
Preconception Care 
Care of the Reproductive Age 

Woman Who Can Get Pregnant

THE HARM WE CAN DO AS PROVIDERS

THE HARM WOMEN CAN DO TO 
THEMSELVES

PREVENTING HARM WITH FOLIC ACID

CASE HISTORY

• 34 Years Old
• Seronegative Inflammatory Arthritis
• Mother Has Rheumatoid Arthritis
• RF negative
• ANA 1:40
• Methotrexate 8 tablets once weekly

Date of Visit: 6/8/17

This is a 33 year-old female who speaks Bosnian and a little English.  
She presents today without a translator at her request.

She is currently not on birth control but is aware 
methotrexate is not safe in pregnancy.  We discussed her 
medications can be changed to something safe in pregnancy 
if she chooses to become pregnant.  She is aware she will 
need to be off methotrexate for 6 months before becoming 
pregnant

TRENDS IN THE INTENDEDNESS OF BIRTH AT 
CONCEPTION 
• Total unintended 1982—36.5%
• Total unintended 2006-2010—37.1%

Ever married
Total unintended 1982—29.7%
Total unintended  2006-2010—25.3%
Never married
Total unintended 1982—71.6%
Total unintended 2006-2010—59.6%

• CDC: National Health Statistics Report   7/24/12

METHOTREXATE  (Pregnancy Risk Factor X)

•Pregnancy loss, growth restriction, microcephaly, 
meningomyelocele, intellectual disability, decreased 
ossification of the calvarium, hypoplastic supraorbital 
ridges, small low-set ears, micrognathia, and limb 
defects.
•Timing of exposure:
18 to 60 days postconception (organogenesis)



ISOTRETINOIN (Pregnancy Risk Factor X)

Systemic retinoic acid, isotretinoin, and etretinate can cause increased 
risk of CNS, cardioaortic, ear, and clefting defects such as microtia, 
anotia, thymic aplasia, other branchial arch and aortic arch 
abnormalities, and certain congenital heart malformations

Timing of exposure:
First trimester

Required for prescribing: I PLEDGE

ANTICONVULSANTS

• CARBEMAZEPINE (TEGRETOL) 

Increases the risk of facial dysmorphology, neural tube defects, cardiovascular defects, and 

urinary tract defects.

• VALPRIOC ACID (DEPAKOTE)

Increases the risk of spina bifida, facial dysmorphology, autism, atrial septal defect, cleft palate, 

hypospadias, polydactyly, craniosynostosis, and limb abnormalities.

• Exposure risk at 18-60 days post-conception 

2015 National Conference on Health Statistics 

• Self-reported data on gestational age at time of pregnancy awareness from 1995 through 
2011-2013 

• Mean gestational age at pregnancy awareness was greater among women 15-19 compared 
to women 20-24, 25-29, 30-44 

• Mean gestational age at pregnancy awareness was greater 
among women with unwanted pregnancies versus those that were intended

https://www.cdc.gov/nchs/events/2015nchs/poster_abstracts.htm

TRIMETHOPRIM

Has been linked to an increased incidence of neural tube defects. The 
risk is not high, but it is biologically plausible because of the drug's 
effect on lowering folic acid levels, which has resulted in neurologic 
symptoms in adults taking this drug. It is also associated with 
cardiovascular defects and possibly oral clefts.

Exposure risk:  First Trimester

PAROXETINE
A study of a nationally representative sample of live births compared 
children exposed in utero to paroxetine during the first trimester (n = 
1200) with children of depressed women who were not treated with 
medications (n >23,000).  After adjusting for potential confounds (eg, 
maternal age, smoking, and body mass index), the analysis found a 
trend for a greater rate of congenital heart anomalies in the group 
exposed to paroxetine (odds ratio 1.7, 95% CI 1.0-2.8).

https://www.cdc.gov/nchs/events/2015nchs/poster_abstracts.htm


ACE INHIBITORS

• Fetal hypotension resulting in fetal kidney hypoperfusion and anuria, 
oligohydramnios, pulmonary hypoplasia, cranial bone hypoplasia, 
fetal growth restriction and demise.
• Neonatal oliguria, anuria, hypotension, and renal tubular dysgenesis.

• TIMING OF EXPOSURE—2nd and 3rd Trimester

FAMILY CARE STATISTICS

233 Women ages 18-40 Treated for Hypertension

90/233  On ACE 

29/90 (32%)  Had no effective contraception

FAMILY CARE STATISTICS

354 Delivered In 2017

32% Entered into care during 2nd or 3rd trimesters

OTHER IMPLICATED MEDICATIONS

ACETAMINOPHEN

A study from Norway that adjusted for maternal use of acetaminophen 
before pregnancy, familial risk for ADHD, and indications of 
acetaminophen use reported an increased risk of ADHD with 
acetaminophen use >29 days: HR 2.20 (95% CI 1.50-3.24)

OTHER IMPLICATED MEDICATIONS

OPIOIDS

A 2015 US FDA Safety Announcement stated further 
investigation of this issue is needed before we can determine 
whether the weight of evidence supports the presence of an 
increased risk of neural tube defects related to opioid exposure 
in early pregnancy.  
The absolute risk of open neural tube defects is low in the 
United States. Therefore, if a true causal relationship exists, a 
twofold increase in risk would represent a small increase in the 
absolute risk of open neural tube defects.



TREATING FOR TWO

Fewer than 10% of medications have enough 
information to determine their safety for use in 
pregnancy

TOBACCO USE

Women who gave birth in 2016  &  
smoked cigarettes while pregnant:

National average—7.2%
Highest incidence in West Virginia—25.1%
GED or High School Diploma—12.2%
Bachelor’s Degree or Higher—1%
Women aged 20-24 (most of any age group studied)—10.7%

CDC National Center for Health Statistics; Feb 2018

TOBACCO USE
Risk of miscarriage:

Meta-analysis of 50 articles & reports from U.S. Surgeon General
Any active smoking associated with increased risk of miscarriage
More cigarettes smoked, more risk
Second hand smoke also associated with increased risk

Am J Epidemiol. 2014;179(7):807. Epub 2014 Feb 10

TOBACCO USE
Congenital Heart Defects

9/1000 live births in U.S.
Cardiovascular embryogenesis occurs early 1st trimester
Offspring of mothers reporting cigarette use in 1st trimester more likely 
to be born with CHD

Journal of Pediatrics, Vol. 166, No. 4; April 2015



TOBACCO USE
Stillbirth

Case control study—663 stillbirth vs 1,932 live births.
Maternal cotinine assays performed showed:
2-2.5 x higher risk of stillbirth if cotinine positive (dose dependent)

Obst Gynecol, 2014 January; 123(1):113-125

TOBACCO USE

Stillbirth
Maternal smoking during pregnancy and risk of stillbirth: results from a 
nationwide Danish register-based cohort study
841,228 singleton births in Denmark between 1997 and 2010
Any smoking during pregnancy increased the risk of stillbirth, both 
overall (odds ratio 1.42, 95% confidence interval 1.30-1.55) and for 
antepartum (odds ratio 1.38, 95% confidence interval 1.25-1.53) and 
intrapartum (odds ratio 1.52, 95% confidence interval 1.18-1.96) 
stillbirths

TOBACCO USE

Women who quit smoking at the beginning of the 
second trimester at the latest had no increased risk of 

stillbirth overall 

MARIJUANA USE

NUMBERS FROM FAMILY CARE HEALTH CENTERS

Percent marijuana use during pregnancy:

2010—15.93%

2015—26%

NATIONAL NUMBERS FROM THE CDC 2017

Percent marijuana use during pregnancy:  4%

MARIJUANA USE MARIJUANA USE
Maternal marijuana use was identified in 2.7% (unweighted frequency 48/1610) of live births

Umbilical cord THC measured to determine exposure

Marijuana use was not associated with adverse pregnancy outcomes

Neonates of marijuana users had increased infection morbidity (9.8% vs 2.4%; P < .001) and neurologic 
morbidity (1.4% vs 0.3%; P = .002)

Am J Obstet Gynecol. 2017 Oct;217(4):478.

https://www.ncbi.nlm.nih.gov/pubmed/28578174


ALCOHOL USE

Approximately half of all US women of childbearing age have reported 

past month alcohol consumption.

Use ranged from sporadic intake to 15% reported binge drinking

CDC: MMWR 2012;61(28): 534-538

FETAL ALCOHOL SYNDROME

FETAL ALCOHOL SYNDROME FETAL ALCOHOL SYNDROME
DIAGNOSTIC CRITERIA (Must Meet All Three)
1) Prenatal &/or postnatal growth deficiency
2) 3 Cardinal facial features (reduced palpebral fissure length, smooth 

philtrum, thin upper vermillion lip border)
3) Any of a range of recognized structural, neurologic, &/or functional 

CNS deficits

ALCOHOL USE

FETAL ALCOHOL SPECTRUM DISORDER
1) FETAL ALCOHOL SYNDROME
2) PARTIAL FETAL ALCOHOL SYNDROME
3) ALCOHOL RELATED BIRTH DEFECTS
4) ALCOHOL RELATED NEURODEVELOPMENTAL DISORDER

ALCOHOL USE

1ST TRIMESTER DRINKING—12x odds of giving birth to child with FASD
1ST & 2ND TRIMESTER DRINKING:

61x odds of giving birth to child with FASD

DRINKING IN ALL TRIMESTERS:
65x odds of giving birth to child with FASD

Pediatrics 2015; 136; 1397-1406



ALCOHOL USE

Increased Risk IUGR with only 1 standard drink/day

Pediatrics 2015; 136; 1397-1406

ALCOHOL USE

415 Children In Study (195 girls and 220 boys)

Consistent Association Between Craniofacial Shape and Prenatal ETOH              
Exposure

Regions of Difference:  Midface, Nose, Lips, Eyes

Observed With Almost Any Level Of Prenatal ETOH Exposure At Any 
Time During the Pregnancy

JAMA PEDIATRICS; AUG 2017 VOL 171, No. 8, 771-780

FOLIC ACID

32 YEAR OLD WOMAN, NO SEXUAL ACTIVITY FOR > 2 YEARS
ON NO CONTRACEPTION.  NO PLANS FOR PREGNANCY.

WHAT RECOMMENDATION WOULD YOU MAKE WITH REGARD
TO FOLIC ACID SUPPLEMENTATION?

FOLIC ACID

A) NO RECOMMENDATION AT THIS TIME
B) RECOMMEND THAT, IF SHE BECOMES SEXUALLY ACTIVE, 

SHE SHOULD START FOLIC ACID SUPPLEMENTATION
C) RECOMMEND THAT, IF SHE PLANS ON GETTING PREGNANT, 

SHE SHOULD START FOLIC ACID SUPPLEMENTATION
D) RECOMMEND THAT SHE START FOLIC ACID 

SUPPLEMENTATION NOW

FOLIC ACID

D) RECOMMEND THAT SHE START FOLIC ACID 
SUPPLEMENTATION NOW

FOLIC ACID



FOLIC ACID

Burden of Disease
During early fetal development, a neural tube forms that later becomes 
the spinal cord, brain, and neighboring protective structures (e.g., 
spinal column), with complete closure occurring by the fourth week of 
pregnancy. Incomplete neural tube closure results in defects such as 
anencephaly and spina bifida. These defects vary in level of disability 
and may lead to death. Neural tube defects are among the most 
common major congenital anomalies in the United States. Based on 
2009–2011 data from the Centers for Disease Control and Prevention, 
the estimated average annual prevalence of anencephaly and spina 
bifida combined was 6.5 cases per 10,000 live births


