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INTRODUCTION
Inflammatory bowel disease (IBD) is most commonly diag-
nosed before or during the peak reproductive years, and for 
at least 25% of patients, their first pregnancy occurs after 
diagnosis.1 Understanding how IBD impacts fertility and 
pregnancy outcomes as well as how pregnancy impacts the 
course of IBD is therefore important for the broad range of 
clinicians involved in the care of these patients. 

PRECONCEPTION COUNSELING 

Women with IBD of childbearing potential should be queried 
as part of routine care about their pregnancy plans. Since 
nearly half of all of pregnancies in the United States are 
unplanned, it is helpful for healthcare providers to discuss 
issues regarding pregnancy before the patient reports a pos-
itive pregnancy test.2 Often even a brief conversation held 
before an unplanned pregnant can help allay fears regarding 
the safety of IBD medication use during early pregnancy and 
about being pregnant with IBD. 

Women with IBD who desire pregnancy soon should 
undergo comprehensive pre-conception counseling.3 Gen-
eral topics to discuss include optimizing diet and nutrition, 
starting a prenatal vitamin, discontinuing tobacco, alcohol, 
marijuana and illicit drug use, and getting up to date in vac-
cinations. It is recommended that women with IBD be up 
to date on vaccinations for influenza, COVID-19, HPV, and 
Hepatitis A and B. Depending on their medication usage, 
they may also need vaccination against pneumococcal pneu-
monia. Testing for nutritional parameters including vitamin 
B12, folic acid, vitamin D, iron stores, vitamin B6 and zinc 
should be considered at this time as well. 

Pre-conception counseling should also include education 
about the importance of conceiving when IBD is in remis-
sion and about the safety of IBD medication use during preg-
nancy, which is a top priority topic for women with IBD 
who desire pregnancy.4 Most women can be advised that it 
is safe continue their IBD medication(s) while they are try-
ing to conceive and during pregnancy.5 Women on certain 
medications, namely methotrexate, tofacitinib and upadic-
itinib, however, should be counseled to discontinue their 
drug and/or transition to another agent before actively try-
ing to get pregnant. Additionally, women on corticosteroids 

should be advised to wean off and be in a durable steroid-free  
remission prior to conception. 

Although, in general, fertility is not compromised by 
having IBD, some women are at higher risk for infertility. 
Women who have undergone total abdominal colectomy 
(TAC) with ileal pouch anal anastomosis (IPAA) are a high-
risk population for infertility due to the burden of pelvic 
adhesions causing tubal obstructions as well as the potential 
for sexual dysfunction caused by decreased lubrication and 
dyspareunia.6 These patients as well as others who fail to 
conceive naturally may benefit from referral to an infertility 
specialist (Figure 1).7

Figure 1.  Pre-conception Checklist for Patients with IBD

Topics to discuss

Impact of IBD on fertility

Impact of IBD on pregnancy outcomes

Impact of pregnancy on IBD course

Importance of remission at the time of conception

IBD medication safety during pregnancy/discontinuation of 
teratogenic medications

Initiation of prenatal vitamin and additional folic acid if on 
sulfasalazine

Items to review

Vaccination history

Habits (i.e., smoking, alcohol use, marijuana use, illicit drug use)

Cancer screening history (e.g., screening for cervical cancer, colon 
cancer, skin cancer)

Work-up to complete

Check of nutritional parameters 

Assessment of IBD activity (e.g., fecal calprotectin, endoscopy, 
imaging)

Therapeutic drug monitoring labs for biologics

Multi-disciplinary team to assemble

Gastroenterologist 

Ob/Gyn

Infertility specialist if applicable

Maternal-fetal medicine specialist

Obstetric medicine specialist 
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UPDATES IN INFLAMMATORY BOWEL DISEASES

IMPACT OF PREGNANCY ON IBD
Many women fear that pregnancy may cause their IBD to 
become more active. For some this is a reason for volun-
tary childlessness.8 Reassuringly, however, for women with 
IBD in remission, their course of IBD tends to be the same 
as in non-pregnant women.9 During pregnancy and the 
post-partum period, women with Crohn’s disease as well as 
non-pregnant women with IBD have similar disease courses. 
However, pregnant women with ulcerative colitis are at 
increased risk of a disease flare compared to women with 
Crohn’s disease. The reason for this is unclear.10 About 1/3 
of women in remission at the time of conception relapse 
during pregnancy. These relapses are most common during 
the first trimester. Conversely, those who achieve remission 
during pregnancy are likely to remain in remission through-
out the rest of their pregnancy.11 Unfortunately, the major-
ity (about 70%) of women with active disease at the time 
of conception will have continued or worsened symptoms 
during pregnancy.12

Endoscopic or imaging studies may be required during 
pregnancy for diagnostic purposes or for assessment of IBD 
activity. Endoscopy is the most definitive way to monitor 
and assess disease activity, but given potential risks to the 
baby and mother, it should be performed if it’s necessary 
for diagnosis or to stage the mother’s disease. Flexible sig-
moidoscopy is low risk because it can be performed in any 
trimester without sedation or colonoscopy preparation.13 
Colonoscopy is likely also low risk, but there is a paucity of 
data. None of the commonly used anesthetics when used in 
standard doses at any gestational age have been associated 
with teratogenicity in humans. There is a lack of data on 
the safety of colonoscopy preparations in pregnant women. 
If needed, tap water enemas would be safe for use in this 
population.

Any imaging studies that utilize ionizing radiation (e.g., 
computed tomography, abdominal x-rays, and small bowel 
follow-throughs) should be avoided during pregnancy. If 
there are no alternatives, and imaging is necessary, they can 
be performed. There are a few options that minimize radi-
ation exposure to the fetus. Ultrasound is the safest imag-
ing modality during pregnancy. It can sometimes be used to 
evaluate for abscess formation and for location and length of 
bowel inflammation in centers with expertise.14 If not pos-
sible, magnetic resonance enterography can be used, as it 
avoids ionizing radiation. It can be done in any trimester, 
but intravenous gadolinium does cross the placenta. The 
risk of fetal exposure to gadolinium is unknown.15

 There are multiple non-invasive methods with which to 
monitor disease activity in pregnant women with IBD. The 
erythrocyte sedimentation rate (ESR) and C-reactive protein 
(CRP) are markers of inflammation that reflect disease activ-
ity. The ESR must be interpreted carefully during pregnancy 
as pregnancy can cause increased ESR due to increased levels 
of fibrinogen. The ESR may increase to 2–3 times the upper 

limit of normal by the first trimester.16 CRP levels are usu-
ally unchanged to slightly increased during pregnancy.17 One 
study showed that median CRP was higher in women with 
clinically active disease compared to those with inactive 
disease at both pre-conception and during the first trimes-
ter. However, the median CRP was actually lower in women 
with active disease compared to those with inactive disease 
during the second and third trimesters.18 Fecal calprotectin is 
another useful measure of gastrointestinal mucosal inflam-
mation. It appears that pregnancy itself does not cause an 
elevation in fecal calprotectin levels in healthy women.19 It 
has been demonstrated that higher fecal calprotectin con-
centration is found in pregnant women with active disease 
compared to those in remission by physician global assess-
ment or disease clinical scores.20 A recent study also showed 
that higher fecal calprotectin in the second trimester was 
associated with increased incidence of low birth weight, 
and a higher level in the third trimester was associated with 
increased incidence of non-elective induction of labor.21

If women with IBD develop a flare during pregnancy, in 
general, a brief course of corticosteroids is considered safe. 
Initiation of biologic monotherapy would then be appropri-
ate. In general, any medication that is maintaining a patient’s 
disease in remission should be continued throughout preg-
nancy without being held, as the benefit of maintaining a 
patient in remission tends to outweigh potential risks of the 
medication. Would mention not starting a thiopurine (AZA 
or 6MP) during pregnancy given the risk of pancreatitis and 
slow onset of action.

IMPACT OF IBD ON PREGNANCY OUTCOMES 

Women with IBD face higher risks for certain adverse 
pregnancy-related and newborn outcomes. These include 
an increased risk for antenatal hospitalization, venous 
thromboembolism, protein-calorie malnutrition and blood 
transfusion.22 Women with IBD have also been found to 
be at increased risk for pre-eclampsia, medically indicated 
preterm delivery, preterm premature rupture of membranes, 
and delivering infants with low Apgar score.23 Risk for these 
adverse outcomes may be mediated by having active disease. 
A recent systematic review found that in women with active 
IBD, the pooled ORs for low birth weight [LBW], preterm 
birth, small for gestational age [SGA], spontaneous abortion 
and stillbirths were respectively 3.81 (95% confidence inter-
val [CI] 1.81–8.02), 2.42 [95% CI 1.74–3.35], 1.48 [95% CI 
1.19–1.85], 1.87 [95% CI 1.17–3.0] and 2.27 [95% CI 1.03–
5.04] compared to women with inactive IBD, thus stressing 
the importance of good disease control during pregnancy.24

Given the higher risk for adverse pregnancy and new-
born outcomes, the IBD Parenthood Project recommends a 
multi-disciplinary approach to pregnant women with IBD 
with early involvement of perinatology and other specialists 
in obstetric medicine.3
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MEDICATION SAFETY/DOSING CONSIDERATIONS
The choice of whether to continue IBD treatment during 
pregnancy should be based on the medication’s safety pro-
file, as well as the risk of developing active IBD during preg-
nancy if the medication were discontinued (Table 1). Active 
IBD has been associated with poor pregnancy outcomes, so 
in some cases the risk of discontinuing medications may be 
higher than the risk of the medication itself.

Sulfasalazine and 5-aminosalicylic acid (5-ASA) medica-
tions can be safely used during pregnancy. Prior studies have 
demonstrated that 5-ASA medications are both effective and 
safe in this population.25,26 There are similar rates of prema-
turity, spontaneous abortion, and congenital anomalies in 
children born to women taking sulfasalazine compared to 
the general population.27 Importantly, women taking sul-
fasalazine should receive folate supplementation, as this 
medication interferes with metabolism of folic acid and can 
increase the risk for neural tube defects in the absence of 
adequate folate levels.28

Corticosteroids (including methylprednisolone, predni-
sone, and budesonide) are also considered low risk during 
pregnancy. Long-term use of high doses of corticosteroids 
(e.g., >20 mg of prednisone daily) has been associated with 
neonatal adrenal insufficiency and requires close moni-
toring.29 Corticosteroids may also put women at risk for 
worsening hypertension during pregnancy, gestational dia-
betes, as well as preterm delivery due to premature rupture  
of membranes.30

Thiopurines (azathioprine and 6-mercaptopurine) are also 
thought to be generally safe during pregnancy. One system-
atic review and meta-analysis showed that thiopurine expo-
sure during pregnancy was associated with preterm birth, 
but not with either congenital abnormalities or low birth 
weight.31 Other studies have shown that discontinuation of 
thiopurines during pregnancy was associated with higher 
rates of relapse.  Given that active IBD itself has been asso-
ciated with increased risk for low birth weight, the risks and 
benefits of thiopurine continuation should be considered.32,33

Methotrexate is strictly contraindicated during pregnancy 
as it is teratogenic. Its use during pregnancy is associated 
with congenital malformations in 9–17% of exposures.34 
The risk of toxicity is highest at 8–10 weeks’ gestation.  
Women with IBD who are planning conception should dis-
continue methotrexate and utilize contraception for ideally 
six months prior to conception.

Women on anti-TNF monotherapy for maintenance are 
recommended to continue therapy throughout pregnancy 
according to the Toronto Consensus on Management of IBD 
in pregnancy.35 Those who are on combination biologic and 
thiopurine therapy may be transitioned to monotherapy if 
they are very low risk (in sustained remission prior to preg-
nancy and without history of significant medication failures 
or complications). A large registry, the Pregnancy in IBD 
and Neonatal Outcomes Registry (PIANO), which included 
1490 pregnant patients exposed to immunosuppressive 
medications, found that the use of biologics, thiopurines, or 

UPDATES IN INFLAMMATORY BOWEL DISEASES

Medication/
Medication Category

Considerations for pregnancy Considerations for lactation

Mesalamine (oral and rectal) Low risk; safe to continue Rare cause of diarrhea in breastfed 
infants

Sulfasalazine Interferes with folate metabolism which may increase risk for 
neural tube defects; give with 2 mg of folate daily

Rare cause of diarrhea in breastfed 
infants

Corticosteroids Some reports of increased risk of cleft lip and palate with 1st 
trimester use; monitor for high blood pressure, gestational 
diabetes; use lowest dose needed to achieve remission

Compatible

Thiopurines
(azathioprine and 6-mercaptopurine)

Avoid new starts during pregnancy; Low risk if used as 
monotherapy; consider discontinuation if used in combination 
with biologic for antibody protection 

Compatible 

Methotrexate Contraindicated due to teratogenicity and also abortifacient; 
discontinue 3 months prior to conception 

Contraindicated

S1P receptor modulator (ozanimod) Limited human data; discontinue 3 months prior to conception Contraindicated due to limited data

JAK inhibitors 
(tofacitinib, upadicitinib)

Limited human data; not recommended for use in pregnancy Contraindicated due to limited data

Anti-TNF agents (infliximab, adalimumab, 
certolizumab pegol, golimumab)

Low risk; if patient is in remission consider giving last dose in 
early 3rd trimester (applies to all drugs other than certolizumab)

Compatible

Integrin antagonists (vedolizumab) Low risk; if patient is in remission consider giving last dose in 
early 3rd trimester

Compatible

IL 12/23 receptor antagonists 
(ustekinumab)

Low risk; if patient is in remission consider giving last dose in 
early 3rd trimester

Compatible

Table 1. IBD Medication Safety in Pregnancy and Lactation 
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combination therapy was not associated with increased risk 
of preterm births, spontaneous abortion, congenital malfor-
mations, low birthweights, or infections at one year.36 Ide-
ally, infliximab in particular should be dosed at a timeframe 
where the patient receives her next dose soon after delivery. 

There is limited data on use of vedolizumab during preg-
nancy, but typically it is continued throughout pregnancy. 
Available data suggests that is not associated with increased 
risk of spontaneous abortion, stillbirth, or congenital anom-
alies.37 There is also limited data on the safety of usteki-
numab during pregnancy. When used for psoriasis, the safety 
registries report a 1.7% rate of fetal malformations, similar 
to that in the general population.38

There is even less available data on the use of small mol-
ecules during pregnancy. This limited data has found that 
pregnancy and newborn outcomes including spontaneous 
abortions, neonatal death, and congenital malformations 
appear similar in those exposed to tofacitinib and the gen-
eral population.39 Data from the ozanimod clinical devel-
opment program showed no increased fetal abnormalities 
or adverse pregnancy outcomes in women with ozanimod 
exposure in early pregnancy.40 However, it is recommended 
that pregnancy should be avoided in patients currently tak-
ing ozanimod until 3 months after its discontinuation, as 
clinical experience with it during pregnancy is lacking.

MODE OF DELIVERY

Although women with IBD have a nearly 2-fold higher rate 
for Cesarean section (C-section) compared to the general 
population, for the majority of women with IBD the decision 
to have a C-section can be based on obstetric considerations 
alone.41 Two notable exceptions are women with active 
perianal Crohn’s disease (e.g., draining perianal fistula, peri-
anal abscess) and women with IBD who have undergone 
TAC with IPAA.42 In these populations, C-section is rec-
ommended to avoid trauma to the anus and perineum and 
avoid future complications such as increased fecal urgency 
and incontinence. 

POST-PARTUM CONSIDERATIONS

Most women with IBD should be encouraged to breastfeed. 
Only those who are on medications in which breastfeeding 
is contraindicated or not recommended due to an absence 
of safety data such as methotrexate or the JAK inhibitors 
(e.g., tofacitinib, upadacitinib) should be advised not to 
breastfeed.43 Women on thiopurines and biologics can be 
reassured that while these drugs enter breast milk, they are 
only detectable at very low levels which are not felt to be 
clinically significant.44

Babies born to women with IBD should be vaccinated 
according to the Advisory Committee on Immunization 
Practices (ACIP) guidelines.45 The one notable exception 

to this is to avoid live virus vaccines in infants less than 
6 months of age who were exposed to a biologic other than 
certolizumab pegol in utero. In the United States the only 
live virus vaccine series recommended for babies under 6 
months of age and which should be avoided is rotavirus. 

CONCLUSION 

Issues regarding fertility, pregnancy, delivery, breastfeed-
ing and newborn vaccination are important to women with 
IBD. Most patients can be reassured that having a healthy 
pregnancy is within reach. A multi-disciplinary team which 
involves primary care, gastroenterology, nutrition, obstetric 
medicine, maternal-fetal medicine and perinatology may be 
required to shepherd patients through this vulnerable period 
and to optimize outcomes. 
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