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ABSTRACT 
 
Context The incidence of drug-induced 
pancreatitis is rare. There have been no prior 
definite cases reported of ibuprofen-induced 
pancreatitis. 
 
Case report We present a case of a young 
man with acute pancreatitis probably 
secondary to an ibuprofen overdose. 
Immediately preceding the onset of the attack 
he took a 51 mg/kg dose of ibuprofen. He had 
other causes of acute pancreatitis excluded by 
clinical history, serum toxicology and 
abdominal imaging. 
 
Discussion In the absence of re-challenge we 
believe it is probable that ibuprofen has a 
causative link with acute pancreatitis. 
 
 
INTRODUCTION 
 
Certain agents such as azathioprine and 
aminosalicylates have well documented 
associations with acute pancreatitis [1, 2]. It is 
imperative to identify specific drugs as 
possible causative aetiologies early in the 
clinical course in order to prevent any 
ongoing pancreatic injury. Non steroidal anti-
inflammatory drugs (NSAIDs) have rarely 
been identified as a definitive cause for acute 
pancreatitis. We present the most probable 
case to date of ibuprofen-induced pancreatitis. 
 

CASE REPORT 
 
An eighteen-year-old man with no previous 
medical or surgical history presented to our 
Emergency Department with a six-hour 
history of severe epigastric pain. He reported 
that five hours prior to the onset of symptoms, 
he had ingested seven tablets of ibuprofen 400 
mg (equivalent to a 51.4 mg/kg bolus) in an 
attempt at deliberate self harm. He had been 
taking ibuprofen as prescribed for low back 
pain for one week prior to this event. He 
denied ingestion of other drugs or alcohol in 
the preceding days. This was confirmed by 
collateral history. The diagnosis of acute 
pancreatitis was made as per the UK Working 
Party on Acute Pancreatitis update criteria [3]. 
Serum amylase was 493 IU/L (reference 
range: 0-90 IU/L) and urinary amylase was 
4,786 IU/L (reference range: 0-460 IU/L). His 
lactate dehydrogenase was 370 IU/L 
(reference range: 100-350 IU/L) and he had a 
leucocytosis of 11.6 x109/L (reference range: 
4.0-11.0 x109/L). Liver function tests, calcium 
level and lipid profile were all normal. The 
Imrie (Glasgow) score predicted a mild 
course (score 0) of pancreatitis. The standard 
acute predicted mild pancreatitis treatment 
was commenced. Standard toxicology screen 
at twenty-four hours was negative for alcohol, 
salicylates and paracetamol. The screening 
imaging demonstrated no sonographic 
evidence of cholelithiasis. Although not 
standard practice, given the unusual clinical  
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presentation we performed computerized 
tomography at 48 hours which was graded as 
Balthazar A, consistent with mild pancreatitis 
[4] with otherwise normal anatomy and 
notably no double duct sign [5]. We did not 
feel that any further invasive investigation 
regarding pancreas ductal anatomy was 
warranted. Given the large dose NSAID 
ingestion, to rule out a gastric cause of 
epigastric pain a gastroscopy was performed, 
which was normal. The patient made an 
uneventful recovery. The serum amylase 
normalised by day three using conservative 
management, without a need for antibiotics. 
He commenced oral diet on day three and on 
day five he was discharged home. He was 
seen for out-patient follow-up at the 6-week 
point with no subsequent adverse 
consequences. We advised our patient to 
avoid using ibuprofen and hence there has 
been no re-exposure to date. 
 
DISCUSSION 
 
This case characterises an association 
between acute pancreatitis and ibuprofen 
ingestion. This relationship has only been 

suggested in two previous publications. The 
first report [6] was in a patient with systemic 
lupus erythematosus who displayed a 
hyperamylasaemia along with parotiditis in 
what was termed a general hypersensitivity 
reaction to ibuprofen. There was no definite 
diagnosis here and lupus itself is considered a 
risk factor for the development of acute 
pancreatitis. The second was by Eland et al. 
[7]. This was a review of adverse drug 
reaction reports in the Netherlands over a 
twenty-one year period. The study 
investigated links between acute pancreatitis 
and a number of agents. They were able to 
clarify a definite diagnosis of acute 
pancreatitis in 34 out of 55 reported cases and 
they then labelled the association as definite if 
there was a positive re-challenge. In one case 
a 25-year-old female had an antecedent 
history of protracted use of ibuprofen. The 
diagnosis however was not clearly established 
and there was no positive re-challenge and so 
the case was defined as a probable association 
only. 
The UK guidelines for diagnosis of acute 
pancreatitis [3] include a rise of amylase (or 
lipase where available) within 48 hours of 
characteristic abdominal pain. A greater than 
four-fold rise, as seen in our case, is desirable 
but not always required. We eliminated the 
most common aetiological factors in 
developing pancreatitis and are therefore left 
with either idiopathic or ibuprofen-induced 
pancreatitis. Given the temporal relationship 
between ingestion and onset and the general 
rarity of acute idiopathic pancreatitis in an 18-
year-old, we believe it is reasonable to 
suggest a probable cause and effect 
relationship. 
Eland et al. proposed the ibuprofen effect at a 
dose of 3,600 mg over a 10 day period 
(dose/kg unknown). Our patient ingested a 
bolus of 2,800 mg which correlates to 51.4 
mg/kg. The use of activated charcoal is 
recommended if ingestion of more than 400 
mg/kg in the preceding hour has occurred [8]. 
Our patient had been taking 1,600 mg daily 
for one week prior to this event. It is not clear 
whether the cumulative effect is important but 
with a plasma half-life of 1.9 to 2.2 hours [9], 

Table 1. Class I and Class II drug associations with 
acute pancreatitis. Derived from a literature review 
from 1966 to April 2004 by Trivedi et al. [13]. 
Class I  Class II 
Asparginase Acetaminophen 
Azathioprine Carbamazepine 
Cytarabine Cisplatin 
Didanosine Cyclopenthiazide 
Frusemide Enalapril 
Mercaptopurine Erythromycin 
Mesalamine Hydrochlorothiazide 
Oestrogen preparations Interferon alpha-2b 
Opiates Lamivudine 
Pentamidine Octreotide 
Pentavalent antimonials Phenformin 
Steroids Rifampicin 
Sulindac  
Sulphasalazine  
Tetracycline  
Trimethoprim  
Valproic acid  
Class I: more than 20 cases of acute pancreatitis 
reported for said drug, at least one of these cases citing 
positive re-exposure. 
Class II: more than 10 cases of acute pancreatitis 
reported for said drug. 
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it would seem improbable unless a steady 
state had been maintained up to the overdose. 
There are a multitude of drugs which are also 
possible causes of acute pancreatitis (Tables 1 
and 2) [1, 2, 7, 10, 11, 12, 13, 14, 15]. Other 
reports of NSAID-induced pancreatitis are 
few. Sulindac seems to be the most reported 
[14, 15] and the mechanism by which this 
occurs is unknown. One hypothesis however 
links the possibility of NSAIDS reducing the 
amount of systemic glutathione and hence 
inducing an oxidative stress reaction [16]. 
Indeed there is no data to predict the clinical 
course in these cases. Clinical scoring systems 
have not been validated in this population 
(owing to rarity) nor has it been determined 
whether they are likely to follow a more 

severe course. In our case we adopted 
standard pancreatitis protocols as per 
consensus guidelines [3]. We do not have data 
to recommend whether this index case should 
avoid therapeutic dose of NSAIDS in the 
future. However, it would seem appropriate to 
follow up the case at regular intervals for 
some time. 
In summary, we document a clinical case of 
acute mild pancreatitis. The patient had no 
previous medical history and no risk factors 
for the development of acute pancreatitis. 
Immediately preceding the onset of the attack 
he took a 51 mg/kg dose of ibuprofen. He had 
other causes of acute pancreatitis excluded by 
clinical history, serum toxicology and 
abdominal imaging. In the absence of re-

Table 2. Class III drug associations with acute pancreatitis. Derived from a literature review from 1966 to April 2004 
by Trivedi et al. [13]. 
Abacavir Divalproex sodium Methotrexate Repaglinide 
Acitretin Doxercalciferol Methyldopa Reteplase 
Alactrofloxacin Doxorubicin Metolazone Ribavirin 
Alemtuzumab Efavirenz Mexiletine Rifapentine 
Alteplase Enfurvirtide MMR live vaccine Riluzole 
Amiodarone Ertapenem Moexipril Risperidone 
Amlodipine Escitalopram Monocycline Ritonavir 
Anagrelide Etanercept Montelukast Rivastigmine 
Ariprazole Ethacrynic acid Mycophenolate Rivastigmine 
Aspirin Felbamate Nabumetone Rofecoxib 
Atorvastatin Fenofibrate Naproxen Ropirinole  
Atovaquone Fluoextine Nelfinavir Saquinavir 
Azithromycin Fluvastatin Nitrurantoin Sertraline 
Balsalazide Foscarnet Norfloxacin Simvastatin 
Bendroflumethiazide Fosinopril Olanzapine Sirolimus 
Benzapril Gabapentin Olsalazine Somatropin 
Bupropione Ganciclovir Omeprazole Stavudine 
Calcitriol Gefitinib Oxaliplatin Streptokinase 
Captopril Gemfibrozil Pantoprazole Sumatripan 
Carbamazepine Glatiramer Paoxetine Tacrine 
Celecoxib Hydrochlorothiazide Pegasparaginase Tacrine 
Chlorothiazide Indinavir Peginterferon alpha-2b Tacrolimus 
Cidofovir Infliximab Penicillamine Tamoxifen 
Cimetidine Interferon beta-1b Pergolide Thalidomide 
Ciprofloxacin Interferon gamma-1b Pilocarpine Topiramate 
Citalopram Isotretinoin Piroxicam Trandolapril 
Clarithromycin Ketorolac Polythiazide Trasuzumab 
Clozapine Lamotrigine Pravastatin Tretinoin 
Cyclosporine Levamisole Prazosin Trovafloxacin 
Dapsone Levastatin Propofol Venlaflaxine 
Delavirdine Levofloxacin Quinapril Vinorelbine 
Demeclocycline Lisinopril Quinpristin Voriconazole 
Diclofenac Mefaenamic acid Rabeprazole Zalcitabine 
Didanosine Meloxicam Ramipril Zidovudine 
Dipyridamole Mertazapine Ranitidine Zolmitriptan 
Class III: less than 10 but at least one case of acute pancreatitis reported for said drug. 
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challenge we believe it is probable that 
ibuprofen has a causative link with acute 
pancreatitis. 
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