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Nitrofurantoin is a synthetic nitrohetero-

cyclic antimicrobial compound that has

been in use since 1935. The leading

indication for this drug is to treat and

prevent urinary tract infection. The drug is

relatively safe. The most common side

effect is dose-dependent dyspepsia that

necessitates drug withdrawal in 3.8% of

patients. Polyneuropathy caused by nitro-

furantoin is also dose-dependent. The

most important side effects are those that

are allergic in nature, and include hepatic

toxicity, which appears in 0.3±3/100000 of

patients [1]. The incidence of liver damage

increases with age and is much more

frequent in women, possibly because of

its higher use in this patient group. Rarely,

hepatotoxicity can be fatal. Another side

effect is pneumonitis [2]. Fever and eosi-

nophilia may also appear in patients

treated with this drug. Nitrofurantoin-

induced pancreatitis was described only

twice [3,4]. We present the third case of

acute pancreatitis due to nitrofurantoin.

Patient Description

The patient was a 76 year old woman with

dementia who lived in a nursing home and

was regularly treated with vitamin C 1 g/

day. One day before admission she began

treatment with nitrofurantoin 100 mg x 4/

day for asymptomatic bacteriuria due to

Enterococcus fecalis. After taking 300 mg of

the drug she experienced fever and ab-

dominal pain and was referred to the

hospital. On admission she was in a

generally good condition and had a tem-

perature of 398C. The only positive sign in

the physical examination was slight epi-

gastric tenderness. Blood results [Table]

demonstrated elevated levels of amylase

and lipase.

No eosinophilia was seen in the differ-

ential leukocyte count, and urine examina-

tion was normal. Blood and urinary

cultures were negative. Abdominal ultra-

sonography on the second day of hospita-

lization demonstrated a normal liver and

pancreas. No stones were found in the

gallbladder and the bile ducts were normal.

On admission, treatment with nitrofuran-

toin was stopped. The patient improved

rapidly and on the second day of hospita-

lization her fever resolved and the abdom-

inal pain disappeared. She was discharged

after 4 days and no bouts of pancreatitis

recurred.

Comment

Drug-induced pancreatitis can be caused

by several drugs, and was estimated to be

the cause of 1.4% of cases of pancreatitis

[5]. A higher incidence rate was found

among patients with diseases associated

with pancreatitis, such as inflammatory

bowel disease and AIDS [5]. Drugs most

commonly causing pancreatitis are angio-

tensin-converting enzyme inhibitors, val-

proic acid, H2 blockers, non-steroidal anti-

inflammatory drugs, lovastatin, azathiopr-

ine and 6-mercaptopurine, gemfibrozil,

pentamidine and ddi. Thiazides, estrogens,

furosemide, methyldopa and sulfonamides

can also cause this disease. Drug-induced

pancreatitis usually runs a benign course

and the mechanism of this complication is

largely unknown.

Pancreatitis induced by nitrofurantoin

is very rare and only two cases [3,4] were

reported in the past. As in our case, both

of them were women. The first patient,

reported in 1983, was a 79 year old woman

who had fever hyperamylasemia and ob-

structive jaundice. Dilatation of the bile

ducts was demonstrated and no stones or

malignant tumor were found. These signs

appeared 5 days after she started treat-

ment with nitrofurantoin and disappeared

after discontinuation of the drug. The

obstructive jaundice was explained by

pancreatic swelling due to nitrofurantoin.

A single re-challenge dose of nitrofuran-

toin caused fever, abdominal pain and

hyperamylasemia within several hours [3].

The second patient, aged 26, and de-

scribed in 1994 [4], had been taking

nitrofurantoin for 3 days. She suffered

epigastric pain and anorexia that appeared

after taking the first tablet. Laboratory

results showed mild hyperamylasemia

and an elevated lipase level. The symp-

toms resolved a few days after disconti-

nuation of nitrofurantoin. Eight months

later when she took nitrofurantoin again,

all the symptoms reappeared accompanied

by arthralgia and myalgia. Elevated levels
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Laboratory results during hospitalization

Hospitalization day 1 2 3 4

Leukocyte count 8,000/mm3 6,500 mm/3

Amylase (u/L) 1,095 701 524 335

Lipase (u/L) 415 130 36.5 19.9

Bilirubin (mg/dl) 0.9 0.6

AP (u/L) 90

AST (u/L) 28

Triglycerides (mg/dl) 95

Calcium (mg/dl) 8.6

Normal values: amylase 180±280 u/L, lipase: 12±32 u/L, bilirubin 0.1±1 mg/dl, alkaline phosphatase (AP) 30±

115 u/L, aspartate aminotransferase (AST) 0±40 u/L, triglycerides 4 160 mg/dl, calcium 8.5±10.5 mg/dl.
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of amylase and lipase were observed on

the first day of treatment.

Our patient exhibited some similar

features to those of the previous patients.

Her symptoms appeared on the first day of

treatment and included fever, abdominal

pain and elevated levels of amylase and

lipase that disappeared soon after discon-

tinuation of the drug. None of the patients

had eosinophilia. In all three patients

another cause for pancreatitis was ruled

out, and no biliary disease, metabolic

disorder, alcohol consumption or exposure

to other drugs that can cause pancreatitis

was found. As in the previously described

two cases, we share the impression that

the mechanism of pancreatitis was allergic.

Although only three cases have been

described, it should be noted that in a

patient treated with nitrofurantoin for a

short duration and who develops fever and

abdominal pain, the possibility of drug-

induced pancreatitis should be raised and

amylase and lipase levels examined. Dis-

continuation of the drug leads rapidly to

complete resolution of the symptoms and

correction of the laboratory abnormalities.
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Capsu le

Mutant CCR5 gene good for MS

Chemokines and their receptors have an important role in

autoimmune inflammatory diseases including multiple

sclerosis. Kantor and co-workers recently reported the

association between a 32-basepair deletion in the CCR5

chemokine gene (D32CCR5 allele mutation) and progression

of multiple sclerosis. D32CCR5 mutation is known to provide

resistance to human immunodeficiency virus infection in

homozygotes (D32CCR5/D32CCR5) and contributes to a

slower rate of progression to clinical AIDS in heterozygotes

(DCCR5/D32CCR5). The mutated allele frequency in the study

cohort of 256 patients with multiple sclerosis was 7.4%,

similar to that reported in the general Israeli population.

Progression to disability was prolonged in D32CCR5 homo-

zygotes and heterozygotes compared to patients with the CCR5

wild-type genotype [Figure]. The results of the study suggest that

although the presence of mutated CCR5 allele is not protective

against multiple sclerosis it can be considered a favorable

prognostic factor in MS.

Neurology 2003;61:238

When the reviews are bad I tell my staff that they can join me as I cry all the way to the bank

Liberace (1939-87), flamboyant American pianist who, with his rhinestones, candelabra, gold lameÂ and coiffed hair,

pursued a long and successful career playing romantic arrangements of popular classics. The New York Daily Mail called him

``a superb piece of calculating candyfloss.''

Most of us no longer watch television; we graze, zapping back and forth between channels
whenever our boredom threshold is triggered. No one does any one thing at a time. A new
culture has taken shape which caters for people with the attention span of a flea.

Michael Ignatieff (1947- ), Canadian author and critic. He was host of the BBC The Late Show

and editorial columnist for the Observer.
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