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The Effect of Aspirin Alone or Aspirin Plus Additional Antiplatelets Therapy on Upper
Gastrointestinal Hemorrhage

Suh Eun Bae, Seong-Eun Kim, Sung-Ae Jung, So Yoon Yoon, Ki-Nam Shim, Hye-Kyung Jung, Tae Hun Kim, Kwon Yoo and Il Hwan Moon

Department of Internal Medicine, Ewha Medical Research Institute, Ewha Womans University School of Medicine, Seoul, Korea

Background/Aims: The increasing incidence of cardiovascular disease has led to an increase in the frequency of upper gastro-
intestinal (Gl) hemorrhage due to the use of antiplatelet agents. This study examined the clinical characteristics of patients
with upper GI hemorrhage who were administered aspirin alone or a combination treatment of antiplatelet agents.
Methods: A 656 patients who underwent drug-eluting coronary stenting at Ewha Mokdong Hospital in 2008 were divided
into three groups according to the antiplatetlet agents used after the intervention; groups of aspirin alone, aspirin plus clopidogrel,
and aspirin, and clopidogrel plus another antiplatelet agent, respectively. Patients admitted with GI hemorrhage in the same
period without a medication history of antiplatelet or nonsteroidal anti-inflammatory drugs were used as the control hemorrhage
group. The medical records were reviewed.

Results: Significant Gl symptoms were observed in 21.1% of total patients, of whom 48.2% had ulcers. The upper Gl hemorrhage
rate was 3.8%. There was no significant difference in the hemorrhage rate between three groups. Compared to the control
hemorrhage group, the endoscopic variables of the antiplatelet-related hemorrhage group were not significantly different. However,
the Helicobacter pylori infection rate was lower, the admission period was longer, and the mortality rate was higher in the
antiplatelet-related hemorrhage group (p<0.05, respectively). There was no direct association between restarting or dis-
continuance of antiplatelets after the hemorrhage event and mortality.

Conclusions: Adding other antiplatelet agents to aspirin did not increase the hemorrhage rate. However, active diagnostic
and therapeutic efforts are recommended in patients with Gl symptoms during antiplatelet therapy. (Korean J Gastroenterol
2011;57:213-220)
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A total of 868 patients who had
coronary angiography at
Ewha Womans University Mokdong
hospital in 2008

Aspirin alone
(n=131, 18.6%)

Normal finding
or Minimal
CAOD
(n=163)
Fig. 1. Study profile. A total of 868
1,2 or 3 vessels CAOD patients who had coronary angio-
(n=705) graphy at Ewha Womans University
Mokdong hospital in 2008 were
Other antiplatelet agents included. One hundred thirty one
(n=49, 6.9%) patients were having aspirin alone
therapy, 432 patients having dual
therapy (aspirin plus clopidogrel) and
93 patients having triple therapy
. Cll-\sp_i(;in | . Cﬁsptifin |+ Clgpidogrell . (aspirin, clopidogrel plus cilostazol or
(n=4§§,I eof;?%) Ios(r?igs?risé;e/g)g FE | sarpogrelate). _
CAOD, coronary artery disease.
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Table 1. Characteristics of the Enrolled Patients
Aspirin+
. Aspirin+  Clopidogrel+
Aspirin Clopidogrel Cilostazol or
Sarpogrelate
n=131 n=432 n=93
Male, n (%) 7 (58.8) 287 (66.4) 73 (78.5)
Age (meanzSD) 62+11 63111 62+10
Drug, %
Antihypertensive agent
ACE inhibitor 6.1 4.2 8.4
Beta blocker 0.8 0.7 1.1
CCB 6.1 5.3 21
Nitrates 2.3 2.5 21
Dyslipidemic agent 48.1° 73.6 78.9
Thrombolytic agent 0.8 2.1 1.1
NSAID 1.5 1.4 3.2
Steroid 3.1 1.6 21
Antisecretory agent, n (%)
Proton pump inhibitor 3 (2.3) 24 (5.5) 5 (5.2)
H2 blocker 0 (7.6) 31 (7.2) 3 (3.2
Mucoprotectant 28 (21.3) 103 (23.8) 35 (36.8)°
Combined disease, %
Hypertension 42.7 50.5 51.6
DM 275 30.6 34.7
CRF 6.9 6.0 3.2
CVA 6.1 2.5 8.4
Malignancy 6.1 5.3 21
COPD 2.3 2.5 21
Rheumatic disease 0.8 0.7 1.1
Liver disease 0 0.2 3.2
Coronary disease, %
1 vessel CAOD 86.3° 55.3 35.8
2 vessels CAOD 6.1° 24.8 38.9
3 vessels CAOD 7.6° 19.9 25.3
Helicobacter pylori infection 15.6 22.5 375
Smoking 39.9° 51.3 65.5

ACE inhibitor, angiotensin converting enzyme inhibitor; CCB, calcium
channel blocker; NSAID, nonsteroidal anti-inflammatory drug; DM,
diabetes mellitus; CRF, chronic renal failure; CVA, cerebral vas-
cular attack; COPD, chronic obstructive pulmonary disease; CAOD,
coronary artery occlusive disease.

@vs other groups, p<0.05.
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Gl symptom Ulcer Hemorrhage

Fig. 2. Incidence of upper gastrointestinal symptoms, ulcer, and
hemorrhage in the enrolled patients. Moderate and severe
gastrointestinal symptoms were present in 21.1% of the total
patients, and 48.2% of those had ulcer. Upper gastrointestinal
hemorrhage rate was 3.8%. There was no significant difference of
hemorrhage rate among aspirin alone group, double therapy and
triple therapy group (3.8%, 3.9% vs. 3.2%).
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Table 2. Upper Endoscopic Findings according to Antiplatelet
Regimen in Patients with Gastrointestinal Symptoms

Table 4. Comparison of Upper Endoscopic Findings between Anti-
platelet Related Hemorrhage Group and Control Hemorrhage Group

Aspirin+
. Aspirin+  Clopidogrel
Aspirin Clopidogrel Cilostazol or
Sarpogrelate
n=35 n=88 n=16
Gastritis, n (%) 13 (37.1) 32 (36.3) 6 (37.5)
Erosion, n (%) 8 (22.8) 11 (12.5) 1 (6.3)
Ulcer, n (%) 14 (40.0) 44 (50.0) 9 (56.2)
Antrum 4 14 3
Body 4 25 4
Duodenum 6 15 2

Large ulcer =2 cm, n (%) 1 (2.8) 5 (5.6) 1 (6.3)
Multiple ulcers, n (%) 6 (17.1) 10 (11.2) 8 (50.0)
Active ulcer, n (%) 4 (11.4) 18 (20.4) 3 (18.8)

Antiplatelet related Control
hemorrhage group hemorrhage group
(n=25) (n=25)
Location, n (%)

Stomach 19 (79.1) 25 (100)
Antrum 6 (24.0) 4 (16.0)
Body 13 (52.0) 21 (84.0)

Duodenum 3 (12.0) 0

Esophagus 2 (8.0) 0

Multiple ulcer, n (%) 9 (36.0) 8 (32.0)
Size, n (%)
=2 cm 4 (16.0) 6 (24.0)
<1 cm 9 (36.0) 3 (12.0)
H. pylori infection, n (%) 5 (20.0) 15 (65.2)°

All p>0.05, respectively.

Table 3. Upper Endoscopic Findings according to Antiplatelet Re-
gimen in Patients with Upper Gastrointestinal Hemorrhage

Aspirin+
» Aspirin+  Clopidogrel+
Aspirin Clopidogrel Cilostazol or Total
Sarpogrelate
n=5 n=17 n=3 n=25
Location, n (%)

Stomach 5 (100) 11 (68.7) 3 (100) 19 (79.1)
Antrum 2 (40.0) 3 (176) 1 (33.3) 6 (24.0)
Body 3 (60.0) 8 (471) 2 (67.6) 13 (52.0)

Duodenum 0 3 (176) O 3 (12.0)

Esophagus 0 2 (11.8) O 2 (8.0)
Unknown?® 0 159 0 1 (4.0)

Multiple ulcers, 2 (40.0) 4 (25.0) 3 (100) 9 (36.0)

n (%)

Forrest classification,

n (%)

| 0 4 (25.0) O 4 (16.0)

lla/Ilb 2 (40.0) 3 (176) O 5 (20.0)

lic 1 (20.0) 2 (11.8) 1 (33.3) 4 (16.0)

Size
=2 cm 2 (40.0) 1 (5.8 1 (33.3) 4 (16.0)
<1 cm 1(20.0)0 8 (471) O 9 (36.0)
H. pylori infection, 1 (20.0) 3 (21.4) 1 (33.3) 5 (20.0)

n (%)

All p>0.05, respectively. H. pylori, Helicobacter pylori.
“Unkown origin: Levin tube positive patient without endoscopy.

Forrest 1la/Ilb, 17(20%)°] Forrest Ilc &of 3% At
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Zdo] 99d 39 = 19

®p<0.05, Control hemorrhage group: patients admitted with
gastrointestinal hemorrhage in the same period without a
medication history of antiplatelet or nonsteroidal anti-inflammatory
drugs, for an age- and gender-matched comparison with the
antiplatelet-related hemorrhage group.
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group
=25

n
4 (16.0)

Control
hemorrhage
1 (4.0)

1 (4.0)
1.32

2.7

5.92

Total
n=25
7 (28.0)

16°

7 (28.0)°
1 (4.0)
1.47

2 (8.0)
1.93

11 (44.0)
5 (20.0)

Aspirin+
Clopidogrel+
Cilostazol or
Sarpogrelate

n

1 (33.3)

1 (33.3)

2.0

1 (33.3)

1 (9ds)

2 (66.7)

1.2

17

Aspirin+
Clopidogrel
5 (26.3)
16.46

5 (26.4)
1.5

9 (35.3)
4 (14ds)
5 (6ds)
3 (17.6)

0
1.9

n=5
1 (20.0)

19
2 (40.0)

1 (20.0)

2.4
1 (20.0)

2.0
1 (20.0)

Aspirin
1 (11ds)

1 drug, n (median days from hemorrhage)

2 drug, n

Table 5. Clinical Progress in Patients with Gastrointestinal Hemorrhage
Continuing medication, n (%)

Medication used in short term (<1 month), n (%)

Admission period, Median days

Mortality, n (%)
vs control hemorrhage group, p<0.05.

Mortality due to hemorrhage, n (%)
Endoscopy numbers

Rehemorrhage, n (%)
Re-medication, n (%)

Transfusion, pint
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