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Abstract

Mesalazine is the first line treatment in paediatric inflammato-
ry bowel disease (IBD). There are several reports in literature
about nephrotoxicity (1/150 treated patients), from renal insuffi-
ciency to reversible nephritis. It is currently advised to follow cre-
atinin in patients treated with mesalazine during the first 5 years
of treatment ; however this may reveal the problem too late. As
demonstrated in this paediatric case, a high degree of clinical sus-
picion is needed to diagnose the side effects before irreversible kid-
ney damage occurs. Since the treatment of IBD exacerbation and
mesalazine induced interstitial nephritis is based upon steroids,
delayed diagnosis of the latter is at risk. (Acta gastroenterol. belg.,
2006, 69, 276-277).

Key words : mesalazine, inflammatory bowel disease, interstitial
nephritis.

Introduction

Mesalazine is frequently used in the treatment of
inflammatory bowel disease (IBD). Mesalazine is the
first line treatment in paediatric inflammatory bowel dis-
ease (IBD). There are several reports in literature about
nephrotoxicity (1/150 treated patients) (1), from renal
insufficiency to reversible nephritis (2,3). Although a
recent epidemiological study concludes that the risk of
renal disease in IBD is partly attributable to the underly-
ing disease, mesalazine is recognised to cause interstitial
nephritis (4). There is no relation with the dose or type
of mesalazine used. Currently it is advised to use serum
creatinin, to monitor for this complication (5). However,
if we want to detect the renal problem before the stage
of renal insufficiency, perhaps a1-microglobulinuria may
be more sensitive. 

Although in adult literature more than 30 cases have
been described (2,3,6-13) this 11-year old girl is only
the third paediatric case below the age of 16 in literature
(14). However with the increasing occurrence of IBD in
children (15) we should be vigilant for medication side
effects.

Case report

An 11-year-old girl diagnosed with left sided ulcera-
tive colitis was treated with mesalazine (500 mg every
8 hours), after induction of remission using a short
course of oral steroids. Three years following the diag-
nosis she was admitted with nausea, vomiting, abdomi-
nal pain, weight loss (-6 kg), asthenia and low grade
fever (38,2°). There were loose stools without blood,

3 times a day. She complained of fatigue during the pre-
vious months. Laboratory tests showed an increased
inflammation (sedimentation rate 35 mm/h, CRP
9 mg/dl) with ferriprive anaemia. Urea (0.17 g/L (nor-
mal limit 0.13-0.43 g/L)) and creatinin (0.88 mg/dL
(normal limits 0.5-0.95 mg/dL)) were within the normal
range. A colonoscopy showed no macroscopic abnor-
malities. The tests also showedleucocyturia (763 /µL),
proteinuria 0.6 g/L and an a1-microglobulin of
46.4 mg/L. Ultrasound examination showed hypodense
kidneys with a decreased corticomedullary differentia-
tion. Computed tomography revealed wedge formed
hypodensities in both kidneys, interpreted as
pyelonephritis (Fig. 1). The girl was treated with intra-
venous broad-spectrum antibiotics without any clinical
effect. Urine and blood cultures remained negative. 

Since neither the clinical picture nor the laboratory
results improved, a kidney biopsy was performed. There
was chronic active interstitial nephritis with a marking
number of eosinophils in the infiltrate and focal
glomerulosclerosis (Fig. 2). Immunofluorescent staining
was negative. The immunoglobulin and complement
concentrations were normal. 

Mesalazine treatment was stopped and prednisolone
(2 mg/kg/d) was started. All symptoms disappeared
within 3 days. Inflammatory parameters disappeared
and a1-microglobulin in the urine normalised within
2 weeks after the change in treatment. Based upon the
level of a1-microglobulin in the urine, steroids were tem-
pered and stopped. Four years after this adverse event,
she had no treatment for her colitis ulcerosa and her
renal function had normalised without persisting pro-
teinuria (Serum : urea 0.22 g/L, creatinin 0.8 mg/dL ;
Urine : protein 0 g/L a1-microglobulin < 2 mg/L).

Discussion

Since the frequency of IBD is increasing during
childhood (15,16), drug side effects will equally follow.
At present Mesalazine treatment is the backbone of IBD
treatment in paediatric patients. During the last 10 years
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several reports have linked mesalazine therapy to acute
and chronic interstitial nephritis (2,3,6-14). However,
pancreatitis, skin reactions, hepatitis and blood
dyscrasias have also been reported (17). Most cases are
diagnosed within the first 12 months of therapy (5). Yet
some reactions appear as late as 5 years after the start of
mesalazine (11). This patient was taking a slow release
preparation of mesalazine for 3 years. 

Symptoms of mesalazine nephrotoxicity are non-spe-
cific, sometimes mimicking a disease relapse (5). Early
diagnosis is mandatory since 61% of the described cases
have chronic renal failure and 13% develop end-stage
renal disease (13). When diagnosis is made after
18 months of treatment, recovery of renal function is
less frequent or only partial (2). Although proteinuria is
only present in half of the described cases (13), it can
perhaps draw our attention and lead to an early diagno-
sis. In this girl’s case, after a two-week treatment with
antibiotics (because of a supposed pyelonephritis), clin-
ical symptoms disappeared within 3 days after stopping
the responsible mesalazine. Treatment of the interstitial
nephritis consisted of steroids, until disappearance of the
proteinuria and normalisation of a1-microglobulin.

Steroids are easily used to treat relapses in IBD
patients however a drug induced interstitial nephritis
will also improve during this treatment. This explains
why the diagnosis of mesalazine induced interstitial
nephritis can be delayed in IBD patients (5) and a high
vigilance is necessary.
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Fig. 1. — CT-scan demonstrating wedge formed lesions in
both kidneys.

Fig. 2. — Light microscopic findings on renal biopsy. Chronic
active interstitial nephritis with a marked number of
eosinophils in the infiltrate and focal glomerulosclerosis.


