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Letter to the Editor

Infliximab treatment in a paediatric patient with 
ulcerative colitis, who developed acute pancreatitis 
due to azathioprine during follow-up
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Pancreatitis is histologically defined as inflamma-
tion of the pancreatic parenchyma. Acute pancreatitis 
is a disorder manifested by interstitial oedema, acute 
decrease in inflammatory cells, apoptosis, necrosis, and 
reversible improvement in haemorrhage [1]. Azathio-
prine (AZA) is among the drugs associated with acute 
pancreatitis, although encountered rarely. Our objec-
tive is to present a paediatric case with ulcerative coli-
tis (UC), who developed acute pancreatitis during AZA 
treatment, and was treated (after the discontinuation of 
azathioprine) with infliximab due to the relapse of UC.

A 17-year-old paediatric patient applied to us with 
complaints of bloody stool, diarrhoea, abdominal 
pain, and weight loss, which emerged in the previous  
2 months. Medical and familial history was normal. In the 
physical examination, height was measured as 168 cm  
(10–25 p), body weight 49 kg (< 3 p), no mouth ulcers 
were observed, and bilateral sensitivity in the abdomen 
and increased bowel sounds were recorded. No anal ab-
scess, fistula, or fissure were observed during the anal 
examination. Laboratory analysis revealed: haemoglo-
bin (Hb) 11 g/dl, leukocyte count (WBC) 13,500/mm3,  
platelet count (PLT) 478,000/mm3, alanine aminotrans-
ferase (ALT) 28 U/l (N: 0-40), aspartate aminotrans-
ferase (AST) 32 U/l (N: 0-41), γ-glutamyl transferase 
(GGT) 24 U/l (N: 0–61), total bilirubin (T.bil.) 0.9 mg/dl 
(N: 0–0.9), direct bilirubin (D.bil.) 0.2 mg/dl (N: 0–0.2), 
prothrombin time (PT) 14.6 s (N: 11–14), international 
normalised ratio (INR) 1.1 (N: 0.9–1.2), activated partial 
thromboplastin time (aPTT) 26.1 s (N: 25–33), albumin 
4.2 g/dl, and faecal occult blood (HHb) 234. Stool cul-
ture was negative. Rotavirus, adenovirus and Entamoe-
ba histolytica antigens were also negative. The upper 
endoscopy, which was carried out due to suspected 
inflammatory bowel disease, displayed antral gastritis 

and mild duodenitis, which was confirmed with his-
topathological analysis. In the colonoscopy, aphthous 
ulcerative areas were observed in the rectum, sigmoid 
colon, and caecum. The results of the multiple biopsies 
were interpreted in favour of ulcerative colitis. Meth-
ylprednisolone treatment, which was initiated with 
a loading dose of 2 mg/kg b.w./day, was planned for 
6 weeks. Mesalazine 30 mg/kg b.w./day was concomi-
tantly initiated. Azathioprine was started with a dose of 
0.5 mg/kg b.w./day, and then the dose was increased to 
2 mg/kg b.w./day. For the exacerbation periods, which 
occurred three times during the follow-up, methylpred-
nisolone was administered. Towards the end of the 
2-year follow-up, the patient was hospitalised duo to 
the severe abdominal pain radiating to the back. The 
patient had epigastric sensitivity during the physical 
examination. Laboratory analysis revealed: Hb 10 g/
dl, WBC 12,300/mm3, PLT 542,000/mm3, ALT 35 U/l,  
AST 36 U/l, GGT 28 U/l, T.bil. 0.8 mg/dl, D.bil. 0.1 mg/
dl, PT 11.3 s, INR 1.0, aPTT 28.7 s, albumin 3.9 g/
dl, HHb 30, pancreatic amylase 980 U/l, and lipase  
650 U/l. The patient was diagnosed with acute pan-
creatitis after the findings in the ultrasound (US) were 
interpreted in favour of oedematous pancreatitis. Re-
garding the aetiology of pancreatitis, antinuclear an-
tibodies (ANA), anti-smooth muscle antibody (ASMA), 
anti-neutrophil cytoplasmic antibody (ANCA) were not 
detected, and the viral serology was negative. Because 
the IgG levels were 980 (N: 600–1500) and lipid profile 
was normal, the patient was diagnosed with non-biliary 
pancreatitis. We believed that AZA was the aetiological 
cause of it, so azathioprine was discontinued.

Intravenous (IV) lansoprazole and parenteral nutri-
tion were initiated and on the fourth day of follow-up, 
pancreatic amylase and lipase levels dropped to 40 U/l 
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and 60 U/l, respectively. The nutrition of the patient was 
gradually increased and was switched fully to the oral 
feeding. As the patient had a fifth exacerbation with 
bloody diarrhoea and abdominal pain during the fol-
low-up; an exacerbation of the ulcerative colitis was 
suspected, and IV infliximab (5 mg/kg b.w./day) was 
initiated in combination with methylprednisolone for  
6 weeks. The patient received loading doses at the start 
and in the second and sixth weeks. Thereafter, man-
agement treatment was administered in every eighth 
week. Because we observed weight loss and diarrhoea 
in the 24th week after the initiation of infliximab, we 
believed that we had a secondary nonresponding case. 
The patient was hospitalised and, as well as the rou-
tine examination, antigens for Clostridium difficile-PCR, 
CMV-PCR, and Entamoeba histolytica in stools were in-
vestigated because we suspected secondary colitis of 
the infectious origin. Because the C. difficile polymerase 
chain reaction test was positive, we initiated oral met-
ronidazole (30 mg/kg b.w./day). But the treatment was 
changed to oral vancomycin (40 mg/kg b.w./day) when 
no response was received in the treatment, whereupon 
improvement was seen. The patient had no active com-
plaints during the follow-up, and he was discharged. 
The patient is still under the treatment of infliximab, 
and he is followed-up in our outpatient department.

Although it does not have declared validity for the 
paediatric population, according to the Atlanta criteria, 
there should be two of the three following criteria for 
the diagnosis of acute pancreatitis: 1) clinical findings 
of pancreatitis, 2) amylase and lipase levels above three 
times of the normal levels, and 3) radiography in line 
with acute pancreatitis [1]. In our case, acute pancre-
atitis was diagnosed with clinical, laboratory, and ultra-
sound findings. Azathioprine is known as an affirmed 
cause of drug-induced pancreatitis in the transplanta-
tion and inflammatory bowel disease (IBD) patients [2]. 
In the animal experiments, it was biochemically and his-
tologically shown that AZA induced pancreatitis due to 
the necrosis of the acinar cells caused by AZA [3]. Pan-
creatitis associated with AZA is dose-independent and 
usually has a mild course. However, pancreatic abscess 
might emerge and progress to complicated pancreatitis 
[4]. Pancreatitis in our case, regressed after the discon-
tinuation of AZA and non-complication was observed. 
During AZA-induced pancreatitis, continuation of the 
AZA treatment is contraindicated. The average of the 
incidence of the AZA-induced pancreatitis is between 
1.4% and 1.6%, which means an eight-fold increased 
risk compared with the general population [5]. Tumour 
necrosis factor α (TNF-α) is extensively expressed in the 
colon mucosa of patients with Crohn’s disease (CD) and 
UC. It plays a major role in mucosal inflammation in 

CD and UC patients, and excessive amounts are found 
in the stool, urine, and rectal secretions of patients 
with UC [6]. In several placebo-controlled studies and 
meta-analyses, it was observed that infliximab, which 
is a TNF-α inhibitor, is effective in adult patients diag-
nosed with UC [7, 8]. Although its long-term risks in 
the paediatric population are not known, Miele et al. [9] 
reported that short-term treatment with infliximab was 
effective in 14 of 17 patients diagnosed with moderate 
to severe UC. In our case, infliximab treatment was initi-
ated because UC had relapsed after the discontinuation 
of AZA. It was reported that 3% of the patients treated 
with infliximab developed severe infection [10]. It was 
also stated that infliximab treatment increases the risk 
of the opportunistic infection by up to three times. The 
C. difficile infection that was encountered in our case 
during the follow-up period improved with oral antibi-
otic therapy [11, 12].

In conclusion, regarding this case, it should be kept 
in mind that pancreatitis might develop with azathio-
prine, which is frequently used in the long-term man-
agement of UC. In addition, it also should be kept in 
mind that patients with recurrent exacerbations of UC 
might go into remission with the use of TNF-α inhibi-
tors, but secondary infections (esp. C. difficile) might 
emerge in secondary non-responding patients.
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