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Pregnancy and Crohn’s Disease: Infliximab induction therapy,
Accidental Conception, Pregnancy Outcome and Postpartum

Complications

E. Xirouchakis', P. Karantanos', Lemonia Tsartsali, E. Karkatzos'

SUMMARY

Crohn’s disease is a well known inflammatory disease of
unknown origin. It appears mostly at young ages and the
need for a long lasting therapy with immunosuppressing
drugs makes decisions about these patients difficult espe-
cially when taking into account the need of many female
patients to carry out a pregnancy. It is well known that CD
exacerbations can provoke adverse effects on the foetus with
a great risk of miscarriage. We present a case of a young
woman with Crohn’s disease under treatment with inflixi-
mab who accidentally conceived and was willing to carry
out the pregnancy. Since the use of infliximab was not rec-
ommended during pregnancy, when the patient presented
flare ups she was treated with corticosteroids and 5-ASA in
order to achieve remission. The outcome was a spontane-
ously and successfully terminated pregnancy. During the
early post-partum period she also presented a large abdom-
inal cyst that was treated operatively.
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INTRODUCTION

In routine clinical practice, many diagnostic and ther-
apeutic difficulties are encountered when coping with a
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chronic disease such as Crohn’s Disease (CD). It is well
known that CD has an adverse effect on the foetus in
women with inflammatory bowel disease (IBD) and the
risk of a miscarriage is increased by up to 60%."* Thus,
the physician should strive to ensure the disease is quies-
cent at conception and during pregnancy. A general eval-
uation of the patient is further complicated by the fact
that gynaecologic disorders occur commonly in women
with IBD.? Considerable overlap in symptoms attributa-
ble to gynaecologic disorders, IBD, or both is registered.
This fact necessitates good knowledge of the range of
gynaecologic problems that women with IBD may expe-
rience. The challenge is to identify and correctly associ-
ate a gynaecologic condition with IBD so further evalu-
ation and management can be carried out and all possi-
ble complications due to IBD or treatment options can
be foreseen.’

OUR CASE

Here we present the case of a 23 year old patient with
CD who conceived while on infliximab induction treat-
ment. The diagnosis of CD was made initially in January
2002; two months after the patient delivered a healthy,
in term child. She was started on conventional therapy
but as no remission was induced, it was decided to intro-
duce infliximab in June 2002, at a dose of Smg/kg fol-
lowed by 2 doses according to the induction protocol.
The 3" dose was administered on September 3, 2002 and
the patient was in clinical and laboratory remission there-
after. In October 2002, pregnancy was diagnosed, there-
fore further infliximab infusions were prohibited due to
insufficient data regarding its safety during pregnancy
and mesalazine was introduced. The first gynecological
ultrasound was done on December 5" which indicated a
normal, 10 week pregnancy. On December 11" 2002 the
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patient was hospitalized due to high fever, (>39C), right
lower quadrant abdominal pain and sparse vaginal bleed-
ing. The ultrasound (US) examination performed on
Dec.11™, revealed thickness of the terminal ileal wall
without abscess formation. Inflammatory markers by far
exceeded the normal values (CRP = 76mg/l, normal val-
ue<3.1) upon admission on December 12%, 2002, and
normalized fully by December the 19" after treatment
with prednisone, at a staring dose of 40 mg, continued
by per os mesalazine 500mg 2x3/24hr. The patient was
dismissed in an overall satisfactory condition. At this
point the patient refused to be examined by a gynecolo-
gist. The US examination performed on 18" of February
2003, showed a normal fetal / pregnancy development.
(Femur 38mm, BPD: 188mm. AP: 172mm, fetal weight:
477gr, antero-superior placental insertion, gestational
weeks (GW) according to US 21 wk + 4 days, no abnor-
malities were recorded). By the 25" GW, the patient ex-
hibited a rise in inflammatory markers and was recom-
menced on prednisone. During the 29" gestational week,
the patient returned to our clinic in a febrile state, with
signs of acute inflammation, vaginal blood loss, high CRP
(130mg/l) and 9270/mm’ white blood count. She was
transferred to a gynecological unit where the pregnancy
was spontaneously and successfully terminated on April
13™,2003. She was discharged five days later whereas the
newborn was kept for 30 days in the neonatal unit. The
patient returned to our clinic on April 29,2003 with ab-
dominal pain and high fever. The laboratory tests re-
vealed the following: ESR= 108mm/h, CRP=308mg/l,
WBC 5850/mm’, PLT=337.000/ml, Hgb=11.7g/dl and
both US and CT examinations revealed a large inflam-
matory cyst, originating from the right adnexae as shown
in figure 1. She refused immediate laparoscopy/ laparot-
omy, and returned two days later with signs of acute ab-
domen and therefore she was treated operatively. Sur-
gery revealed a ruptured purulent, lipoid, inflammatory
cyst of the right ovary, with no macroscopic findings in-
dicative of intestinal inflammatory involvement. Biopsy
specimen (17X11X2.5cm) microscopically indicated a
fibrolipoid cyst with fibrous and granulommatous tissue
characterizing acute inflammation. Epithelial and ovar-
ian tissue was not identified and the formation was diag-
nosed as an abscess.

Since reporting this case, the baby is in a good condi-
tion and our patient’s disease activity is quiescent. She
had only two exacerbations over the last 2.5years ex-
pressed with abdominal pain and mild elevations of CRP
and leucocytes treated with prednisone at a starting dose
of 20mg/die. This case raises important issues relating to
the treatment approach, discontinuation of existing treat-

Figure 1. The appearance of the large cystic formation as was
seen on the CT of the abdomen.

ment schedules and maintenance during pregnancy and
the investigation and treatment of flare ups of disease
activity. It also raises a question of the interpretation of
blood investigations for IBD during pregnancy in the as-
sessment of disease activity. Imaging options are obvi-
ously limited and abdominal radiography should only be
used in a patient suspected of intestinal obstruction or
toxic megacolon. Data as to whether sigmoidoscopy or
colonoscopy may be performed are contradictory.*®

Evidence so far suggests that the disease activity is
the main adverse factor predisposing to prematurity and
low birth weight babies. Drugs such as 5-ASA and sul-
phasalazine appear to be safe and well tolerated in preg-
nancy. Steroids up to 40mg are also safe but should be
used for exacerbations of active disease. The use of in-
fliximab, a chimeric monoclonal antibody, which neu-
tralizes tumor necrosis factor alpha, during pregnancy
and prior to conception is restricted even though no
evidence of maternal toxicity, embryotoxicity or tera-
togenicity was observed in a developmental toxicity
study conducted in mice using an analogous antibody
that selectively inhibits the functional activity of mouse
TNF-a (Centocor, data on file). Recent data show that
infliximab administration during pregnancy appears to
be safe. Among patients who have received infliximab
according to a database maintained by the manufac-
turer (Centocor Inc), live births occurred in 65%, mis-
carriages in 17% and therapeutic pregnancy termina-
tions in 22%. There were no discrepancies in compari-
son to a healthy population.?
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Clinicians must make a decision as to what drugs to
prescribe, as the effects of active inflammation on the
foetus are believed to be more harmful than those of the
drug treatment necessary to control the disease. There-
fore, medication choice depends primarily on personal
preference, the severity of the disease and the potential
toxicity of a given drug. Stopping a maintenance treat-
ment increases a chance for the need to treat an acute
exacerbation. We used prednisolone to treat the acute
exacerbation, bearing in mind studies which report both
positive and negative outcomes on the foetus.”"

DISCUSSION

The reason for examining this case is to stress the
awareness of the high percentage of female patients who
suffer from active CD and are at a reproductive stage.
Contemporary diagnostic methods may enable practic-
ing gastroenterologist to distinguish active CD from other
pathologic states during pregnancy, promptly diagnose
disease flares and follow up such patients. In a pregnant
patient with a lower quadrant pain, fever, weight loss and
diarrhea, one may suspect enteral infections, acute ap-
pendicitis, ovarian cysts, abscesses, renal involvement,
malignancies etc. and these must be ruled out. Patients
not in remission most likely will exhibit flare ups during
pregnancy.” Recommendations of routine use of diag-
nostic methods such as CT, or contrast X-ray are not safe
during pregnancy. Colonoscopy could be safe and should
be used only in selected patients due to possible adverse
premedication drug effects on the foetus as well as due
to incomplete safety data of the intervention itself.” Mag-
netic resonance may be highly useful but the cost effec-
tiveness of such an examination in routine practice has
not been established.** Laboratory markers are also al-
tered during pregnancy and cannot be used as absolute
parameters. Ultrasound examination may not be helpful
in differentiating an ovarian cyst given the size of the uterus
even though for determining the existing inflammation of
the terminal ileum it has high specificity and sensitivity.">'>'¢
In some reports up to 39% of patients with CD may devel-
op ovarian cysts and 57% of them are treated surgically."
In this case it is certain that the cyst did not exist before
conception and obviously it occurred after delivery al-
though it is unclear when exactly it appeared and whether
it is associated with IBD itself or treatment options (inf-
liximab, prednisone). Therefore, we would like to stress
the importance of proper cooperation with other special-
ties, in this case with gynecologists as many unexpected
conditions may be overlooked in the differential diagno-
sis, and management of patients similar to ours because

of patient incompliance, or due to focusing on the under-
lying disease or due to unexpected postpartum complica-
tions with no evident baseline characteristics.
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