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Chronic gastrointestinal haemorrhage controlled by
antifibrinolytic agents

J.M.T. Willoughby

Department ofMedicine, Lister Hospital, Stevenage, Herts SGJ 4AB, UK.

Summary: Antifibrinolytic agents are used chiefly for control of acute haemorrhage. Their
applicability to chronic bleeding from inflammatory lesions of the gastrointestinal tract is illustrated by
two case histories.

Introduction

Inhibitors of fibrinolysis are known to assist in the
control of acute haemorrhage from ulcers in the upper
gastrointestinal tract.'-3 They have also been shown to
reduce chronic blood loss in ulcerative colitis.4'5 There
is, however, no published record of their utility as a
means of suppressing haemorrhage from the gast-
rointestinal tract which is recurrent over many
months, despite conventional treatment of the
causative lesion, and severe enough to require multiple
blood transfusions. Two such cases are described
below.

Case reports

Case I

A woman aged 72 with hiatus hernia and longstanding
reflux oesophagitis presented in January 1985 com-
plaining of exertional dyspnoea. She had a microcytic
anaemia with haemoglobin 5.8 g/dl. A barium enema
was normal, but upper gastrointestinal endoscopy
showed spontaneous haemorrhage from an inflamed
distal oesophagus. There was no clinical evidence for a
general bleeding disorder, and the platelet count was
133 x 109/1. A haemoglobin of 15.8 g/dl was recorded
after 6 units of blood had been given, and ranitidine
was prescribed at 300 mg nightly, together with post-
prandial alginate/antacid. Reflux symptoms abated
but in October haemoglobin had fallen to 8.3 g/dl, and
iron supplements were added. Temporary improve-
ment followed, but by December the patient was again
dyspnoeic, with haemoglobin 7.7 g/dl. Another 4 units
were transfused and sucralfate was added to her
medication at 2 g twice daily. By April 1986 the

anaemia had recurred, and at repeat endoscopy an
ulcer was seen in the haemorrhagic zone.

After a further transfusion of4 units, aminocaproic
acid syrup was given at 3 g four times daily. The
post-transfusion haemoglobin level of 13.7 g/dl was
maintained over the next 2 months. When aminocap-
roic acid was withdrawn by the manufacturer, tranex-
amic acid was substituted at 500 mg twice daily, and
soon reduced to half this dosage. There being no
change in haemoglobin after another 2 months this
treatment was stopped in September 1986. A further
oesophagoscopy showed mild erythema but no
friability in the previously haemorrhagic segment. On
regular antacid and iron therapy over the next 15
months the patient has complained only of minimal
dyspepsia, and in December 1987 haemoglobin was
15.0 g/dl.

Case 2

A woman aged 77 developed bloody diarrhoea in
1984, 2 years after undergoing radiotherapy for car-
cinoma of the cervix uteri. The anaemia for which 3
blood transfusions were given that year was attributed
partly to this but partly also to a non-megaloblastic
cause of macrocytosis which remains to be identified
and has ever since prevented her achieving a normal
haemoglobin. She has never bled from other sites, her
liver function tests have remained normal, and her
lowest platelet count was 136 x 109/1 in December
1985. Barium enema was normal, but fibreoptic
sigmoidoscopy showed a diffusely haemorrhagic
mucosa in the rectum and sigmoid colon, with
diminishing inflammation as far as 45 cm from the
anal margin.

Blood loss continued despite treatment with oral
sulphasalazine 3 g/day (later replaced by predniso-
lone) and local corticosteroids. During 1985 the
patient was readmitted 6 times for transfusion.
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In June 1986, after 4 further transfusions,
aminocaproic acid was added to the anti-
inflammatory regimen at 3 g thrice daily, and from
then all overt bleeding ceased. From September
tranexamic acid was substituted at 2 g thrice daily. In
October repeat sigmoidoscopy showed a pale friable
mucosa, with minimal surface irregularity to 35 cm,
and normal appearances beyond. Tranexamic acid
was stopped in December, with no clinical effect,
though after 5 weeks haemoglobin had fallen to
8.8 g/dl and a reticulocyte count was 3.7%. The trend
was reversed by re-prescription of tranexamic acid at
1 g thrice daily. Throughout 1987 this was continued,
with prednisolone and oral iron, to give a reasonably
constant haemoglobin level and clinical wellbeing
sufficient to save the patient any further blood trans-
fusions. In February 1988 haemoglobin was 10.5 g/dl,
mean cell volume 102 fl and reticulocytes 1.2%.

Discussion

This experience suggests that chronic oozing of blood
from a diffusely inflamed mucosal surface in the
gastrointestinal tract may be prevented by
antifibrinolytic treatment, irrespective ofpathology or
the site involved. Both cases described were in elderly
patients whose disease had failed to respond to
conventional anti-inflammatory medication.
Although one had reflux oesophagitis and the other
irradiation proctosigmoiditis it was intractable
haemorrhage that deprived both of reasonable health
and independence. The cost of this single manifesta-
tion in medical attendance, occupancy of hospital
beds, and donated blood must have been substantial.
From the first prescription of aminocaproic acid
nearly 2 years have passed since either patient required
admission to hospital. In Case 1 tranexamic acid was
stopped after 5 months of antifibrinolytic therapy, but
in Case 2 it has been considered advisable to continue
this indefinitely, and despite the patient's need for
several other drugs a dosage of 1 g thrice daily has
been well tolerated. Although direct examination of
the mucosa has failed to show gross haemorrhage
since this treatment was started some microscopic loss
must be assumed, since in each case maintenance ofan

acceptable haemoglobin level has been found to
depend in part on iron supplements.

Fibrinolysis is known to occur in acute upper
gastrointestinal haemorrhage,6 and although no in-
crease in fibrinolytic activity could be detected in
blood draining the site of chronic idiopathic colitis7 it
has been found in rectal biopsies during an acute phase
of both ulcerative and irradiation proctitis.8 Haemorr-
hage dominated the clinical picture to an unusual
degree in both the examples ofchronic gastrointestinal
inflammation now described, but since its response to
aminocaproic acid coincided in each case with a
change in endoscopic appearances to those of quies-
cent disease it is possible that the drug served also to
interrupt the cycle of humoral events without which
the acute inflammatory process could not have per-
sisted so long. If in man aminocaproic acid is capable
of reversing the increase in capillary permeability
induced by histamine, as has been found in the
guinea-pig,9 it could have acted here to limit the supply
of reactive cells to the site of tissue damage.
Aminocaproic acid has also been shown to inhibit the
activation of C1,10 and tranexamic acid to interrupt
both classical and alternative complement pathways,11
perhaps chiefly by preventing the conversion of C, to
its esterase.'2 The finding from experiments in several
species that aminocaproic acid may prolong graft
survival' implies an effect on cell-mediated
mechanisms that could have contributed further to the
resolution of inflammatory change in these lesions.

Such cases demonstrate that when appropriate
conventional medication fails to obviate the need for
repeated blood transfusion in chronic inflammatory
disorders of the alimentary tract the addition of an
antifibrinolytic agent may succeed. In so far as this
treatment lacks specificity it might prove an acceptable
substitute for diagnostic laparotomy in some elderly
patients who are chronically disabled by gastrointes-
tinal bleeding from an unknown site.
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