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ABSTRACT
BACKGROUND

Acute upper gastrointestinal bleeding (UGIB) is a common medical emer-
gency and is known as one of the main causes of mortality and morbidity. This
research was conducted to study the causes and risk factors for UGIB, in a
referral center.

METHODS

In this cross sectional study, carried out in a one year period, all patients
with acute UGIB living in Khorramabad city and surrounding area, entered the
study. A control group with age and sex matched was selected from outpatient
visits and their relatives who had referred to hospital clinics. Data collecting
tool was a self-made questionnaire, demographic, clinical manifestations and
endoscopic findings. The data was analyzed using chi-square test, Fisher exact
test and Odds ratio estimation.

RESULTS

Sixty-two patients with acute UGIB were studied, 67.7% of them were
males. The mean age of patients was 54.5+£12.1. The most common causes
of acute UGIB were peptic (42.7%), erosive gastritis (19.8%) and esophageal
varices (19.8%). 29%, and 9.7% of patients, and control group had a history of
regular consumption of Non Steroidal Anti-Inflammatory Drugs ( Odd’ s ratio
3.8, CI: 1.3-4.8). 35.5% of episodes of acute UGIB were in age more than 60
years.

CONCLUSION

Peptic ulcer disease is the most common cause of acute UGIB in our region.
Episodes of acute UGIB were correlated with regular NSAIDs use, but not
with alcohol consumption, smoking, and gender. Identifying people who are at
risk and providing preventive strategies can reduce the rate of this disease and
its complications.
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INTRODUCTION

Acute upper gastrointestinal bleeding is a common life threatening
condition, that it causes significant economic and health burden. De-
spite new diagnostic modalities and endoscopic therapeutic interven-
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tions, it’s mortality rate has remained unchanged
around 10%.'? It’s incidence reported between 50-
150 patients per 100000 people, which is around 1%
of total emergency department admissions.? In the
United States 46-160 cases per 100000 adult popu-
lation suffer from acute UGIB with 10-14 deaths per
100000 people annually. The leading cause of death
is inability to compensate hemodynamic status due
to concurrent disease.* The vast majority of bleed-
ing episodes (45-60%) are due to peptic ulcers.* In
a study by Gholi Pouri et al. in Tabriz, UGIB con-
sisted 12% of admissions and 13% of mortality of
internal medicine ward. Acute UGIB was the cause
of mortality in 16.2% of the surgical ICU.> Duo-
denal and gastric ulcer were were reported as the
most common causes of acute upper gastrointesti-
nal bleeding in a study from southern Iran.¢
Increased use of low dose aspirin for primary
and secondary prevention from cardiac and cerebral
vascular disease has increased life expectancy, and
so increasing the degenerative joint diseases and
osteoarthropathies. Consequently more use of Non
Steroidal Anti-Inflammatory Drugs (NSAIDs) in
elderly patients have changed the pattern, age dis-
tribution, and site of bleeding in patients with acute
non variceal UGIB over the last decade.” On the
other hand, it seems that with much improvement in
lifestyle, vaccination against hepatitis B virus, pre-
ventive use of propranol and liver transplantation
have changed the incidence of variceal bleeding in
patients with hepatic disorders.” In the recent years
the number of studies exclusively examining epide-
miologic patterns of UGIB has been quite limited.
However, most epidemiologic studies have shown
a decrease in the incidence of all causes of upper
gastrointestinal bleeding. Although the incidence of
peptic ulcers have remained unchanged.® Age more
than sixty years old, concurrent diseases, hemody-
namic status disorder, active bleeding, hyperten-
sion, coagulation problems, NSAIDs, and helico-
bacter pylori infection are the main risk factors for
upper gastrointestinal bleeding.® Therefore having
information about etiology is helpful for physicians
in order to choose the best treatment techniques and
set the ground to control and manage this disease
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and its consequences.!®!! The aims of this study are
to identify the most common causes of acute UGIB,
and risk factors to introduce preventive strategies,
and to reduce the consequences and mortality rate
of this disease, in our area.

MATERIALS AND METHODS

In the present cross sectional study, all patients
with acute upper gastrointestinal bleeding in Khor-
ramabad city and its suburbs who have been referred
for subspecialty care in 2011 were included. Dur-
ing this study, 18 out of 35 patients with acute UGI
bleeding were referred to other hospitals of Khor-
ramabad city, but then were transferred to Ashayer
Shohada Hospital for subspecialty treatment. All
patients had consented orally to participate in this
study. Sampling method was census. Sampling
method for control group was convenience sam-
pling. The subjects were collected from patients
and outpatients relatives referred to different clinics
of hospital. The qualified subjects in control group
didn’t have any history of heart problems, gastro-
intestinal, rheumatologic diseases and discopa-
thy. Through group matching control group was
matched with patient group based on age and sex.
The purpose of experimental group in this study is
to compare risk factors such as smoking, and rou-
tinely taking NSAIDs. Two groups were compared
for the estimation of odds ratio. Information was
collected through researcher by a questionnaire in-
cluding demographic characteristics, the history of
smoking (smoking more than 10 cigarette per day
for at least one year), alcohol consumption (with
DSM-IV-TR criteria, and alcoholic products with
daily consumption including beer, vodka, whisky,
wine, fortified wine and hard liquor), NSAIDs
usage and the type of consumed drugs (low dose
daily aspirin, or other drugs including naproxen, in-
domethacin, ibuprofen, diclofenac Na , piroxicam,
and mefenamic acid except celecoxib), use of mul-
tiple NSAIDs, length of time taking NSAIDs, vital
signs and hemoglobin level ( on their arrival, pa-
tient’s hemoglobin test was carried out using chro-
matography by BT devices), clinical manifestation
in patients within early hours of admission, clinical




features of disease and finally endoscopic findings
in patients. The questionnaire was completed by
clinical interview. Endoscopic reports of each pa-
tient were collected from endoscopy department of
hospital. Two consultant gastroenterologists have
done the endoscopies. The validity of study was
confirmed by expert panel. After collecting and
completing information about patients, the data was
analyzed through descriptive statistical techniques
(standard mean scores, ratios, frequency percent
and Fishers exact test). To investigate the relation-
ship between regular smoking, NSAIDs consump-
tion, and gastrointestinal bleeding in subjects under
study chi-square test was used. To show the signifi-
cance of the given relationship odds ratio (OR) with
95% confidence interval was used.

RESULTS

Sixty two patients with upper gastrointestinal
bleeding and 62 subjects as control group were
studied in a one-year period. The average age of pa-
tients was 54.5+12.1, with range of 16 to 88 years.
There was no significant difference regarding age
(55.2+11.7, p=0.890 and sex with control group.
Patients with acute UGIB included 42 male (67.7%)
and 20 female (32.3%). 35.5% of patients were in
age 60-79 years, while 4.8% were below 20 years,
22.6%, 25.8%, and 11.3% of patients were in 20-
39, 40-59, and more than 80 years old respectively.
With respect to smoking history of all patients’
only 15 subjects (24.2%) had history of smoking,
and only 2 patients (3.2%) mentioned alcohol con-
sumption history, while in control group 9 patients
(14.5%) had smoking history and none consumed
alcohol (p=0.173) (Table 1). 18 patients (29%) re-
ported that they had routinely taken NSAIDs com-
pared to control group with 6 patients (9.7%). Based
on chi-square test, there was significant difference
between these two groups (p=0.006, OR with 95%
CIL; 3.8 with range 1.3-4.8) (Table 1). Of NSAIDs,
aspirin with or without other drugs (61.9%) has the
highest consumption in under study patients, fol-
lowed by indomethacin (14.3%). In addition the
average Hb level of patients within early hours of
admission was 11.3+3.2, and systolic hypertension
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average was estimated 119+28.3 mmHg. Diastolic
hypertension average was 71+15.8 mmHg. The
leading underlying disorder was cirrhosis of liver
(61.5%), regular consumption of NSAIDs (23.1%),
chronic obstructive lung disease in 7.7% and Budd
Chiari syndrome in 7.7%.

The clinical presentations of 39 patients (62.9%)
were with just hematemesis, 10 (16.2%) with he-
matemesis and melena, 11 (17.7%) with only me-
lena, and 2 (3.2%) with hematemesis, melena and
hematochezia.

The most common cause of acute UGIB was
peptic ulcer disease in 42.7% (duodenal ulcer dis-
ease in 27.8%, and gastric ulcer in 13.3%). 64.7%
of duodenal ulcers were clean based appearance
and 35.5% were associated with visible vessels. All
ulcers with visible vessel were located in lesser cur-
vature of stomach. Esophageal varices were pres-
ent in 19.8%, and erosive gastritis (gastropathy) in
19.8% of patients.

The leading cause of upper gastrointestinal
bleeding in men (26.8%) and women (30%) was
duodenal ulcer, followed by erosive gastritis (22%)
in men and esophageal varices (25%) in women.
According to Fisher exact test, there were no sig-
nificant differences regarding the causes of bleed-
ing with respect to sex (p=0.77) (Table 2).

The most common cause of bleeding in patients
under 40, and over 60 years old was duodenal ul-
cer in 35%, and respectively. In patients with 40-60
years old of age esophageal varices (43.8%) was
the most common cause of acute UGI bleeding
(p=0.033 based on Fisher exact test) (Table 3).

DISCUSSION

The present study examined 62 patients with
acute UGI bleeding who referred to the Shohada
hospital in a one-year period. Shohada hospital is
the only referral center for gastrointestinal spe-
cialty treatment services in Lorestan (a province in
western of I. R. Iran), so this study would provide a
valuable information about epidemiologic patterns,
and risk factors and it’s underlying diseases respon-
sible for this serious presentation in our area.

Acute UGI bleeding was higher among men
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Tablel: Comparison of regular smoking and NSAIDs consumption in patients and control group

Risk factors Patients N(%) Control N(%) ‘p-Value OR CI
YES 18(29) 6(9.7)
Regular NSAIDs consumption 0.006 3.8 1.3-4.8
NO 44(71) 56(90.3)
YES 15(24.2) 9(14.5)
Regular smoking 0.173 1.8 0.75- 4.6
NO 47(74.8) 53(85.5)

“Significant level was<0.05
“Statistical test: Chi-square

Table2: Frequency distribution of main causes of upper
Gastrointestinal bleeding in patients under study

Causes of bleeding

N (%)

Duodenal ulcer

17(27.8)

Gastric ulcer

8(13.3)

Esophageal varices

12(19.8)

Erosive gastropathy

12(19.8)

Disseminated erosive esophagitis

3(4.9)

Mallory-weiss syndrome

2(3.2)

Stomach tumor

2(3.2)

Dieulafoy’s lesion

23.2)

Erosive duodenitis

2(3.2)

Esophageal ulcer

1(1.6)

Total

61(100)

Table3: Cross table of upper gastrointestinal bleeding in patients under study based on sex and age

Sex Age
Causes of bleeding
Male Female <40 40-60 >60
Esophageal ulcer N (%) 0(0) 0(0) 0(0) 0(0) 1(4)
Gastric ulcer N (%) 6(14.6) 2(10) 1(5) 2(12.5) 5(20)
Duodenum ulcer N (%) 11(26.8) 6(30) 7(35) 1(6.3) 9(36)
Erosive esophagitis N (%) 3(7.3) 0(0) 0(0) 0(0) 3(12)
Erosive gastritis N (%) 9(22) 3(15) 6(30) 1(6.3) 5(20)
Erosive duodenitis N (%) 2(4.9) 0(0) 1(5) 1(6.3) 0(0)
Esophageal varices N (%) 7(17.1) 5(25) 3(15) 7(43.8) 2(8)
Mallory-weiss syndrome N (%) 12.4) 1(5) 1(5) 1(6.3) 0(0)
Gastric tumor N (%) 1(2.4) 1(5) 0(0) 2(12.5) 0(0)
Dieulafoy’s lesion N (%) 1(2.4) 1(5) 1(5) 1(6.3) 0(0)
“p-Value 0.77 0.033

“Significant level was<0.05
“"Statistical test: Fisher exact test

(about 2 times higher than that of women) (32/3%).
Our finding is in agreement with the Hearnshaw’s
study from England, which the incidence was 2
times higher among men.!? In this study, the high-
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est numbers of patients were in the 60-79 age
range. The high incidence rate in this group can be
explained by excessive use of NSAIDs due to an
increase in musculoskeletal pains and cardiovas-




cular disease with age. Most studies, consider age
as a risk factor for upper gastrointestinal bleeding.
Mortality rates due to gastrointestinal bleeding are
higher among patients over 75 years old. In addi-
tion, these studies show that in elderly patients,
due to their susceptibility to underlying diseases,
the risk for upper gastrointestinal disease is high-
er.'>!* In similar studies, alcohol has been reported
as an important risk factor for upper gastrointesti-
nal bleeding.!>!® In our study only 3.2% of patients
reported a history of alcohol consumption. In the
Iranian society, relatively lower rates of alcoholism
can be accounted for by cultural, religious, and le-
gal prohibitions. However some patients may de-
nied alcohol consumption. The results of this study
show that 24.2% of patients reported a history of
smoking. However, in the present study, no signifi-
cant relationship between smoking and gastrointes-
tinal bleeding was found. In other studies, smoking
has been found to be a risk factor for peptic ulcer
and, consequently, gastrointestinal bleeding due to
ulcers.!” It seems that smoking slows down ulcer
healing and response to the treatment. Although
different theories have been proposed regarding the
mechanism responsible for the increased risk for
ulcer among smokers, there is no globally agreed
mechanism.

The most common clinical presentation among
patients was hematemesis (62.9%). In addition to
hematemesis, bleeding proximal to ligament of Tre-
itz can cause melena also.!®

It has been reported that upper gastrointestinal
bleeding rate is 3 times higher in patients taking
NSAIDs.!'"'® Among different types of NSAIDs,
aspirin with 76.5% use accounts for the highest
amount of medication use among the patients un-
der study. This high amount of consumption can
be explained by the increased incidence of cardio-
vascular disease with age. Among patients under
study, 61.9% reported the consumption of only
(Acetyle Salicylic Acid) ASA, while 14.4% of the
patients have taken ASA simultaneously with other
drugs such as indomethacin, mefenamic acid and
warfarin. In addition to concomitant use of other
NSAIDs the bleeding rate due to ASA is dependent
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on the dosage of the medication.'

The most common underlying disease was chron-
ic liver disease. In a study by Pike et al, liver prob-
lem has been reported as the most common disease
responsible for upper gastrointestinal bleeding.?®
According to Referance’s book, the most common
cause of acute upper gastrointestinal bleeding is
gastrointestinal ulcers followed by esophageal vari-
ces. Vascular ecstasieas are among the least com-
mon causes of bleeding and the present study con-
firms this. The only difference between this study
and other studies is the rate of patients with gastro-
duodenal erosions.

In astudy by Pike carried out in Korea, peptic ulcer
(50.9%) followed by esophageal varices (28.3%)
and Mallory-Weiss Syndrome (10.3%) were found
to be the leading causes of upper gastrointestinal
bleeding.?! This study demonstrated that a high per-
centage of patients (23%) suffered from erosion.
Since the use of NSAIDs is considered an impor-
tant risk factor, this finding is indicative of high
consumption of NSAIDs medications in the popu-
lation under study. In another study by Kaviani et
al. in southern Iran, gastric ulcer (30%) followed
by duodenal ulcer were reported as the most com-
mon causes of acute upper gastrointestinal bleed-
ing.® Finally, it should be mentioned that duodenal
and stomach ulcers are the most common causes of
acute gastrointestinal bleeding. These patients have
either taken drugs without prescription or have tak-
en empirical ranitidine or omeprazole without thor-
ough examination and diagnosis. These drugs have
temporary effects and don’t conclusively treat the
condition, because the main cause of ulcers is /Zeli-
cobacter pylori infections and the use of NSAIDs.
Promoting public awareness of gastrointestinal
symptoms, and prohibition of NSAIDs empirical or
over the counter us of these drugs is important for
prevention of this serious presentation.

In the present study most patients consumed ASA
because of cardiovascular problems, therefore it is
recommended that cardiologists be more cautious
in prescribing ASA for patients with cardiovascu-
lar problems, and when feasible order prophylac-
tic treatment for the gastrointestinal system such
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as proton pump inhibitors should be considered.
In addition, careful examination of patients over
40 years old with abdominal pain is recommend-
ed, since a large number of patients with ulcers
have experienced some periods of abdominal pain.
Given the fact that cirrhosis is a factor that makes
patients susceptible to gastrointestinal bleeding, ex-
amination of cirrhotic patients is necessary. Unfor-
tunately, many patients do not refer to physicians
for conclusive treatment of esophageal varices due
to cultural and economic problems and high costs
of band ligation. Therefore, given the multiplicity
of causes and risk factors involved in upper gastro-
intestinal bleeding, the identification of patient risk
factors and utilization of preventive strategies and
prompt treatment play an important role in the pre-
vention of this disease and control and management
of its complications.

In addition to low number of patients, lack of
hospital or short term outcomes are the major limi-
tations of present study. This is due to the lack of
cooperation and death of patients because of dis-
ease side effects and incomplete endoscopic reports
prepared by other colleagues who were unaware
of the purpose of this study. Finally, it is suggested
to carry out studies with higher number of patients
and in different hospitals in order to examine the
consequences of disease.
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