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CLINICAL EXPERIENCE

Successful twin pregnancy in a patient with ulcerative colitis using
azathoprine during conception
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ABSTRACT
Inflammatory bowel disease (IBD) frequently affects young patients of childbearing age. Treatments for inflammatory
bowel disease include immunosuppressive, cytotoxic and surgical therapies. Azathioprine is frequently used to treat
patients with steroid dependent IBD. We report the case of a patient with ulcerative colitis, treated with azathioprine
prior to conception and during the subsequent pregnancy with the subsequent successful delivery of healthy twins.
Although some potential risks indeed exist, the use of AZA may not be harmful to the mother or the fetus in many
instances.
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Inflammatory bowel diseases affect young
patients during their reproductive years (1).
The control of disease activity before
conception and during pregnancy is of
paramount importance to optimize both
maternal and fetal health. Generally, if the
disease is inactive at the time of conception
and during pregnancy, the fetal outcome of an
IBD patient is similar to that observed in the
general population (1). A meta-analysis by
Miller et al (2), including more than 1,300
females with ulcerative colitis (UC) and over
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700 patients with Crohn’s disease (CD),
reported a normal pregnancy in 85% of women
with UC (76-87% in individual studies) and in
83% of women with CD (71-93% in individual
studies). Fetal malformations were observed in
about 1% of all pregnancies and the frequency
of spontaneous abortions and stillbirths was
similar to that observed in the general
population (2).
A 32 year old woman was in follow-up at our
department from 1992 for UC (colonoscopically
documented pancolitis). The patient was treated
with mesalazine and disease activity was quiescent
until August 2006, when the patient was admitted
with bloody diarrhea (up to 20 episodes/day),
weakness, fever (up to 38.5°C), and appearance of
pustular ulcerated cutaneous lesions in both
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forearms and shoulders. Routine blood tests were
performed, including inflammatory markers.
Results showed ananaemia (Hb 10.2 g/dl) and
raised C reactive protein. An abdominal x ray
showed toxic megacolon, with marked dilation (> 6
cm) of left colonic flexure, arterial blood gases
showed evidence of a metabolic alkalosis. A
clinical diagnosis of an acute flare up of UC was
made. The patient was treated with intravenous
steroids and antibiotics (prednisone, 80 mg/day,
ciprofloxacin, 400 mg/day, plus metronidazole, 1.5
g /day), General conditions improved after some
days of therapy; a skin biopsy showed a picture
suggestive of gangrenous pyoderma. Azathioprine
(AZA) therapy (2 mg/Kg /day) was started. The
patient was advised to avoid .pregnancy. Three
months after starting AZA the patient was pregnant.
Aza therapy was continued throughout pregnancy.
At the end of the pregnancy twins were born.
Breast feeding was forbidden. 3 years after
delivery, the mother (still continuing AZA therapy)
shows complete remission of colonic and skin
disease; the two children enjoy good health and
show normal growth.
Approximately 25% of female patients
conceive after a diagnosis of IBD (3). These
patients are more likely to experience pre-term
labour (< 37 weeks duration) and deliver lowbirthweight babies (> 2500 g) (3). It is generally
thought that adverse effects in IBD pregnancy are
related to the disease activity rather than to the
drugs given to treat these conditions (4).
The “right time” to conceive is usually
suggested during complete disease remission,
since active disease is a risk factor for pre-term
delivery and low birth weight (3). Most of the
experience and literature data concerning AZA
and 6-mercaptopurine (6-MP) therapy during
pregnancy originates from renal transplant patients
(5), in whom no significant increase in congenital
anomalies have been described.
Alstead and colleagues (6) studied retrospectively
16 pregnancies in 14 women receiving AZA for IBD

and identified only one infectious complication
(hepatitis B virus infection) during pregnancy,
without evidence of congenital abnormalities or
subsequent health problems in these children.
Francella and colleagues (7) compared 40 women
using 6-MP before the time of conception with 37
using the drug at the time of conception or during
the entire pregnancy, and did not find statistical
differences between the two groups with respect to
spontaneous abortion, abortion secondary to birth
defects, major congenital malformation, neoplasm
or increased infections. O’Connell and colleagues
(8), on the other hand, remarked that in Francella’s
study only 15 patients used 6-MP during the entire
pregnancy, with a dosage variable from 25 to 175
mg/day. In this group, 10 patients had full term
pregnancy, with two children having major
infections, another presented major congenital
abnormality and a further child displayed minor
congenital abnormality. Goldstein et al (9) studied
189 women taking AZA during pregnancy (mean
dosage 50-100 mg/day) compared with a control
group of 230 women; no difference concerning
major malformations were found, although in
AZA group an increased percentage of lower birth
weight and premature delivery was noted. In a
Danish study (10) of 76 pregnancies in 69 women
using AZA or 6-MP, a higher risk of adverse birth
outcome (pre term birth 26.2% vs 4.6% of control
population, low birth weight at term 4.2% vs1.4%,
congenital abnormalities 9.4% vs 3.9%) was
found, but the authors suggested that this adverse
outcome may be more due to IBD activity rather
than drug therapy. In another study investigating 9
pregnancies (5 with CD, 1 with UC) using AZA or
6-MP 30 days before conception or during the first
trimester (11), one case of aphakia and one case of
multiple malformations were reported. This study
was compared with 19.418 controls and the risk in
markedly increased (22.2% in AZA-6-MP group
against 3.7% in control group). In another study
(12) investigating pregnancies fathered by men in
therapy with AZA or 6-MP, the investigators
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concluded that, since there were no differences
between conceptions obtained by fathers using or
not using these drugs, such immunosuppressive
therapy should not be discontinued.
The use of AZA and 6-MP in pregnancy
appears safe and well tolerated (13), as also shown
from our experience, and recent guidelines for
IBD management in adults (4,14) suggest that
AZA should be continued during pregnancy
because the risks to the fetus due to disease
activity appears greater than risks due to drug
toxicity. In addition, a recent study on a large
group of subjects treated with these drugs did not
show increased number of infections in their
breastfed children (15).
Although there may be a slight increased risk
of congenital malformations, growth restriction
and preterm delivery in infants exposed to AZA in
early pregnancy (16), these associations may be
confounded by the severity of maternal illness,
and the use of this drug seems overall safe (17), as
also confirmed by a recent trial on a large cohort
(18). Women with IBD are concerned about the
risks of drug therapy, especially when pregnant.
Patients with IBD need to be aware risks of drug
therapies and active IBD during pregnancy for the
foetus (19).

References

5. Armenti VT, Radomski JL, Moritz MJ, Gaughan
WJ, Gulati R, McGrory CG, et al. Report from the
National Transplantation Pregnancy Registry (NTPR):
outcomes of pregnancy after transplantation. Clin
Transpl 2005: 69-83.
6. Alstead EM, Ritchie JK, Lennard-Jones JE, Farthing
MJ, Clark ML. Safety of Azathioprine in pregnancy in
inflammatory bowel disease. Gastroenterology 1990;
99: 443-46.
7. Francella A, Dyan A, Bodian C, Rubin P, Chapman
M, Present DH. The safety of 6-mercaptopurine for
childbearing patients with inflammatory bowel
disease: a retrospective cohort study. Gastroenterology
2003; 124: 9-17.
8. O’Connell JR. Additional discussion on the safety
of 6-ercaptopurine for childbearing patients with
inflammatory bowel disease: a retrospective cohort
study. Gastroenterology 2004; 126: 1493.
9. Goldstein LH, Dolinsky G, Greenberg R, Schaefer
C, Cohen-Kerem R, Diav-Citrin O, et al. Pregnancy
outcome of women exposed to azathioprine during
pregnancy. Birth Defects Res 2007; 79: 696-701.
10. Norgard B, Pedersen I, Fonager K, Rasmussen SN,
Sorensen HT. Azathioprine, mercaptopurine and birth
outcome: a population based cohort study. Aliment
Pharmacol Ther 2003; 17: 827-34.
11. Norgard B, Pedersen L, Christensen LA, Sorensen
HT. Therapeutic drug use in women with Crohn’s
disease and birth outcome: a Danish nationwide cohort
study. Am J Gastroenterol 2007; 102: 1406-13.
12. Teruel C, López-San Román A, Bermejo F,
Taxonera C, Pérez-Calle JL, Gisbert JP, et al.
Outcomes of pregnancies fathered by inflammatory
bowel disease patients exposed to thiopurines. Am J
Gastroenterol 2010; 105:2003-2008.

1. Mottet C, Jullerat P, Pittet V, Gonvers JJ, Froehlich
F, Vader JP, et al. Pregnancy and breastfeeding in
patients with Crohn’s Disease. Digestion 2007; 76:
149-60.

13. Gisbert JP. Safety of immunomodulators and
biologics for the treatment of inflammatory bowel
disease during pregnancy and breast-feeding. Inflamm
Bowel Dis 2010; 16: 881-95.

2. Miller JP. Inflammatory bowel disease in
pregnancy: a review. J R Soc Med 1986; 79: 221-25.

14. Peyrin-Biroulet L, Oussalah A, Roblin X, Sparrow
MP. The use of azathioprine in Crohn's disease during
pregnancy and in the post-operative setting: a
worldwide survey of experts. Aliment Pharmacol Ther
2011; 33: 707-13.

3. Cornish J, Tan E, Teare J, Teoh TG, Rai R, Clark
SK, et al. A meta-analysis on the influence of
Inflammatory Bowel Disease on pregnancy. Gut 2007;
56: 830-37.
4. Mowat C, Cole A, Windsor A, Ahmad T, Arnott I,
Driscoll R, et al. on behalf of the IBD Section of the
British Society of Gastroenterology. Guidelines for the
management of inflammatory bowel disease in adults.
Gut 2011; 60: 571-607.

15. Angelberger S, Reinisch W, Messerschmidt A,
Miehsler W, Novacek G, Vogelsang H, et al. Longterm follow-up of babies exposed to azathioprine in
utero and via breastfeeding. J Crohns Colitis 2011; 5:
95-100.

Gastroenterol Hepatol Bed Bench 2011;4(4):224-227

Casella G. et al 227
16. Cleary BJ, Källén B. Early pregnancy azathioprine
use and pregnancy outcomes. Birth Defects Res A Clin
Mol Teratol 2009; 85: 647-54.
17. van der Woude CJ, Kolacek S, Dotan I, Oresland
T, Vermeire S, Munkholm P, et al. European Crohn's
Colitis Organisation (ECCO). European evidencedbased consensus on reproduction in inflammatory
bowel disease. J Crohns Colitis 2010; 4: 493-510.

Study Group (France). Pregnancy outcome in patients
with inflammatory bowel disease treated with
thiopurines: cohort from the CESAME Study. Gut
2011; 60: 198-203.
19. Mountifield RE, Prosser R, Bampton P, Muller K,
Andrews JM. Pregnancy and IBD treatment: this
challenging interplay from a patients' perspective. J
Crohns Colitis 2010; 4: 176-82.

18. Coelho J, Beaugerie L, Colombel JF, Hébuterne X,
Lerebours E, Lémann M, et al. CESAME Pregnancy

Gastroenterol Hepatol Bed Bench 2011;4(4):224-227

