
Introduction
Nicorandil (N-[2-(Nitroxy)ethyl]-3-

pyridinecarboxamide) is a relatively new

potassium-channel activator with an

adjunctive nitrate effect used as a vasodilator

to control angina.

The drug was developed in Japan and it has

been licensed and available in Europe since

1994; it is marketed under the trade name

Ikorel or Icorel. It has been described as a

hybrid between nitrates and potassium

channel activators. It opens potassium

channels causing sustained dilatation of both

peripheral and coronary arteries, thus

reducing cardiac after-load. The nitrate

moiety dilates venous capacitance vessels to

reduce cardiac pre-load.

The recognised adverse effects associated

with nicorandil therapy, as listed in monthly

index of medical specialities (MIMS) include

headache, flushing, nausea, dizziness,

hypotension and tachycardia. However, a

number of cases of severe oral ulceration

have been reported from several European

countries including France, Portugal and the

UK.1,2,3,4 Healy et al. recently published a

report on oral ulceration in a series of four

Irish patients.5 Other reports have cited

incidences of anal ulceration.6,7,8

While the mechanism of causation remains

unclear, it has been postulated that

metabolites of the drug may accumulate in

the saliva especially in elderly patients. The

tongue is the most frequently involved site,

although ulceration of the labial and buccal

mucosa, dorsum of tongue and fauces has

also been reported. The time from

commencement of therapy to ulceration

ranges from one to 10 months, although

delays of up to 36 months have been

reported9. Maintenance doses are normally

in the range of 10 to 20mg twice daily with

the maximum allowable being 40mg twice

daily. It has been suggested that a minimum

dose of 30mg daily is necessary to induce

mouth ulcers.10

The paper reports on four patients (three

male, one female) who were referred to the

Oral Surgery Department, Cork Dental

School and Hospital with a history of severe

oral ulceration which was proving resistant to

treatments provided. All four patients were

taking nicorandil as part of a poly-

therapeutic regime (range nine to 11 drugs)

for symptomatic control of ischaemic heart

disease. Two patients were receiving 20mg

twice daily and two were taking the

maximum recommended dose of 80mg

daily. 

The average age of the patients was 74 years

(age range 70 to 81 years).

Case one
A 72-year-old man was referred by his

general dental practitioner (GDP) with a

recent history of persistent severe oral

ulceration. No cutaneous, ocular or genital

lesions were reported. The patient was

unable to wear his lower denture and was

complaining of pain on eating and

swallowing. 

Past medical history included severe

congestive heart disease for which he was

under the care of a cardiologist. His

medications included isosorbide

mononitrate, amlodipine besylate, ramipril,

aspirin, trimetazidine dihydrochloride,

frusemide, metoprolol tartrate, nimesulide,

pravastatin, fluoxetine hydrochloride and

nicorandil (20mg four times daily) for

ischaemic heart disease.

On examination, a non-indurated oval 1.5cm

ulcer was seen on the left lateral border of

tongue. This had been present for two
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Nicorandil-induced severe oral ulceration 
Nicorandil has been shown to precipitate persistent ulcerative stomatitis in a small
percentage of patients. To date over 50 cases have been reported, initially in France and,
more recently, in the United Kingdom and Portugal, but this is the first report of
nicorandil-induced ulceration in Irish medical or dental literature. It has been suggested
that a previous history of aphthous ulceration may predispose the development of
nicorandil-induced ulcers, although only one of these patients reported a history of
recurrent oral ulceration (ROU).
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