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Naproxen (Naprosyn) and Gastrointestinal Haemorrhage

SIR,-From the somewhat biased viewpoint
of a unit admitting over 200 patients
per annum with suspected gastrointestinal
haemorrhage, our first awareness of the in-
troduction of a new analgesic has often been
the drug history of such a patient. Though
it is recognized that it is extremely difficult
to prove a causal relationship, most doctors
dealing with this problem are impressed by
the circumstantial evidence and accordingly
warn their patients to restrict their use of
analgesics to the known safety of paraceta-
mol and dextropropoxyphene. When two
consecutive patients, described below, were
admitted in Decenber 1973 with gastroin-
testinal haemorrhage we first became aware
of naproxen (Naprosyn).
A woman aged 69 was admitted on 27 December

with a history of melaena for five days. She had
been taking dextropropoxyphene for some years for
pain due to osteoarthritis of both hips and was
awaiting operation. Three weeks before admission
she had been changed to naproxen 250 mg twice
daily, which relieved her pain but within three days
was associated with nausea, heartburn, and vomit-
ing. These symptoms became so troublesome that
she stopped the drug after five days but her symp-
toms continued intermittently. In 1967 she had been
admitted to another hospital with melaena re-
quiring blood transfusion, attributed to the recent
use of phenylbutazone for the same arthritic pain.
Barium meal had shown a hiatus hernia only. She
had no further symptoms after changing to dextro-
propoxyphene until this admission.

Fortunately, she was not severely shocked and
her haemoglobin level fell only to 10-4 g/100 ml,
rising to 11-3 g/l00 ml by the time of discharge
two weeks later. The only abnormal clinical findings
were of slight epigastric tenderness and obvious
melaena stools. Barium meal showed some duode-
nal deformity but no definite ulceration; an attempt
at gastroduodenal fibre endoscopy was unsuccess-
ful. She has remained well since discharge on dex-
tropropoxyphene.Two days after the admission of the first patient
(29 December) the second, a woman aged 79, was
admitted having been woken at 4 a.m. by nausea
and malaise followed by vomiting of altered blood.
Two hours later she vomited fresh blood and felt

faint. She was taking various drugs for her several
chronic ailments. She took occasional trinitrin for
atypical chest pain; she was taking frusemide 120
mg daily and one Slow-K tablet twice daily for
mild congestive cardiac failure. Some months pre-
viously she had been started on L-thyroxine 0 05
mg daily for hypothyroidism and was now taking
0.1 mg daily. She was taking oral iron and recently
occasional bismuth tablets for dyspepsia, which
made her stools dark. She had painful arthritis of
both hips which was only partly relieved by anal-
gesics. 3he had tried numerous preparations, but
since 24 October had, at her own request, been
changed to naproxen 250 mg twice daily.
On examination she was shocked and pale,

tender in the epigastrium, and had melaena stools.
The haemoglobin level was 8-4 g/100 ml and blood
transfusion was started. Initially the haemoglobin
rose to 11-3 g/100 ml but fell again as melaena
persisted and failed to rise. Oesophagogastroduo-
denoscopy was therefore performed on the sixth
day with good visualization as far as the duodeno-
jejunal flexure. Though the gastric mucosa was
atrophic, no erosion or ulceration was seen and
operation was therefore not advised. Her condi-
tion continued to deteriorate and she died four days
later, having been transfused with 25 units of blood.
At necropsy 38 hours after death the stomach con-
tained 800 ml of dark red blood clot. The mucosa
was diffusely congested and atrophic but there was
no peptic ulcer or neoplasm. The duodenum was
normal. The small intestine and colon contained
moderate amounts of dark red blood with no ob-
vious source of haemorrhage. Cardiac failure with
acute pulmonary oedema, narrowing of coronary
arteries, an old right parietal cortial cerebral in-
farct, and a sterile pyometra were the other abnor-
mal findings. Histological examination of the gut
showed postmortem degeneration of the gastric
mucosa only.

It is such occurrences as these that have
led us to view with suspicion such drugs as
aspirin, phenylbutazone, and indomethacin.
We feel therefore that naproxen cannot be
added to the short list of safe drugs--para-
cetamol and extropropoxyphene-but must
be regarded as a potential gastric irritant.
I am, etc.,

ERIc BECK
Gastrointestinal Unit,
Whittington Hospital,
London N.19

SIR,-I would like to report four patients of
mine who may have had adverse reactions to
the newly marketed drug naproxen (Napro-
syn). Three patients were elderly women
with osteoarthritic pain unrelieved by a
variety of previous analgesics and the
fourth was a younger woman with.pain from
cervical spondylosis and a luntar disc lesion.

Case 1-A woman aged 71 with osteoarthritis of
the hips, depression, and iron deficiency anaemia
started naproxen 250 mg once a day on 23 Octo-
ber 1973. On 7 November she had aeveloped
atrial fibrillation and ankle oedema after an episode
of melaena and was admitted to hospital, where a
barium meal showed an ulcer of the pyloric canal.
This settled on medical treatment.

Case 2-A woman aged 75 with osteoarthritis of
the hips and knees, hypertension, cavernous sinus
aneurysm, and hiatus hernia was started on napro-
xen 250 mg twice daily on 15 November 1973.
On 6 February she became unwell but there was
no definite finding. On 8 February there was an
episode of melaena and possibly of vomiting al-
tered blood. She was admitted to hospital the same
day, but I have no further information so far.

Case 3-A woman aged 86 with osteoarthritis of
the hips, Paget's disease of the pelvis, a bladder
polyp, and aortic valve disease with mild congestive
heart failure started taking naproxen 250 mg
twice daily on 29 December 1973. Six days later
her arthritis was improving but she was complain-
ing of dyspepsia, which became worse and naproxen
was stopped on 10 January. On 12 January she had
severe abdominal pain and was admitted to hospital
with suspected duodenal ulcer. Barium studies have
not yet been completed.

Case 4-A woman aged 53 with cervical spondy-
losis had no relief from many preparations but had
had no previous side-effects. Naproxen 250 mg
twice daily was started on 23 November 1973 and
continued until 14 February, when she complained
of heartburn. I have advised her to stop treatment
and she has had no further heartburn since.

Perhaps my experience is unusual, but if
any of your readers have cases like these I
am sure they will report them to the Com-
mittee on Safety of Medicines as I have
done. These side-effects seem very similar to
those known to have oocurred with phenyl-
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