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ABSTRACT

Upper gastrointestinal bleeding (UGB) has important morbidity and mortality risk and these risk
increases when co-morbidities exist. Nonsteroidal anti-inflammatory drugs use and Helicobacter
Pylori infection are risk factors for peptic ulcer bleeding. Peptic ulcer disease is the most common
cause of non variceal UGB. However, other rare causes should be responsible for UGB especially

in treatment resistant cases.
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1. INTRODUCTION gastrointestinal bleeding (UGB). It carries a high

risk of morbidity and mortality and despite clinical
Gastrointestinal bleeding originated from the advancement; there is no significant change in its
proximal of Treitz ligament is classified as upper  mortality risk. General risk of mortality in UGB is
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around 7-10%, however, it reaches as high as
33% when comorbidities exist [1]. UGB risk in
men is double the risk of in women [2].

Four of each five non variceal UGB resolves
spontaneously [3]. However, rebleeding causes
important morbidity and mortality in these
patients [4]. Mortality risk of the disease has not
changed although there have been important
advancement achieved in endoscopic treatment
options [5]. Possible causes for that are
improvement in life expectancy and therefore
increase in the rate of comorbidities, widely use
of nonsteroidal anti-inflammatory drugs (NSAID)
and bleeding disorders that accompany the
disease.

2. ETIOLOGY

The most common cause of UGB is peptic ulcer
disease. Half of the patients with UGB have
peptic ulcer. Bleeding risk of duodenal ulcer is
double of the risk of gastric ulcer. NSAID use and
Helicobacter Pylori (HP) infection increase the
risk of bleeding in peptic ulcer. Mortality risk of
peptic ulcer bleeding is about 6-10%. Other
causes are mucosal erosions, Mallory-Weiss
tear, gastric antral vascular ectasy (watermelon
stomach), angiodisplasia, tumors and dieulafoy
lesions.

Hemobilia, aortoenteric fistula, and vasculitis are
rare causes of nonvariceal UGB.

2.1 Peptic Ulcer Disease

Peptic ulcer bleeding is the most important cause
of life threatening major nonvariceal UGB.
Erosion of the artery on the ulcer base causes
bleeding. Severity of the bleeding is determined
by the diameter of the artery and the degree of
the damage on the artery wall. Patients usually
do not have dyspeptic complaints but the history
of the patient is usually positive for aspirin or
NSAID use [6,7].

A study in 2003 reported that peptic ulcer was
responsible for 50% of nonvariceal UGB cases,
erosive diseases for 25%, Mallory-Weiss tear for
8%, and rare causes (hemobilia, neoplasms,
angiodisplasias) for 1-5% [8]. HP infection and
NSAID use are two major risk factors for peptic
ulcer disease; which is the most common cause
of UGB. Studies in literature reported increased
ulcer bleeding risk in patients with NSAID use
[9,10]. This risk increases with use of classic
NSAIDs instead of cox-2 inhibitors, with
comorbidities, with use of steroids or

anticoagulant drugs, with advanced age, and
with former ulcer bleeding related complications
history [11,12]. A meta-analysis reported that
either NSAID use and HP infection are
independent risk factors for ulcer bleeding and
they might be synergistic when coexisted [13].

Aspirin or NSAID use increase the risk of ulcer
bleeding dose dependently [14]. Ulcer bleeding
risk is increased even with low dose aspirin (e.g
75 mg) [15]. Similarly, anticoagulant therapy may
induce ulcer bleeding [16]. Steroids and
bisphosphonates (e.g. alendronate) may
increase the ulcer bleeding risk when used alone
or combination with NSAIDS [17,18].

2.2 Mallory-Weiss Tear

Severe vomiting episodes which are triggered by
alcohol compsumption, drugs, renal insufficiency
or neoplastic disease may cause mucosal tears
in gastroeosophageal junction; so called Mallory-
Weiss syndrome. Mallory Weiss bleeding usually
resolves spontaneously and need for endoscopic
treatment is very uncommon [7].

2.3 Eosophagitis

Bleeding caused by eosophagitis usually occur in
elderly with coffee ground vomiting. It is usually a
mild bleeding that can be treated with supportive
care and a proton pump inhibitor [7].

2.4 Erosive Disease

Gastroduodenal erosions usually occur due to
NSAID use and HP infection and treated easily
with supportive care, eradication of HP and
stopping the use of NSAIDs [7].

2.5 Other Causes

Vascular abnormalities may cause
gastrointestinal bleeding. Arteriovenous
malformations may be accompanied by iron
deficiency anemia and occasionally, they may
cause major bleeding. Sporadic cases are seen
usually in the elderly, however, occasionally,
younger population might be affected whom had
hereditary hemorrhagic telengiectasia [7].

Tumors of the eosophagogatric region are very
rare causes of nonvariceal UGB. While
gastrointestinal stromal tumors cause UGB,
carcinomas and gastric lymphomas usually
cause iron deficiency anemia or complaints other
than bleeding [7].
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Aortoenteric fistula should be kept in mind in a
patient with massive bleeding who had a history
of aortic grafting operation or pancreatitis.

Angiodysplasias are important causes of occult
blood loss from gastrointestinal system. Mild
obstruction of the submucosal veins during
tresspassing muscular layer results
angiodysplasia formation. They are common in
patients with chronic renal failure and aortic
stenosis. Isolated gastric angiodysplasia usually
located on great curve of corpus [19]. Osler-
Weber-Rendu syndrome is characterized with
angiodysplastic lesions on skin, mucosa and all
over the body. Epistaxis, iron deficiency anemia,
and gastrointestinal bleeding are common in this
syndrome. Lesions of Osler Weber Rendu
syndrome are difficult to differentiate from other
angiodysplasias endoscopically but they are tend
to be more widespread than classic
angiodysplasias [19]. Radiation toxicity may
cause angiodysplastic lesions in gastrointestinal
system which may cause UGB [19].

A rare cause of UGB is Dieulafoy lesion. It is
described as a large vessel which has a

submucosal tortuous course [20].
Characteristically, lesion protrudes through a
small mucosal defect which base contained

fibrinoid necrosis [21]. Arteries are usually 1-3
mm diameter and the mucosal defect is usually
2-5mm. They are hard to detect endoscopically
due to its small nature. Etiology of Dieulafoy
lesion is unknown but it is common in elderly.
Although the lesion is common in smaller curve it
may be seen in all parts of the stomach. It is hard
to detect by upper endoscopy and can be treated
either with sclerotherapy with adrenalin injection,
electrocoagulation with heater probe or band
ligation [19]. It can also be treated by surgical
resection or angiography and embolisation [22].
Another treatment option is hemoclips.

Gastric antral vascular ectasy (watermelon
stomach) is a rare cause of UGB. Evident
vascular columns longitudinally trespass the
stomach and a watermelon image occurs. Clear
mucosal and submucosal thickness can be
detected with endoscopic ultrasound. They
usually occur in elderly women. Ninety percent of
the patients with watermelon stomach are
diagnosed during evaluation of treatment
resistant iron deficiency anemia. Half of the
patients have concomitant autoimmune disease;
CREST (calcinosis, Raynaud's phenomenon,
esophageal dysmotility, sclerodactyly, and
telangiectasia) syndrome or pernicious anemia. It
can be misdiagnosed as portal hypertensive

gastropathy. Histopathological examination of
the lesions reveals reactive fibromuscular
hyperplasia, dilatation and thrombosis in the
capillaries of lamina propria. Endoscopic laser
and heater probe are successful in treatment.
Steroids and 5- hydroxy triptamin antagonists are
medical treatment options [23]. Diagnosis of
these lesions are important because they could
be misdiagnosed as antral gastritis by
inexperinced endoscopists [19].

Cameron erosions are chronic linear erosions
located on herniated folds of patients with hiatal
hernia [19].

Hemobilia described as bleeding from biliary tract
into gastrointestinal channel. It is difficult to
diagnose. Side vision endoscopy is needed to
diagnose it. The most common cause of
hemobilia is external or operative trauma (55%).
Other reasons include systemic infections,
gallbladder stone, and aneurysm. Classic triad of
the disease (pain, jaundice, melanea) only seen
in 40% [19].

3. CONCLUSION

Peptic ulcer disease is by far the most common
cause of nonvariceal UGB. However, other rare
causes should be kept in mind especially in
resistant or recurrent bleeding cases.
CONSENT

It is not applicable.

ETHICAL APPROVAL

It is not applicable.

COMPETING INTERESTS

Authors have declared that no competing
interests exist.

REFERENCES

1. Rockall TA, Logan RF, Devlin HB,

Northfield TC. Incidence of and mortality
from acute upper gastrointestinal
haemorrhage in the United Kingdom.
Steering committee and members of the

National  Audit of  Acute  Upper
Gastrointestinal Haemorrhage. BMJ. 1995;
311:222-6.

2. Yavorski RT, Wong RK, Maydonovitch C,
Battin LS, Furnia A, Amundson DE.



10.

11.

12.

Gurler and Aktas; BJMMR, 11(11): 1-4, 2016; Article no.BJIMMR.21716

Analysis of 3,294 cases of upper
gastrointestinal bleeding in military medical
facilities. The American Journal of

Gastroenterology. 1995;90:568-73.

Pfau PR, Cooper GS, Carlson MD, et al.
Success and shortcomings of a
clinical care pathway in the management
of acute nonvariceal upper gastrointestinal
bleeding. The American Journal of
Gastroenterology. 2004;99:425-31.

Rivkin K, Lyakhovetskiy A. Treatment
of non-variceal upper gastrointestinal
bleeding. American Journal of Health-
System Pharmacy: AJHP: Official Journal
of the American Society of Health-System
Pharmacists. 2005;62:1159-70.

Rollhauser C, Fleischer DE. Nonvariceal
upper gastrointestinal bleeding.
Endoscopy. 2004;36:52-8.

Esrailian E, Gralnek IM. Nonvariceal upper
gastrointestinal bleeding: Epidemiology
and diagnosis. Gastroenterology Clinics of
North America. 2005;34:589-605.

Palmer K. Management of haematemesis
and melaena. Postgraduate Medical
Journal. 2004;80:399-404.

Huang CS, Lichtenstein DR. Nonvariceal
upper gastrointestinal bleeding.
Gastroenterology clinics of North America.
2003;32:1053-78.

Laine L, Peterson WL. Bleeding peptic
ulcer. The New England Journal of
Medicine. 1994;331:717-27.

Gabriel SE, Jaakkimainen L, Bombardier
C. Risk for serious gastrointestinal
complications  related to use of
nonsteroidal anti-inflammatory drugs: A
meta-analysis. Annals of Internal Medicine.
1991;115:787-96.

Godil A, De Guzman L, Schilling RC, Khan
SA, Chen YK. Recent nonsteroidal anti-
inflammatory drug use increases the
risk of early recurrence of bleeding in
patients presenting with bleeding ulcer.
Gastrointestinal  Endoscopy.  2000;51:
146-51.

Laine L. Approaches to nonsteroidal anti-
inflammatory drug use in the high-risk
patient.  Gastroenterology.  2001;120:
594-606.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

Huang JQ, Sridhar S, Hunt RH. Role of
Helicobacter pylori infection and non-
steroidal anti-inflammatory drugs in peptic-
ulcer disease: A meta-analysis. Lancet.
2002;359:14-22.

Slattery J, Warlow CP, Shorrock CJ,
Langman MJ. Risks of gastrointestinal
bleeding during secondary prevention of
vascular events with aspirin--analysis of
gastrointestinal bleeding during the UK-TIA
trial. Gut. 1995;37:509-11.

Group TSC. Swedish aspirin low-dose trial
(SALT) of 75 mg aspirin as secondary
prophylaxis after cerebrovascular
ischaemic events. The Lancet. 1991;338:
1345-9.

Wilcox CM, Truss CD. Gastrointestinal
bleeding in patients receiving long-term
anticoagulant therapy. The American
Journal of Medicine. 1988;84:683-90.

Piper JM, Ray WA, Daugherty JR, Griffin
MR. Corticosteroid use and peptic ulcer
disease: Role of non-steroidal anti-
inflammatory drugs. Annals of Internal
Medicine. 1991;114:735-40.

Graham DY, Malaty HM. Alendronate and
naproxen are synergistic for development
of gastric ulcers. Archives of Internal
Medicine. 2001;161:107-10.

Appleyard MN, Swain CP. Endoscopic
difficulties in the diagnosis of upper
gastrointestinal bleeding. World Journal of
Gastroenterology: WJG. 2001;7:308-12.
Loschhorn C, Nierhoff N, Mayer R,
Zaunbauer W, Neuweiler J, Knoblauch A.
Dieulafoy's disease of the lung: A potential
disaster for the bronchoscopist.
Respiration. 2006;73:562-5.

Chaer RA, Helton WS. Dieulafoy's
disease. Journal of the American College
of Surgeons. 2003;196:290-6.

Baxter M, Aly EH. Dieulafoy's lesion:
Current trends in diagnosis and
management. Annals of the Royal College
of Surgeons of England. 2010;92:548-54.
Selinger CP, Ang YS. Gastric antral
vascular ectasia (GAVE): An update on
clinical presentation, pathophysiology and
treatment. Digestion. 2008;77:131-7.

© 2016 Gurler and Aktas; This is an Open Access article distributed under the terms of the Creative Commons Attribution
License (http://creativecommons.org/licenses/by/4.0), which permits unrestricted use, distribution, and reproduction in any
medium, provided the original work is properly cited.

Peer-review history:
The peer review history for this paper can be accessed here:
http://sciencedomain.org/review-history/12001




