sperm count, motility,
velocity, and viability characteristics
than men with satisfactory glycemic con-
trol.” In terms of male reproductive
function, diabetes can affect more than
just sperm quality: in a study of 541 dia-
betic patients, 35% reported erectile dys-
function, with associations found be-
tween impotence and age, retinopathy,
peripheral and autonomic neuropathy,
and treatment with either insulin or an
oral medication.®

Medications

The patient’s past and current medica-
tion use, including prescription, nonpre-
scription and herbal products, should be
reviewed. A number of medications can
affect sperm count and quality, includ-
ing alkylating agents, calcium channel
blockers, cimetidine, colchicine, cortico-
steroids, cyclosporine, erythromycin,
gentamicin, methadone, neomycin, ni-



trofurantoin, phenytoin, spironolac-
tone, sulfasalazine, tetracycline, and thi-
oridazine. Any medication use, including
over-the-counter medications, should be
guided by a risk-benefit calculus weigh-
ing benefits for men’s health against
known or potential risks to offspring.

Family history and genetic risks
Genetic risk assessment should be based
on family history, paternal age, and eth-
nicity. A 3-generation family history of
genetic disorders should be obtained, as
certain disorders (sex-linked or autoso-
mal recessive) may skip generations. A
number of genetic disorders, such as cys-
tic fibrosis, Klinefelter syndrome, Kart-
agener syndrome, and polycystic kidney
disease, may impair fertility and sperm
quality. In a review article on Klinefelter
syndrome, the study authors collected
data consistent with symptomatic
azoospermia, and only 8.4% of their
adult patients had spermatozoa in their
ejaculate, out of the 69.3% of their pop-
ulation that were willing and able to pro-
vide an ejaculate sample.’ A small study
of pre- and peripubertal boys with
Klinefelter syndrome found that half (7)
of the subjects had no spermatogonia;
this study also found an association be-
tween the beginning of puberty and loss
of spermatogonia. "’

In an early study of adult men with
cystic fibrosis, all patients examined
had azoospermia. The study authors
also pointed to a high number of ab-
normal sperm forms seen.'' Obstructive
azoospermia of males with cystic fibrosis is
due to a condition known as congenital ab-
sence of the vas deferens.'>"”

Discussion of paternal age-related de-
cline in sperm quality may help inform
the couple’s reproductive life planning,
as many men are not aware of the grow-
ing body of evidence linking paternal age
to schizophrenia in the offspring. In a
Swedish cohort study, the offspring’s
risk for schizophrenia had a hazard ratio
of 1.47 for each 10-year increase in pater-
nal age, even after adjustment for famil-
ial schizophrenia history, socioeconom-
ics, birth exposures, and early parental
death.' Another cohort study revealed
that the relative risk for offspring with
schizophrenia increases with every

5-year increase in paternal age, culmi-
nating in fathers of 50 and over havingan
adjusted relative risk of 2.96."> Further-
more, these authors indicated that for fa-
thers 30-35 years, 1 out of 99 offspring
are estimated to have schizophrenia,
compared to 1 out of 47 for fathers aged
50 or older.

If the patient belongs to an ethnic
group at increased risk for certain ge-
netic disorders (eg, Ashkenazi Jews, Af-
rican Americans, Southeast Asians, and
Mediterranean), the provider should
screen the patient if his partner’s genetic
screen is positive or unknown. For
mixed couples, the partner at increased
genetic risk based on ethnicity should be
screened first.

Social History

The patient’s social history, including po-
tential occupational exposures, should be
reviewed. Ongoing exposures to metals,
solvents, endocrine disruptors, and pes-
ticides at work can impair sperm quality,
which may lead to infertility, miscar-
riage, and birth defects. The patient may
obtain a copy of the Material Safety Data
Sheet (MSDS) of any chemical exposure
at work from his employer, for review for
potential reproductive toxicity.

Risk Behaviors

The patient’s major and potential risk
behaviors, including tobacco, alcohol,
drug use, and hobbies, should be
reviewed.

Tobacco use has been associated with
decreased sperm count and abnormal
sperm morphology, motility, and fertil-
izing capacity. Recent evidence suggests
that nicotine and other chemicals in cig-
arettes can also induce oxidative damage
to sperm DNA.

The effects of alcohol use on sperm
quality are unclear. Some studies have
shown that moderate drinking may be
protective against DNA damage, per-
haps in part due to the antioxidant effect
of some alcoholic beverages.'® Other
studies have shown that alcohol may be
damaging to sperm DNA. The data are
clearer on heavy drinking (> 2 drinks a
day). In a study of alcoholics in an addic-
tion treatment center, testosterone level,
semen volume, sperm count, and the

number of sperm with normal morphol-
ogy and motility were lower among alco-
holic than nonalcoholic men.'” The
CAGE questions can be easily used to
screen for alcohol abuse.

Several recreational drugs have also
been linked to male infertility, including
marijuana, cocaine, and anabolic ste-
roids. Marijuana has been shown to re-
duce testosterone production, sperm
count, and semen quality. Cocaine has
also been associated with decreased
sperm count and abnormal sperm mor-
phology and motility, and the effects can
linger for up to 2 years from last use. An-
abolic steroids can also reduce testoster-
one level and sperm quality. In a small
study of 15 men who were using anabolic
steroids, 11 had low testosterone level
and 9 had no sperm production at all.
Even after quitting, only 2 men resumed
normal sperm production.'®

A study of anabolic steroid use in
bodybuilders and semen quality found
that compared to a control group, the
group of men using steroids exhibited
lower sperm concentration and a lower
amount of morphologically normal
spermatozoa.'® Patient steroid abuse
gives the physician potential for positive
intervention, as a study of 18 anabolic
androgenic steroid and human chori-
onic gonadotrophin (HCG) users dem-
onstrated that the mean sperm concen-
tration more than doubled 6 months
after cessation of steroid use.” This
study also showed that the percent of
spermatozoa with abnormal morphol-
ogy was positively correlated with cumu-
lative HCG dose taken.”® CAGE ques-
tions can also be used to screen for
recreational drug use.

Certain hobbies may expose the pa-
tient to reproductive hazards. Hobbies
that involve refinishing furniture, re-
pairing cars, painting, building mod-
els, or anything that requires the use of
strippers, degreasers, or nonwater-
based glues or paints may expose the
patient to organic solvents. Hobbies
that involve painting, pottery, making
stained glass windows, or handling,
shooting, or cleaning guns may expose
the patient to lead or other heavy
metals.

Supplement to DECEMBER 2008 American Journal of Obstetrics & Gynecology S391



Nutrition
Nutritional screening should review cur-
rent dietary patterns and use of restric-
tive diets. Both zinc and folate have anti-
oxidant properties that counteract
reactive oxygen species (ROS) and pro-
tect sperm against oxidative stress and
DNA damage. In a randomized con-
trolled trial of 99 fertile and 94 subfertile
men, daily administration of 66 mg zinc
sulfate and 5 mg folic acid significantly
increased sperm concentration of the
subfertile men, suggesting the impor-
tance of multiple nutrients impacting
fertility; the study authors also found an
increase in median percentage abnormal
forms from 80-84%.>" A study of 33 sub-
fertile men from a male infertility clinic
who received an intervention consisting
of twice daily oral 220 mg zinc sulfate for
3 months significantly increased mean
percentage progressive and total motility
of sperm.*? In a randomized controlled
trial giving 250 mg zinc sulfate 2 times
per day, investigators found that for as-
thenozoospermic men, 3 months of zinc
therapy yielded increases in progressive
motility of sperm, sperm count, and
sperm membrane integrity, while de-
creasing percentage of nonmotile
sperm.”* An early study in which normo-
spermic and oligospermic men were
given 10 mg folic acid 3 times a day for 1
month found that treatment resulted in
no change in sperm characteristics.**
Other antioxidants have also been
used to treat male infertility, including
vitamin C, vitamin E, selenium, glutathi-
one, ubiquinol, carnitine, and carote-
noids. However, the safety and efficacy
of such treatments have not been clearly
established. In 1 study, the combination
of vitamins C and E at high doses resulted
in sperm DNA damage in vitro, raising
concerns about the potential harms of
high-dose antioxidant supplementation.*

Mental Health

Routine screening for mental health dis-
orders should be performed. Estimates
of lifetime risk of major depression for
men range from 1.4% in the Epidemio-
logic Catchman Area to 11% in the Na-
tional Comorbidity Study. Recent evi-
dence suggests that depression of the
father during the postnatal development

of their child was found to be signifi-
cantly associated with poor childhood
emotional and behavioral outcomes,
even after adjusting for maternal depres-
sion and paternal depression during a
different developmental stage of the
child*%; such long-term detriments can
be averted with identification and refer-
ral of at-risk fathers-to-be for mental
health services. Furthermore, depressed
fathers can have a negative impact on the
mother-child interaction behaviors, and
are less likely to engage in certain father-
child interactions, such as playing out-
doors with their children.”” On the other
hand, fathers with good mental health
have been shown to reduce the impact of
a mother’s depression on the child.”®

Physical Examination

and Laboratory Testing

Physical examination and laboratory
testing should be guided by clinical his-
tory. For example, men at increased risk
for sexually transmitted infections
should be offered screening for HIV,
syphilis, and other STIs. The United
States Preventive Services Task Force
(USPSTF) recommends screening all
adult men for high blood pressure and
obesity; men aged 35 and older for lipid
disorders (as well as men aged 20-35 with
diabetes, family history of cardiovascular
disease or familial hyperlipidemia, or
multiple coronary heart disease risk fac-
tors); men with hypertension or hyper-
lipidemia for type 2 diabetes mellitus;
and men aged 50 and older for colorectal
cancer.” Routine screening for testicular
cancer in young men or prostate cancer
in men aged 50 and older (= 45 for men
at increased risk, eg, African Americans
or those with family history of prostate
cancer) may also be considered.

Health Promotion

Healthy weight and nutrition

There is a national epidemic of obesity.
In 2003-2004, 62.2% of men aged 20-39
were overweight or obese, categorized as
having a body mass index (BMI) of 25 or
higher.’® Males who are overweight or
obese have been associated with lower
testosterone level, poorer sperm quality,
and reduced fertility, compared to non-
overweight or obese men; the odds of in-
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fertility increases by 10% for every 20 lbs
overweight.®

An important objective of preconcep-
tion care is to achieve healthy weight be-
fore conception. Clinical guidelines have
been established for the identification,
evaluation, and treatment of overweight
and obesity. Men should be encouraged
to set weight loss goals, to develop a plan
to reach those goals, and to exercise at
least 30 minutes a day on most days of
the week. A referral to a nutritionist
and/or a structured weight loss program
may be useful. After successful weight
loss, the likelihood of weight loss main-
tenance is enhanced by a program con-
sisting of dietary therapy, physical activ-
ity, and behavior therapy, which should
be continued until pregnancy.

Stress reduction and enhancing
resilience
The impact of chronic stress on men’s
cardiovascular health has been well dem-
onstrated; much less is known about the
impact of chronic stress on men’s repro-
ductive health. Stress can disrupt hypo-
thalamic-pituitary-gonadal  functions,
resulting in decreased steroidogenesis
and spermatogenesis. Stress can also in-
crease susceptibility to infection and in-
flammation, which may cause oxidative
damage to sperm. However, the litera-
ture on stress and semen quality has been
inconsistent. Stress has been shown to
negatively impact semen quality vari-
ables for in vitro fertilization (IVF) pa-
tients and patients visiting andrology
clinics,>®** but has also been shown to
have no impact on semen quality for
these patients.”> Weekly time at job and
stress have been shown to negatively im-
pact sperm quality variables for fertile
men,’® but job strain and stress have also
shown no impact on sperm for infertile
men’>’ and men of unknown fertility.*®
In other studies of unknown male fertil-
ity, stress levels were not associated with
variables of sperm quality,” but acute
stress stemming from an event like a
family death,*® or physiologic, psycho-
logical, and overall stress levels can im-
pact sperm quality variables.*!

It appears prudent to recommend
steps that promote stress reduction and
resilience in the context of male precon-
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ception care. Elements to consider in-
clude regular exercise, adequate sleep,
and balanced nutrition. Programs or se-
lected readings that enhance the pa-
tient’s emotional intelligence, capacity
for interpersonal communication, and
positive mental health should be helpful
as well. As is recommended for women,
men should be screened for the adequacy
of their social support systems. Activities
that strengthen social support should be
encouraged.

Inflammation and immunization
Chronic inflammation can cause oxida-
tive damage to sperm. Sources of chronic
inflammation include chronic, un-
treated infections such as periodontal
disease or STIs, stress, diet, and xenobi-
otics. Screening for such disorders or ex-
posures should be included as a routine
part of health promotion during precon-
ception care.

The immunization status of men
should be reviewed as part of a precon-
ception evaluation, and appropriate vac-
cines should be offered. Immunization
recommendations are updated annually
by the CDC, the American College of
Physicians (ACP), and the American
Academy of Family Physicians (AAFP).

Avoidance of harmful exposures

An increasing number of environmental
exposures, including phthlates (a type of
plasticizer used in food-can linings and
many household products), acrylamide
(produced during frying, baking, and
overcooking), and pesticides and diox-
ins, have also been shown to cause sperm
DNA damage. According to the National
Institute for Occupational Safety and
Health, male reproductive health can be
negatively affected by the following
workplace exposures: lead, dibromo-
chloropropane, carbaryl, toluenedia-
mine, dinitrotoluene, ethylene dibro-
mide, plastic production (styrene and
acetone), ethylene glycol monoethyl
ether, welding, perchloroethylene, mer-
cury vapor, heat, military radar, kepone
(in large doses), bromine vapor (in large
doses), radiation (in large doses), carbon
disulfide, and 2, 4-dichlorophenoxy ace-
tic acid.** Additional substances have
been identified as potential causes of

male infertility, including chlordecone,
beta-chloroprene, lead azide, lead II
thiocyanate, manganese, manganese tet-
roxide, tetraethyl lead, and tetramethyl
lead.*’ Physical exposures like heat, sed-
entary work positions, and radiation
have the potential to affect male fertility,
though the evidence supporting a direct
effect remains unclear.**

Clinical and Psychosocial
Interventions

The integration of preconception care
into the ongoing primary care of women
is an acknowledged challenge for the rec-
ommendations of the CDC’s Select
Panel. However, an even greater chal-
lenge will be to apply the science and
principles outlined in this paper to the
primary care of men. Even when ade-
quate access and health insurance cover-
age are available, men do not often seek
primary care for their own health pro-
motion and disease prevention. Obste-
tricians-gynecologists and other clinical
professionals providing primary care to
women can help by encouraging the
woman’s partner to seek such care. Ad-
ditionally, the clinical content of male
preconception health care must be inte-
grated into both graduate and continu-
ing medical education for both family
medicine and general internal medicine
physicians.

Preconception care also offers an op-
portunity to address the psychosocial
needs of men before pregnancy and
parenting. Three types of psychosocial
services should be made available to
men during preconception care: 1) so-
cial services, 2) clinical support, and 3)
partner and parenting support. Social
services may include financial literacy
training or assistance with job place-
ment to help men get ready to start a
family. The preconception care visit
can offer a platform for accessing these
services. Men who have mental health
problems including depression could
benefit from some forms of psycholog-
ical support and therapy. Many men
can use some guidance on how to pro-
vide emotional support to their part-
ners, with emphasis on strengthening
their capacities for communication and
nurturance. Similarly, most men can use

some lessons to help them prepare for
fatherhood, and preconception is a good
time to start.

Recommendation. In spite of the
challenges and barriers, we recom-
mend that each male, planning with
their partner to conceive a pregnancy,
should undergo a comprehensive med-
ical evaluation for the purposes of dis-
ease prevention and detection, and
preconception education. Manage-
ment should be optimized for any high
risk behaviors or poorly controlled dis-
ease states prior to attempting concep-
tion. Strength of recommendation: B;
quality of evidence: 111.

Conclusion

In this paper, we have outlined the key
elements of a comprehensive approach
to optimizing the preconception health
status of men. Preconception care for
men is important for improving family
planning and pregnancy outcomes, en-
hancing the reproductive health and
health behaviors of their female partners,
and preparing men for fatherhood. Most
importantly, preconception care offers
an opportunity, similar to the opportu-
nity it presents for women, for disease
prevention and health promotion in
men.

However, we recognize that to im-
prove preconception health and health
care for men in the US, significant bar-
riers must be overcome. Issues that
need to be addressed include organiza-
tion, financing, training, and demand.
There is currently no consensus on ser-
vice delivery of preconception care for
men—who should provide preconcep-
tion care to whom, where, when, and
how. To ask busy clinicians to provide
preconception care to men at every
visit (“every man, every visit”) may not
be feasible, and some components of
preconception care may not be indi-
cated or appropriate for every man at
every visit. Furthermore, preconcep-
tion care for men is not currently a bill-
able diagnosis under most health
plans. Many clinicians who provide
care to men are not trained to provide
preconception care; most obstetri-
cians-gynecologists are not trained to
provide care for men. As a starting
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point, each couple seeking infertility
services should be encouraged to have
the male partner medically evaluated
by either a urologist or reproductive
endocrinologist with an interest in
andrology.

Perhaps the most difficult issue is a so-
cial marketing one. Men are notorious
about not seeking preventive and pri-
mary health care. In order to make pre-
conception care for men relevant to ev-
ery man, targeted health messaging, the
buy-in of partners and peers, cultural
competency, and appropriate language
will be critical. Further evidence is
needed on how to effectively market and
implement preconception care for men.
Additionally, much more research is
needed on men’s preconception health;
research in this newly identified area is
virtually nonexistent. [
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The clinical content of preconception
care: environmental exposures

Melissa A. McDiarmid, MD, MPH; Paula M. Gardiner, MD, MPH; Brian W. Jack, MD

L inks between environmental expo-
sures and risk of disease or other
health harm have been increasingly ac-
knowledged for numerous outcomes
ranging from cancer development to
childhood asthma. Adverse reproductive
and developmental effects have also been
linked to environmental exposures. The
Institute of Medicine (IOM) describes a
patient’s environment as comprising 3
sectors—the home, the community, and
the workplace—wherein chemical and
physical hazards may be encountered via
various media such as contaminated soil,
water, and air.”? Although the American
College of Obstetrics and Gynecology
(ACOG) Ante Partum Record already
includes environmental history queries
regarding smoking and alcohol use,” a
broader review of the patient’s home,
community, and work life must be added
to gain a more complete picture. Diet his-
tory including fish consumption can be
considered under the “home” environ-
ment and drinking water source under
“community.” Specifics of work duties
and agents handled enable tailored recom-
mendations to optimize the woman’s
health and that of her future pregnancy.
Routine assessment of hobbies, habits, and
home and work environments might iden-
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Environmental origins of disease risk and harm to health have been increasingly
acknowledged for numerous outcomes, in both adult and pediatric populations. Adverse
reproductive and developmental effects have also been linked to environmental expo-
sures. In addition to the current queries about a patient’s alcohol and smoking history,
key determinants of a future pregnancy outcome should also be elicited during the
preconception visit. These determinants include: (1) mercury intake via fish consumption;
(2) nitrate exposure from well water sources; (3) exposure to chemical, physical, or
biologic hazards on the job; and (4) lead and other toxic exposures—possibly from
hobbies or the use of lead-glazed dinnerware in the home. Eliciting a detailed environ-
mental history permits tailored recommendations to optimize the woman’s health and that

of her future pregnancy.

Key words: environment, exposure, lead, mercury, preconception

tify exposures associated with adverse re-
productive consequences that can be min-
imized during the preconception period.
Although the effects on human pregnancy
of many of the chemicals in occupational
use are unknown, several classes of ele-
ments and compounds—such as heavy
metals and organic solvents—have been
implicated in a variety of reproductive
disorders.

Recommendation. It is prudent to edu-
cate women for whom pregnancy is a
possibility about environmental haz-
ards, and to provide them with the facts
available about the teratogenic potential
or reproductive toxicity of any chemical
or environmental agent to which they
are exposed. Strength of recommenda-
tion: A; quality of evidence: 111.

Mercury

National norms exist for mercury levels
in both blood and urine collected during
the National Health and Nutrition Ex-
amination Survey (NHANES) con-
ducted by Center of Disease Control
(CDC).* Measures of mercury exposure
in women of childbearing age generally
fall below levels of concern. Several sce-
narios, however, if elicited during his-
tory taking at the preconception visit,
merit follow-up and possibly interven-
tion. Exposure to methylmercury is of
particular concern because it is a well-

established human neurotoxin and the
developing fetus is most sensitive to its
adverse effects.””” Methylmercury bioac-
cumulates through the food chain so that
concentrations are highest in large pred-
atory fish. Exposure occurs primarily
through consumption of seafood, fresh-
water fish, and shellfish.*'* Thus, con-
sumption of fish high in mercury, which
has been organified and concentrated
through the food chain and is found in
highest concentrations in large game
fish, is of concern during the preconcep-
tion period. The 2004 United States En-
vironmental Protection Agency (EPA)
and the Food and Drug Administration
(FDA) issued a joint consumer advisory
regarding methylmercury in fish and
shellfish, advising pregnant women,
those likely to become pregnant, and
those breastfeeding to avoid any con-
sumption of shark, swordfish, King
mackerel, and tile fish.!> Other fish con-
sumption (such as tuna) should also be
limited but is allowed in up to 2 meals of
6 ounces each per week. Counseling
about fish consumption is especially im-
portant in nonmeat eating patients and
those who supplement a meager diet
with fish that the family catches (subsis-
tence fish eaters). The National Acade-
mies of Science’s IOM has issued a more
recent recommendation on seafood con-
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sumption,'* updating the 2004 EPA/
FDA advisory. Generally, the IOM agrees
with the EPA/FDA advisory but is a bit
more cautious with portion size recom-
mendations for pregnant women, those
who could become pregnant, and those
breastfeeding, stating that a “reasonable
intake” of fish with lesser mercury con-
tent is 2 meals weekly of 3 ounces each (a
typical can of tuna contains 7 ounces),
but the 12-ounce total intake recom-
mended by the EPA/FDA advisory can
be “safely consumed.”

Active controversy regarding dietary
sea food limitation reigns in the litera-
ture due to the documented benefit of
essential fatty acids in the maternal diet
to both mother and the fetus.'” A reason-
able approach here is to recommend al-
ternative sources of dietary fatty acids
such as purified fish oil.

Recommendation. Women of child-
bearing age who may become pregnant
should avoid consumption of shark,
swordfish, King mackerel, and tile fish.
Other fish consumption (such as tuna)
should also be limited but is allowed in
up to 2 meals of 3 ounces each per week.
Many state government agencies issue
fish advisories and bans relating to mer-
cury concentration in locally caught fish.
In addition the maternal diet may be
supplemented with essential fatty acids
from nonseafood sources. Strength of
recommendation: B; quality of evidence:
I1I.

Lead

Lead is a known neurotoxin, especially
for vulnerable populations such as
young children and the fetus. Lead is
most commonly found in lead-based
paint, occupational settings, and con-
taminated soil. Hobbies may also pro-
vide a source oflead exposure, as may use
of dishes and pottery with lead glaze (see
below). Exposures, even early in preg-
nancy can pose a risk to the fetus. Lead
levels of 10-15 ug/dL may lead to central
nervous system (CNS) damage; hydro-
celes; skin tags; hemangiomas, lym-
phangiomas, and undescended testicles
in males; miscarriage; and stillbirth. Ad-
verse effects of elevated maternal blood
lead levels (BLLs) during pregnancy in-
clude spontaneous abortion, intrauter-

ine fetal demise, premature delivery, in-
trauterine growth restriction, and post-
natal neurologic sequellae.'® About 0.5%
of childbearing-age women in the
United States overall may have blood
lead levels exceeding 10 mcg/dL."” In
1996, blood lead surveillance of women
aged 18-45 years old in New York State
found that 2% of BLLs exceeded 10 mcg/
dL. Although there is no documented
safe threshold for BLLs, the adverse ef-
fects of antepartum lead levels on the fe-
tus in the range typically found in the
United States have not been established.
It is also difficult to interpret BLLs in
pregnancy because of the potential for
hemodilution and the frequent presence
of coexisting anemia.'® This, however,
does not preclude measuring the BLL in
apreconception or pregnant patient who
gives a history suggestive of past or cur-
rent exposure. The history of present or
remote past exposure to lead suggests the
need for a BLL and for monitoring of this
level if found to be elevated during preg-
nancy and while breastfeeding.'® This is
due to the mobilization of lead stores
from bone during pregnancy and lacta-
tion. Lead in breast milk is passed to the
feeding infant, as well. If lead levels are
elevated, calcium dietary supplements
may minimize lead mobilization mod-
estly,”® and consultation with an occupa-
tional medicine specialist is reasonable
to assist with management. Risk factors
for lead exposure include occupational
risks and home renovation. Lead may
also be found in some cosmetics, espe-
cially from sources outside the United
States.”' The most common categories
for occupational exposure include preci-
sion production, crafts, and repairs. A
study from the New York City Health
Department reported on incident BLLs
> 20 mcg/dL between 1996 and 1999 (n
= 33), and found that levels were in-
versely associated with maternal age and
length of time in the United States, and
directly correlated with gestational age
and pica behavior.*

How detectable is the condition? Pre-
vention strategies for childhood lead
poisoning include the identification of
at-risk pregnant women. The CDC rec-
ommends the use of a questionnaire to
assess children’s risk of lead exposure;
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this questionnaire has been successfully
adapted for use in pregnant women.>
The New York State Health Department
has used questionnaires and BLLs as part
of routine screening in pregnancy since
1995.>* Other states have subsequently
adopted their approach.

How effective are the current treat-
ments? Treatment such as chelation has
been reported in pregnancy” but is re-
served only for symptomatic women
with very high levels of lead in their
blood.

Impact of preconception care: For
women of childbearing age who are not
pregnant, no recommendations and lit-
tle data exist. A risk-assessment ques-
tionnaire that incorporates questions
about potential lead exposure may be
useful in identifying areas of risk reduc-
tion for further counseling. Recommen-
dations for women with affirmative re-
sponses should include screening of any
children in the household, education
about methods of environmental clean-
up, removal from the exposure source,
and nutritional counseling—such as in-
creasing the amount of iron and calcium in
the diet—to reduce absorption of ingested
lead. These recommendations have been
extrapolated from pediatric data and are
not promoted by national organizations
nor studied in this population.

Recommendations by other groups: No
national organizations currently recom-
mend screening pregnant women for ele-
vated BLLs. The United States Preventive
Services Task Force recommends against
routine screening for elevated BLLs in
asymptomatic pregnant women.”®

Recommendation. There is insufficient
evidence to recommend that all women
should be screened for elevated lead for
the purpose of improving perinatal out-
comes. However, women exposed to
high levels of lead or with a history of
known high lead levels, including child-
hood lead poisoning, should be coun-
seled on the risk of lead to the unborn
child. For women with a history of high
BLLs, it is reasonable to test the BLL and,
if elevated, to initiate activities to lower
the levels before conception. Strength of
recommendation: C; quality of evidence:
II-2.



Soil and water hazards

Hazards encountered in the soil, water,
or air often originate from a current or
former industrial source. Polluted sites
that are tracked on the US EPA’s Na-
tional Priority Listed (NPL) site pro-
gram®’ generally do not result in human
health effects to the wider community
but may threaten residents of a home in
close proximity by allowing for soil or
drinking water contamination. Al-
though not uniformly true, many resi-
dents know when they are living near an
NPL or toxic waste site. Documentation
of chemical intrusion into soil or drink-
ing water can be obtained from local
health departments. Another commu-
nity-based environmental hazard is the
patient’s source of drinking water. If the
source of water is a private well, docu-
mentation of water quality should be
sought. Private wells are not regulated
for water quality by the EPA, in contrast
to public water sources. Several reports
of adverse pregnancy outcomes have
been attributed to contaminated well
water.?®

Recommendation. During preconcep-
tion visits, women should be asked if
their well water has ever been tested or if
there have been questions about their
municipal water quality in the past. Any
possible water quality problems should
be investigated by the local health de-
partment and, if concerns are identified,
women should use alternative sources of
water for drinking and cooking. (Note:
avoidance of water bottled in containers
containing Bisphenol A [BPA], identi-
fied by the number 7 on the bottom of
the bottle, is prudent) (see below). De-
pending on the contaminant and its con-
centrations, alternative locations for
bathing may also be required. Strength of
recommendation: B; quality of evidence:
III.

Although not derived from the ambi-
ent environment, dietary exposure to
BPA from canned food liners or water
bottles is an emerging hazard generating
conflicting recommendations from pub-
lic health agencies. BPA, a high produc-
tion (by volume) organic chemical com-
pound with estrogenic properties is used
as a building block of hard (polycarbon-

ate) plastics and epoxy resins used in
some food and drink containers. Re-
cently the Center for the Evaluation of
Risk to Human Reproduction (CERHR)
of the National Toxicology Program is-
sued a report based on an evaluation of
the state of science regarding BPA. Al-
though based largely on animal evi-
dence, mechanisms of toxic action of
BPA are shared with humans and the
doses at which outcomes were observed
occurred at those seen in humans. The
NTP therefore issued a statement voic-
ing “some concern” for effects on the
brain, behavior, and prostate gland when
the fetus, infants or children are exposed
at current human exposure levels to
BPA. They also determined there is
“minimal concern” for effects on the
mammary gland and an earlier onset of
puberty for females exposed or fetuses,
infants, and children at current human
exposures to BPA.* Prudent practice
would therefore suggest avoidance of ex-
posure. Thisisaccomplished by avoiding
canned food packed in epoxy (white
plastic container liners) and bottled wa-
ter with the number 7 stamped on the
bottom.

During the preconception visit
women should be advised about BPA
avoidance in their diet. Strength of rec-
ommendation: B; quality of evidence: 11.

Workplace exposure

The workplace represents the principal
opportunity for exposure to environ-
mental reproductive or developmental
toxicants. Although some chemicals are
regulated by public health agencies, the
majority of chemicals considered for
regulation are not evaluated for repro-
ductive endpoints. Therefore, many
chemicals with unambiguous reproduc-
tive or developmental effects are still in
regular commercial use and thus pose a
risk to women before pregnancy. Several
employment sectors with such toxicants
in common use—including laboratory
and clinical healthcare, printing, and dry
cleaning—employ women in large
numbers.”® Healthcare especially pre-
sents exposure opportunities to undis-
puted reproductive and developmental
toxicants, including hazardous antican-
cer and antiviral agents.”® Aspects of

other industrial sectors, including the
use of pesticides and herbicides in the ag-
ricultural sector, the use of solvents and
heavy metals in the manufacturing sec-
tor, and the use of solvents and inks in
the printing sector, also present potential
risks to underprotected workers. An ini-
tial evaluation of a patient’s job-related
exposures can be obtained by screening
questions regarding employment and
job sectors.'”* If there is a potential
chemical, biologic, or physical agent haz-
ard identified, then a more detailed as-
sessment can be made by asking about
frequency of exposure, duration, timing,
and exposure route (inhalation, dermal
contact, or ingestion). This assessment
should include questions about the use
of additional protective apparel or the
use of a respirator for some job tasks.
However, there are some jobs in which
both governmental safety and health
agencies and professional organizations
recommend alternative duty (ie, differ-
ent job duties without exposure to haz-
ards of concern) for pregnant workers or
those actively trying to conceive,” such
as nurses who handle cancer chemother-
apeutic agents®® and workers with or-
ganic solvent exposure.”® The work of
the patient’s partner should also be in-
quired about as secondary contamina-
tion of the household or maternal expo-
sure opportunity is posed during
laundering of work clothes.*
Recommendation. During preconcep-
tion visits, women should be asked about
the work environment. If potential ex-
posures are identified, consultation with
an occupational medicine specialist may
assist in carrying out a more detailed in-
vestigation regarding recommendations
for work modification. Strength of rec-
ommendation: B; quality of evidence: 111.

Household exposures

A woman’s residential activities and
hobbies pose potential risks for her be-
fore pregnancy. Hobbies of concern in-
clude those involving solvents such as
oil-based paints; heavy metals, such as
lead, which are used in stained glass
work; and paint-stripping agents that of-
ten contain methylene chloride, which
metabolizes to carbon monoxide and
can be toxic to the fetus.”” Jewelry mak-
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ing and metal tempering can involve the
melting and soldering of metals and
should also be avoided. Pesticides, herbi-
cides, and rodenticides are among the
chemical hazards most likely to be en-
countered in the home. Application of
any of these should be avoided by the
preconception patient. A home may be
secondarily contaminated by a family
member’s soiled work clothes and shoes
that are brought home and contain pes-
ticides or other toxins. Painting projects
with nonlatex-based paints that are sol-
vent based and contain metals for pig-
mentand antifoulantagents, common in
exterior paints, should be avoided. Some
home-rehabbing projects are also poten-
tially hazardous. The use of heat guns to
remove old paint and wallpaper from
walls containing lead-based paint should
be avoided.

Recommendation. During preconcep-
tion visits, women should be asked about
the home environment. If potential ex-
posures are identified, consultation with
an occupational medicine specialist may
assist with a more detailed investigation
regarding recommendations for modify-
ing exposures. Strength of recommenda-
tion: A; quality of evidence: 111.

CONCLUSION

Elements of the environmental history
elicited during the preconception visit
may identify key determinants of a fu-
ture healthy pregnancy. Three sectors of
awoman’s environment—the home, the
community, and the workplace—should
be asked about to identify hazards to the
pregnancy outcome. The workplace rep-
resents the principal source of exposure
to toxicants with unambiguous repro-
ductive and developmental effects.
These toxicants are often found in indus-
try sectors, such as healthcare, in which
many women work. A woman’s diet and
drinking water source, as well as her hob-
bies, may also pose a threat to the preg-
nancy. Exposure opportunities identi-
fied in the preconception visit may allow
tailored recommendations to be made to
the patient to modify exposure and thus
reduce the risk of an adverse outcome.
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