
throughout her pregnancy. She had a brief
admission at 20 weeks_ gestation for an
unexplained fever and abdominal pain
treated with a 2-week course of steroids
for a presumed flare of her CD, without
any endoscopic studies or imaging per-
formed. She delivered a normal, full-term
male infant vaginally. The patient remains
on adalimumab and is breastfeeding her
newborn. The baby is now 6 months old
with normal growth and development.

The treatment of inflammatory
bowel disease in pregnancy is a concern
for both patients and their physicians. It
is accepted that maintenance of remis-
sion of inflammatory bowel disease is
associated with a successful pregnancy
and that active inflammatory bowel
disease has been shown to be a factor
associated with poor pregnancy out-
comes.

5 Accumulating data support the
safety of intentional or inadvertent use
of infliximab in pregnancy.6,7 These
data suggest that the benefits of inflix-
imab in achieving response and main-
taining remission in mothers with CD
may outweigh the potential risk to the
fetus from exposure to the drug.

Adalimumab is a category B drug
in pregnancy. Small animal studies in
pregnant monkeys have not demon-
strated adverse effects of adalimumab.
There is 1 English language case report
describing the successful use of adali-
mumab started before conception and
continued throughout the pregnancy.

8 In
this report, the patient also suffered from
infliximab-resistant CD, and despite
severely active disease at conception and
moderate activity in the third trimester,
the pregnancy was uncomplicated.

When evaluating medications in
women who are pregnant or contemplat-
ing pregnancy, it is important to address
the safety regarding the ability to con-
ceive, teratogenicity, risk of miscarriage,
and complications for the child. This
decision should be made on an individual
basis. In this case, adalimumab induced
and maintained remission of infliximab-
refractory CD without any apparent side
effects to the mother or child. A registry
of women who received adalimumab

during pregnancy has been initiated,
and physicians are encouraged to report
such patients (toll-free 877-311-8972).
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Cardiac Involvement
in Children with

IBD During
Infliximab Therapy

To the Editor:
Infliximab (IFX), a chimeric mono-

clonal antibody against tumor necrosis

factor-alpha, has been shown to be effec-
tive for the treatment of severe inflamma-
tory bowel disease (IBD) in adults1 as
well as in children.2,3 Patients who receive
IFX may exhibit unwanted adverse effects
such as acute and delayed infusion reac-
tions, infections, and serological and
clinical autoimmune events. In a large
cohort study in 500 consecutive adults
treated at the Mayo Clinic, IFX-related
infections were found in 8%, including 20
patients with serious infections, whereas
infusion reactions occurred in 1.5% of
594 infusions administered to 111 pedia-
tric patients.4

In 2003, Kwon et al5 reported 38
adult patients who developed new-onset
heart failure and 9 who exacerbated
preexisting heart disease during IFX
therapy. Recently, others have reported
new-onset heart failure in patients under-
going IFX therapy without previous
history of cardiovascular disorders: all
of the patients improved after discontin-
uation of infusions.6,7 A sudden death
was reported to have occurred 18 h after
a single infusion in a 64-year-old man
without heart failure; at the autopsy,
organic causes of death such as myocar-
dial damage, pulmonary or cerebral
edema, rupture of aneurysms, pulmonary
embolism, and internal bleeding were
excluded.8 All reported patients develop-
ing new-onset heart failure upon IFX
exhibited normal cardiac parameters
before biological therapy. Evaluation of
cardiac function has never been described
in children undergoing IFX therapy.

We wish to report the preliminary
results of a study aimed at evaluating
heart function through echocardiography
and electrocardiography monitoring in
children with IBD during IFX therapy.
This study was carried out on 26 subjects.
Twelve had IBD (4 females, median age
14.0), 9 with Crohn_s disease and 3 with
ulcerative colitis; 11 received IFX ther-
apy; 14 age- and sex-matched healthy
subjects served as controls.

Doppler echocardiography was
carried out to assess ejection fraction,
left ventricular diastolic diameter, left
ventricular systolic diameter, thickness
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of interventricular septum, and posterior
wall and the respective Z-scores. Com-
puted standard 12-lead electrocardiogram
was performed to calculate QT, QT
correct interval length, and QT disper-
sion as bioelectrical risk factors of
arrhythmias and sudden death; 10-min
EGG monitoring in 2 leads was per-
formed to evaluate sympathovagal bal-
ance by time and frequency domain
indexes of heart rate variability.

Heart involvement was present in 7
of 12 children with IBD: 2 showed a
dilative echocardiographic pattern and 5 a
septal hypertrophic echocardiographic
pattern (1 of them with a bicuspid aortic
valve disease). All of these patients
received IFX therapy and 5 also received
long-term administration of corticoste-
roids. No differences were found in heart
rate variability indexes as compared with
controls, whereas a positive correlation
between QT dispersion and LVDD and
LVSD was found, thus suggesting an
increased risk to develop cardiac arrhyth-
mias. Because of lack of cardiovascular
screening, we could not exclude the

presence of asymptomatic myocardial
disease before IFX therapy.

Our preliminary results suggest that
assessment of heart function and structure
should be included in the monitoring of
children undergoing IFX through pro-
spective studies that must recruit a large
patient population. The latter should be
stratified in subgroups according to differ-
ent clinical phenotypes and therapeutic
strategies. Currently, electrocardiography
and imaging studies, such as ultrasound
and magnetic resonance, appear to be the
most suitable tools to detect potential
bioelectrical instability and structural
damage of the heart during IFX therapy.
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