Practice

Decisions

A 29-year-old woman with Crohn disease considering
pregnancy
Vivian Huang MD, Richard Fedorak MD
A 29-year-old woman with Crohn disease (ileal
involvement with perianal disease) presents to
her primary care physician for preconception
counselling. She is taking azathioprine and
infliximab (an anti–tumour necrosis factor [TNF]
medication) for her Crohn disease. She is concerned about potential effects of her medications on fertility and pregnancy.

What should the patient be told about
disease activity and pregnancy?
A recent guideline from the European Crohn’s
and Colitis Organisation (ECCO) and expert
opinion recommend that patients with inflammatory bowel disease (IBD) be in remission for
at least three months before attempting to conceive.1,2 There is an increased risk of infertility
with active Crohn disease (adjusted fertility rate
ratio 0.70, 95% confidence interval 0.59–0.82).3
A recent meta-analysis reported that patients
with active disease before conception have a
twofold increased risk of active disease during
pregnancy.4 A large registry cohort study involving 470 110 births confirmed that active Crohn
disease during pregnancy is associated with an
increased risk of stillbirth (adjusted odds ratio
[OR] 4.48), preterm birth (adjusted OR 2.66) and
low–birth weight infants (adjusted OR 3.30).5

acity and iron saturation), and vitamin B12, vitamin
D and albumin levels; and inflammation, including
C-reactive protein (CRP) level, leukocyte level
and platelet count.7 Changes in these values with
clinical correlation provide information about disease activity.7 Some of these markers may change
owing to pregnancy (e.g., decreases in hemoglobin
level, increases in CRP level), and thus clinical
correlation is required. Increased fecal calprotectin,
a marker of neutrophils in the stool, has been
shown in multiple studies to correlate with disease
activity,7 although the test characteristics during
pregnancy are being studied.
Computed tomography can be used preconception, and magnetic resonance imaging and ultrasonography during pregnancy, to assess luminal disease activity. If required, endoscopic evaluation
with flexible sigmoidoscopy or colonoscopy has
been shown in case series to be safe during pregnancy when performed in a monitored setting.8

What questions should be asked
to assess disease activity?
Clinical disease activity scales, such as the
Harvey–Bradshaw Index (Box 1),6,7 can help
guide the practitioner in determining whether the
patient has clinically active disease. However,
data are lacking on use of the Harvey–Bradshaw
Index during pregnancy.

What should the patient be told about
continuing to take azathioprine and
infliximab?
A recent systematic review and meta-analysis confirmed no increased adverse pregnancy outcomes
in women with IBD treated with azathioprine and
infliximab.9 However, because anti-TNF is an
immunoglobulin G monoclonal antibody that
starts to cross the placenta in the second trimester,
a guideline and expert opinion recommend that
the last dose of anti-TNF medication be given by
22 weeks gestational age to limit exposure to the
fetus in selected cases of sustained maternal
remission.1,9 However, experts recommend continuation of anti-TNF medication throughout
pregnancy if required to control disease.1,2,9–11

What tests should be arranged to assess
disease activity?
Objective assessment of disease activity includes
laboratory tests that assess nutrition, including
hemoglobin level, mean corpuscular volume, iron
studies (i.e., ferritin, iron, total iron-binding cap

What should the patient be told about
delivery method and postpartum
management?
Women with Crohn disease can have vaginal
delivery; however, the ECCO guideline recommends that women with active perianal Crohn
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disease avoid vaginal delivery owing to the risk
of worsened perianal disease.1 Women with IBD
should be referred for high-risk obstetric consultation and closely followed by an obstetrician
and a gastroenterologist throughout pregnancy
and peripartum.1,2
Box 1: Harvey–Bradshaw Index for Crohn
disease6,7
Symptom

Score

General well-being
Very well

0

Slightly below par

1

Poor

2

Very poor

3

Terrible

4

Subtotal
Abdominal pain
None

0

Mild

1

Moderate

2

Severe

3

Subtotal
No. of liquid or soft stools per day
Subtotal
Additional manifestations
None

0

Arthralgia

1

Uveitis

1

Erythema nodosum

1

Aphthous ulcer

1

Pyoderma gangrenosum

1

Anal fissure

1

New fistula

1

Abscess

1

Subtotal
Abdominal mass
Was examination for abdominal mass
performed?
No: provide SUBSCORE only at end
Yes: provide SUBSCORE and TOTAL at end
None

0

Dubious

1

Definite

2

Definite and tender

3

Subtotal
SUBSCORE (without abdominal
examination)
TOTAL score (sum of all subtotals)

132
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Guidelines recommend that infants who were
exposed to anti-TNF medication during gestation
should not receive any live vaccinations until
at least six months of age, because measurable
anti-TNF medication levels have been reported
in these infants.1,10,11
The case revisited
On assessment, the patient had a score of seven
on the Harvey–Bradshaw Index, an elevated
CRP level of 25 mg/L, and an elevated fecal calprotectin level of 1000 µg/g, indicating moderately severe Crohn disease. Magnetic resonance
enterography and colonoscopy revealed 10 cm
of moderately active distal ileum disease. The
patient’s azathioprine was continued, her infliximab dose was increased and she was started on
prednisone. She tapered off prednisone within
three months and remained in clinical and biochemical remission. She became pregnant four
months later, was monitored during pregnancy
by the high-risk obstetrician and her gastroenterologist, and delivered a healthy baby.
References
1. van der Woude CJ, Ardizzone S, Bengtson MB, et al. The second
European evidenced-based consensus on reproduction and pregnancy in inflammatory bowel disease. J Crohns Colitis 2015;9:
107-24.
2. Leung Y, Panaccioni R, Ghosh S, et al. Management of the
pregnant inflammatory bowel disease patient on anti-tumour
necrosis factor: state of the art and future directions. Can J Gastroenterol Hepatol 2014;28:505-9.
3. Ban L, Tata LJ, Humes DJ, et al. Decreased fertility rates in 9369
women diagnosed with inflammatory bowel disease: a United
Kingdom population-based cohort study. Aliment Pharmacol
Ther 2015;47:855-66.
4. Abhyankar A, Ham M, Moss AC. Meta-analysis: the impact of
disease activity at conception on disease activity during pregnancy
in patients with inflammatory bowel disease. Aliment Pharmacol
Ther 2013;38:460-6.
5. Bröms G, Granath F, Linder M, et al. Birth outcomes in women
with inflammatory bowel disease: effects of disease activity and
drug exposure. Inflamm Bowel Dis 2014;20:1091-8.
6. Vermeire S, Schreiber S, Sandborn WJ, et al. Correlation between
the Crohn’s disease activity and Harvey–Bradshaw indices in
assessing Crohn’s disease severity. Clin Gastroenterol Hep 2010;
8:357-63.
7. Sands BE. Biomarkers of inflammation in inflammatory bowel
disease. Gastroenterology 2015;149:1275-85.e2.
8. de Lima A, Zelinkova Z, van der Woude CJ. A prospective study
of the safety of lower gastrointestinal endoscopy during pregnancy
in IBD patients. J Crohns Colitis 2015;9:519-24.
9. Mozaffari S, Abdolghaffari AH, Nikfar S, et al. Pregnancy outcomes in women with inflammatory bowel disease following exposure to thiopurines and antitumor necrosis factor drugs: a systematic
review with meta-analysis. Hum Exp Toxicol 2015;34:445-59.
10. De Lima A, Zelinkova Z, vander Ent C, et al. Tailored anti-TNF
therapy during pregnancy in patients with IBD: maternal and
fetal safety. Gut 2015 May 12. [Epub ahead of print].
11. Mahadevan U, Cucchiara S, Hyams JS, et al. The London position statement of the World Congress of Gastroenterology on
biological therapy for IBD with the European Crohn’s and Colitis Organization: pregnancy and pediatrics. Am J Gastroenterol
2011;106:214-23.

Affiliation: Division of Gastroenterology, Department of
Medicine, University of Alberta, Edmonton, Alta.
Contributors: Vivian Huang drafted the manuscript, which both
authors revised. Both authors gave final approval of the version
to be published and agreed to act as guarantors of the work.

