INFLAMMATORY BOWEL DISEASE AND PREGNANCY:
A prospective European case-control study

BACKGROUND

Inflammatory Bowel Disease (IBD) commonly affects women during reproductive years and a quarter of
patients conceive after the diagnosis of their disease.

The patients are concerned about pregnancy and ask their physicians mainly these questions: what are the
effects of IBD on pregnancy? What are the effects of pregnancy on IBD? What treatment is appropriate and
safe for the developing fetus during pregnancy?

Many studies have described the outcome of pregnancy in IBD patients (1-8, 22-25), the influence of
pregnancy on the course of the diseases (1, 4, 9-11, 27) and the safety of drugs used to treat these diseases
(5, 12-21). In some studies it is reported (18-19) an increased risk of pre-term delivery in patients with IBD
even in pre-diagnosis pregnancies, in patients with a subsequent diagnosis of CD and of UC, while in post-
diagnosis pregnancies the risk is increased only in CD patients.

Moreover it is highlighted an increased frequency of low birth weight babies in most (1, 3, 4, 6), although
not all studies (26). In large studies congenital abnormalities in infants born to women with IBD are not
increased compared to general population (4, 5, 21, and 26). The spontaneous abortion or stillbirth rate in
CD and UC seem to be related to disease activity during the pregnancy (1, 2, 4, and 26). In most patients the
pregnancy has little effects on disease activity (4, 26, and 27) and, if a relapse does occur, predilection for
the first trimester is reported.

Of these studies, mainly retrospective, however, many are merely descriptive, while few are controlled.
Moreover, the available studies are difficult to compare, because they differ widely in methods used, data on
some issues is insufficient because of small number.

In particular for treatment advice to the patients is based not only on evidence of IBD patients, but even
extrapolated from different diseases.

In conclusion the literature data is still controversial.

Therefore a large multicenter prospective study is a perfect opportunity to evaluate all the parameters about
IBD and pregnancy.

AIM OF THE STUDY

To evaluate the pregnancy outcome and the disease course in women with IBD and to evaluate the influence
of treatment on the outcome of pregnancy

PATIENTS AND METHODS

This is a multicenter, prospective and case-control study.

We will enroll pregnant women with CD and UC that will be interviewed, during pregnancy and in the post-
partum period (6 months), at least once every three months.

The interview will be made by a physician of the referral center using a standard questionnaire about
outcome of pregnancy (abortions, pre-term delivery, live births, birth-weight, congenital abnormalities,
mode of delivery). The questionnaire also includes a section about course and treatment of the disease at
conception, during pregnancy and in post-partum period. ATTACHMENT 1.

For control group we will collect, prospectively, one pregnancy, in general population, for each patient’s
pregnancy. The control subjects will be matched for maternal age at conception (+ 2.5 years) and gravidity.
The matched control women will be selected in Obstetric and Gynecology Department of each participating
center, followed-up during the gestation period and interviewed at least once every three months.
ATTACHMENT 2

A particular and important point concerns the effects of the pregnancy on the course of IBD. To investigate
the influence of the pregnancy on IBD it is mandatory to compare the course of the disease in pregnant and



in non-pregnant IBD patients (“control patients group”). Non-pregnant control patients will be matched to
the pregnant patients with CD and UC by age, type of disease, extent of the disease, duration and severity of
the disease.

The non-pregnant control patients will be followed-up during the study period (for 15 months) and
interviewed every three months. ATTACHMENT 3.

Because it could be difficult to find a non-pregnant IBD patient that matches the index case in each center,
we suggest to ask other participating centers (within each Country) to find one.

We plan to enroll about 500 pregnant patients, about 1000 control pregnancies in general population and
about 500 non-pregnant IBD control patients. The duration of the study will depend on the number of the
participating centers. The study will be closed 15 months after the inclusion of the last pregnant patient.

PUBLICATION POLICY

The results of this study will be presented at major Gastroenterology meetings.

The final version of the paper (after approval of all participating centers) will be published under a
collective name (European Crohn’s Colitis Organization). The individual centers and the names of all
participating investigators will be published in a list accompanying the manuscript.

REFERENCES

1. Willoughby CP, Truelove SC. UC and pregnancy. Gut 1980; 21 : 469-74.

2. Woolfson K, Cohen Z, McLeod RS. CD and pregnancy. Dis Colon Rectum 1990; 33 : 869-73.

3. Porter RJ, Stirrat GM. The effects of IBD on pregnancy: a case controlled retrospective analysis.

BrJ Obstet Gynecol 1986; 93 : 1124-31.

4. Khosla R, Willoughby CP, Jewell DP. CD and pregnancy. Gut 1984; 25 : 52-6.

5. Baiocco PJ , Korelitz BI. The influence of IBD and its treatment on pregnancy and fetal outcome.
J. Clin.Gastroenterol. 1984; 6 :211-16.

6. Bortoli A, Tatarella M, Prada A, et al.Pregnancy and IBD Ital. J. Gastroenterol. Hepatol.1997; 29
(suppl.2) : A13.

7. Kornfeld D, Cnattingius S, Ekbom A. Pregnancy outcomes in women with IBD- A population

based cohort study. Am J Obstet Gynecol 1997; 177 : 942-6.

8. Schade RR, Van Thiel DH, Gavaler JS. Chronic idiopathic UC. Pregnancy and fetal outcome.
Dig Dis Sci 1984; 29 (7): 614-19.

9. Castiglione F, Pignata S, Morace F, et al. Effect of pregnancy on the clinical course of a cohort of
women with IBD. Ital. J Gastroent. 1996; 28 : 199-204.

10. Korelitz BI. Inflammatory bowel disease in pregnancy. Gastroenterology Clin North Am 1992;
21: 827-34.

11. Rogers RG, Katz VL. Course of Crohn 's disease during pregnancy and its effects on pregnancy
outcome: a retrospective review. Am J Perinatol 1995;12 (4):262-4.

12. Alstead EM, Ritchie JK, Lennard-Jones JE, et al. Safety of azathioprine in pregnancy in
inflammatory bowel disease.Gastroenterology 1990; 99 : 443-6.

13. Christensen LA, Rasmussen SN, Hansen SH. Deposition of 5-aminosalicylic acid and N-acetyl-
S-aminosalicylic acid in fetal and maternal body fluids during treatment with different
S-aminosalicylic acid preparations. Acta Obst Gynecol Scand 1994; 74: 399-402

14. Diav-Citrin O, Park YH,Veerasuntharam G, et al. The safety of mesalamine in human pregnancy: a
prospective controlled cohort study. Gastroenterology 1998; 114 : 23-8.

15. Donaldson RM. Management of medical problems in pregnancy - inflammatory bowel disease.
N Engl J Med 1985; 312: 1616-1619

16. Marteau P, Tennenbaum R, Elefant E, et al. Foetal outcome in women with inflammatory bowel
disease treated during pregnancy with oral mesalazine microgranules. Aliment Pharmacol Ther
1998; 12:1101-1108

17. Present DH, Meltzer SJ, Krumholz MP, et al. 6-mercaptopurine in the management of
inflammatory bowel disease: short and long-term toxicity. Annals of Internal Medicine 1989;
111: 641-649

18. Trallori G, D' Albasio G, Bardazzi G, et al. 5-Aminosalicylic acid in pregnancy: clinical report.
Ital J Gastroenterol 1994; 26 : 75-8.

19. Teahon K, Pearson M, Levi AJ, et al. Elemental diet in the management of CD during pregnancy.
Gut 1991; 32: 1079-1081



20.

21.

22.

23.

24.

25.

26.

Subhani JM and Hamilton MI. Review article: the management of inflammatory bowel disease

during pregnancy. Aliment Pharmacol Ther 1998; 12:1039-1053

Mogadam M, Dobbins WO, Korelitz BI, et al. Pregnancy in IBD: effect of sulphasalazine and

corticosteroids on fetal outcome. Gastroenterology 1981; 80 : 72-6.

Baird DD, Narendranathan M, Sandler RS.Increased risk of preterm birth for women with IBD.

Gastroenterology 1990; 99: 987-94.

Mayberry JF, Weterman IT. European survey of fertility and pregnancy in women with CD: a case

control study by European collaborative group. Gut 1986; 27 : 821-5.

Fonager K, Sarensen HT, Olsen J et al. Pregnancy outcome for women with Crohn’s disease: a follow-up

study based on linkage between National Registries. Am J Gastroenterology 1998; 93:2426-2430

Moser MA, Okun NB, Mayes DC et al. Crohn’s disease, pregnancy and birth weight

Am J Gastroenterol 2000; 95:1021-1026

Nielsen OH, Andreasson B, Bondesen S. Jarnum S.Pregnancy in ulcerative colitis. Scand J Gastroenterol
1983; 18:735-42

27. Levy N, Roisman I, Teodor I.UlIcerative Colitis in pregnancy in Israel. Dis Colon Rectum; 1981; 24:351-4

Correspondence: Aurora Bortoli

Gastroenterologia Ospedale di Rho
Corso Europa 250, 20017 Rho (MI) Italy
Tel ++39029323264
Fax++39029323271

e-mail aurorabortoli@virgilio.it



