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Abstract

Purpose: The analysis concerning the frequency of bleed-
ings from the upper part of the gastrointestinal tract in group of
patients suffering from ischaemic heart disease (IHD) treated and
not treated with coronaroplasty. The other aim of the study was to
analyse the incidence of using particular groups of drugs.

Material and methods: 150 patients were included in the
study, aged from 17 to 86. They were divided into three groups:
I group — patients treated with coronaroplasty (n=50), II group
— patients who were not treated with coronaroplasty (n=50),
III control group (n=50). The patients filled in a questionnaire
(among other things the questions concerned methods and
period of treating heart ischaemia and stomach complaints. The
documentation of the keyhole examinations of the upper part of
the digestive tract was analysed in flashback).

Results: Bleeding from the upper part of the gastrointesti-
nal tract (only single episode) was noticed in 5 patients (treated
with IHD) (3.33%). All these patients belonged to the group II.
Endoscopic examination of the upper part of gastrointestinal
tract was carried out in 4 of these patients and haemorrhagic
gastritis has been found.

The following drugs were more frequently used in patients
treated with coronaroplasty: acetylsalicylic acid, clopidog-
rel, ticlopidine. Acenocoumarol was more frequently used in
patients not treated with coronaroplasty. The differences were
not significant and concerned the usage frequency of the fol-
lowing drugs: beta-blockers, calcium canal blockers, ACE, sys-
temic nitrates and statins.
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Conclusions: Bleeding from the upper part of gastrointes-
tinal tract occurred more frequently among patients not treated
with coronaroplasty. The following drugs were used more fre-
quently in the group of patients treated with coronaroplasty:
acetylsalicylic acid, ticlopidine and clopidogrel, but acenocou-
marol was used more frequently in the group of patients treated
only pharmacologically.

Key words: ischaemic heart disease, gastrointestinal bleeding,
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Introduction

Bleedings from the upper part of gastrointestinal tract are
the most popular life-threatening emergencies in gastroenter-
ology. It has been estimated that such complications occur in
1/1000 inhabitants a year [1,2]. The mortality rate due to bleed-
ings from the gastric and duodenal ulcers was 10% [3]. Risk of
bleeding concerning patients with chronic peptic ulcer disease,
not treated with drug inhibiting hydrochloric acid secretion,
was 2-3% [2]. According to other reports, 50% of bleedings
from the gastrointestinal tract were caused by chronic peptic
ulcer disease [4].

There are the following causes of bleeding from the
upper part of gastrointestinal tract: gastric or duodenal ulcer —
30-45%, erosive or haemorrhagic gastritis — 10-20%, oesopha-
geal varices 10-30%, Mallory-Weiss syndrome — 5-15%, non-
malignant gastric tumours, blood vessels diseases, malignant
gastric tumours, oesophagitis, haemorrhagic diathesis, others
(mechanical injuries, aorta-jejunal fistula, stress ulcer) [5].

The majority of bleedings requires endoscopic treatment due
to the fact that process of haemostasis is disturbed in the acid
environment. After vessel injury, first of all the platelets start to
adhere to collagen of the endothelium basement membrane, the
platelets aggregate and form the platelet plugs that provide hae-
mostasis for several hours till the fibrin formation. The platelets
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Table 1. The analysis of sex, place of residence, age, weight of patients and period of treating the heart ischaemic disease

Group
Characteristic 1 11 111 Statistical significance
n/% n/% n/%
male 40/80 33/66 28/56
=0.037 (IS
sex female 1020 17/34 22/44 P s
it 35/70 43/86 42/84
place of residence  — p=0.93 (NS)
village 15/30 7/14 8/16
medium 62.9 64.1 51.7
median 61.5 61.5 55
— p=0.001 (WIS)
age minimum 39 47 17
maximum 80 82 86
medium 26.6 28.3 25.8
median 27.0 27.9 25.5
BMI — p=0.02675 (IS)
minimum 18.4 18.3 18.2
maximum 39.2 40.4 40.6
medium 58.4 68.6
period of treating ~_median 36 36 o
=0.5061 (NS
(months) minimum 1 1 P (NS)
maximum 396 312

aggregation is reduced by half in the pH environment equal to
6.4, but it is abolished in the pH equal to 5.4. There are frequent
recurrences in the case of spontaneous bleeding arrest. Pepsin
is reactivated at the pH level <4 and as a proteolytic enzyme it
initiates clot dissolving [2].

Treatment is divided into an endoscopic and pharmaco-
logical one. There are the following endoscopic methods for
the treatment of bleeding from the upper part of gastrointes-
tinal tract: the injection methods (using isotonic saline solu-
tion, adrenaline, sclerosing agents, agents increasing clotting
capability, tissue glues), the thermal methods (electrocoagula-
tion, thermal probe, microwave coagulation, argon laser), the
mechanical methods (rubber bands, clips) and the combina-
tion of above mentioned methods. Pharmacological treatment
includes drugs inhibiting hydrochloric acid secretion in the
stomach (proton pump inhibitors) and prostaglandins analogues
(i.e. misoprostol) [5].

The following cardiologic drugs are the most frequent cause
of bleedings from the gastrointestinal tract:

a) heparin — bleeding is caused by the excessive blockage
of fibrin formation and inhibition of proper haemostasis. This
symptom depends on the dose, patient haemostatic response,
administration method and other factors connected with a pa-
tient clinical state. It was stated that the bleeding frequency
increases together with the increase of heparin dose and admin-
istration method [6]. Heparin can also cause thrombocytopenia
and concomitant arterial thrombosis due to the aggregating
platelets. This process is supposed to be evoked by immuno-
logical complexes IgG-heparin, but venous thrombosis can be
a result of heparin neutralisation by the factor 4 that is released
from the aggregating platelets during the treatment with this
preparation [6];

b) derivative of coumarin — bleeding is caused by a decrease
of vitamin K dependent clotting factors. Predisposing factors
for bleeding occurrence are also diseases that affect decrease of
above mentioned factors (intestinal malabsorption syndrome,

hypermetabolic states, liver damage, alcoholism, renal dis-
eases, haemorrhagic diathesis) and also gastric and duodenal
ulcer disease and surgical procedures [6];

¢) acetylsalicylic acid — bleeding, beside complications
connected with chronic peptic ulcer disease, can be caused by
an inhibition of the platelets aggregation and by diminished
synthesis of clotting factors VII and IX [7]. Acetylsalicylic acid
as an acid substance becomes the non-ionised form in the acid
environment, more easily penetrating through the mucus, which
passes through phospholipid cell membrane into the much more
alcalic inside of the stomach mucosa cells. Acetylsalicylic acid
is accumulated there, inhibiting cyclooxygenase 1 (COX1) and
by this way inhibiting prostaglandins and prostacyclins produc-
tion (gastric and duodenal mucosa protective factors) [4].

The aim of the study was to perform the analysis concerning
the frequency of bleeding from the upper part of the gastroin-
testinal tract in the group of patients suffering from ischaemic
heart disease (IHD) treated and not treated with coronaroplasty,
in comparison with the control group. The other aim of the
study was to analyse the incidence of using particular groups of
drugs in investigated groups.

Material and methods

One hundred fifty patients were included into the study,
aged from 17 to 86 years. Patients were treated in the Chair
and the Department of Cardiology and Internal Diseases of the
Ludwik Rydygier Collegium Medicum in Bydgoszcz, Nicolaus
Copernicus University in Torun and in the Clinical Ward of
Cardiology and Cardiosurgery of the Military Clinical Hospital
No10 in Bydgoszcz.

There were 100 patients with diagnosed IHD and 50 of
them belonged to the comparative group with other cardio-
logical problems (patients treated due to arterial hypertension,
arrhythmias, patients diagnosed in a case of fainting or syn-
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Table 2. Analysis of bleedings from the upper part of the gastrointestinal tract in particular groups

Group Total Statistical significance
1 I 111 o group I and II and also
n/% n/% n/% n/% group LILII control group III group Iand IT
bleeding from the upper part of the p=0.0057 p=0.1078 p=0.0218
gastrointestinal tract 00 >/10 0/0 >/3,33 (WIS) (NS) IS)
Number of treating 50 50 50 150

Figure 1. Analysis of bleedings from the upper part of the
gastrointestinal tract in particular groups

number of patients

group I group II group IIT

gastrointestinal bleeding

cope). Patients were divided into three groups: I — patients with
diagnosed IHD, treated with coronaroplasty and pharmacologi-
cally — 50 patients, II — patients with diagnosed IHD, not treated
with coronaroplasty but they were treated pharmacologically
— 50 patients, III — patients constituting comparative group — 50
patients.

Results were analysed statistically using SAS/Statistica.
(The importance of differences between numbers in particular
subgroups were verified by means of a test %> on levels p<0.05
(IS) and p<0.01 (WIS). Due to the expected low numbers the
Ystes correction was made and non-parametric variances of
the analysis of Kruskal Wallis alternation (age, period of dis-
ease). The single-factor analysis of alternation and tests post
hoc Sheffe (BMI) [8] were used for the analysis of three groups
(1, I1, TID).

Results

There were 67% of males and 33% of females in the inves-
tigated group of 150 patients. Eighty percent of patients lived
in the town and 20% lived in the country. The average age in
the studied group was 59.6 years (from 17 to 86 years). The
average BMI value was 26.9 (from 18.2 to 40.6), but the aver-
age duration of treatment on account of ischaemic heart disease
was 42.3 months (from 1 to 396 months). Detailed analysis is
shown in 7ab. 1.

Bleeding from the upper part of the gastrointestinal tract,
was found in 5/150 patients (3.33%). All bleeding patients
belonged to the group II. Endoscopic examination of the upper
part of the gastrointestinal tract was performed in 4 patients
(one patient did not agree to this examination) and haemor-
rhagic gastritis was diagnosed.

The statistically higher incidence of bleeding from the upper
part of the gastrointestinal tract was proved to occur among
patients from group II, comparing all groups (p=0.0057), but
also group I and II of patients who underwent or not under-
went coronaroplasty (p=0.0218). Detailed analysis is shown in
Tab. 2 and in Fig. 1.

It was proved that the following drugs were statistically
more frequently used in patients treated with coronaroplasty:
acetylsalicylic acid, clopidogrel, ticlopidine.

Acetylsalicylic acid (ASA) was used in group I in 100%
of patients, but in 84% of patients in group II (p=0.0099). The
reason for renunciation of using ASA among patients from the
group II was allergy or this drug as withdrawn in two patients
due to chronic peptic ulcer disease.

Clopidogrel was used in 64% of the patients treated with
coronaroplasty (in 8% of patients from the group II) (p=0.000),
but ticlopidine in 56% of those patients (in 28% of patients
from the group II) (p=0.0046). Acenocoumarol was statistically
significantly more frequently used in patients not treated with
coronaroplasty — in 20% (in 4% of patients from the group I)
(p=0.0138). The fibrinolytic treatment was statistically sig-
nificantly more frequently applied in patients not treated with
coronaroplasty — 38%, but in patients treated using invasive
methods — 16% (p=0.0132).

Some of investigated patients (group I i II) were treated due
to ischaemic heart disease up to several years (from 1 to 396
months). During this time some of them suffered from myo-
cardial infarctions, treated with fibrynolysis, independently of
the subsequent treatment with coronaroplasty or without cor-
onaroplasty.

The statistically significant differences were not proved,
analysing the frequency of applying such drugs as beta-block-
ers, calcium canal blockers, angiotensin II convertase inhibitors
(ACE), systemic nitrates and statins, but beta-blockers were
observed to be more frequently used in group II and the remain-
ing drugs were more frequently used in group I (p>0.05). How-
ever the difference was not statistically significantly. Detailed
analysis is showed in 7ab. 2 and in Fig. 1.

Discussion

Ischaemic heart disease (IHD), but particularly myocardial
infarction is connected with the necessity for drugs administra-
tion for many years. Our own studies revealed bleeding from
the upper part of the gastrointestinal tract in 5 patients (treated
due to IHD) (5%). All patients belonged to the group II. Endo-
scopic examination was performed in 4 patients (one patient
did not agree to be examined) and haemorrhagic gastritis was
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Table 3. Analysis concerning the incidence of particular drugs groups application in patients treated (group I) and not treated with

coronaroplasty (group II)

Group Total .
Drugs group 1 I o .Sta'tlstlcal

0% 0% n/% significance
acetylsalicylic acid 50/100 42/84 92/92 p=0.0099 (WIS)
clopidogrel 32/64 4/8 36/36 p=0.0000 (WIS)
ticlopidine 28/56 14/28 42/42 p=0.0046 (WIS)
acenocoumarol 2/4 10/20 12/12 p=0.0138 (IS)
beta-blocker 36/72 41/82 77177 p=0.2346 (NS)
Ca-canal blocker 714 3/6 10/10 p=0.3173 (NS)
ACE inhibitor 45/90 39/78 84/84 p=0.1017 (NS)
nitroglycerin 12/24 11/22 23/23 p=0.8122 (NS)
statins 34/68 28/56 62/62 p=0.2164 (NS)
streptokinase and/or heparin 8/16 19/38 27/27 p=0.0132 (IS)
number of patients 50 50 100

stated. Our own studies also proved that drugs as acetylsalicylic
acid, clopidogrel, ticlopidine, were statistically significantly
more frequently used in patients treated with coronaroplasty.
Acetylsalicylic acid was used in group I in 100% of patients,
but in 84% of patients in group II.

Our results are in accordance with other authors’ reports.
According to Jayaprakash et al. [9], 90% of patients suffering
from ischaemic heart disease have taken aspirin.

Six percent of patients from our studied group were forced
to stop treatment with acetylsalicylic acid (allergy or chronic
peptic ulcer disease).

According to Reguta et al. [10], the necessity for interrup-
tion of ASA treatment due to gastrointestinal complications was
14.5% and 12% according to McCarthy [11].

Bleedings from the upper part of the gastrointestinal tract
are described in the literature to occur most frequently after
non-steroidal anti-inflammatory drugs, including aspirin. Singh
et al. [12] report that it occurs in 1-4%, according to Serrano
et al. [13] — in 4.5%, according to Ibanez et al. [14] — in 4.0%.
In accordance with Laine [15], gastrointestinal complications
caused by non-steroidal anti-inflammatory drugs application,
appear in 3-4.5% including severe complications like bleed-
ing, perforations and death — in 1.5%. According to He et al.
[16] aspirin increases twice the probability of bleeding from the
gastrointestinal tract. Other reports concerning aspirin inform
about gastrointestinal tract complications of patients suffering
from ischaemic heart disease comparing with patients not suf-
fering from this disease. In accordance with Bar-Dayan et al.
[17], bleeding from the gastrointestinal tract is more frequent
in patients who apply anticoagulative drugs. Serrano et al. [13]
also more frequently observed bleeding from the upper part of
the gastrointestinal tract in patients with ischaemic heart dis-
ease.

Other authors claim that the main reason for gastrointes-
tinal bleedings are non-steroidal anti-inflammatory drugs that
constitute 20-30% of gastrointestinal bleedings according to
Muszynski et al. [18], 52% according to Loginov et al. [19]
and 40% according to Langman [20]. In accordance with
Krasowski [5], erosive or haemorrhagic gastritis after apply-
ing non-steroidal anti-inflammatory drugs, is the reason for

Figure 2. Analysis concerning incidence of particular drugs
groups application in patients treated and not treated with
coronaroplasty

ASA
Clopidogrel
Ticlopidine
Acenocoumarol
Beta-blocker
ACE-1
Ca-canal-blocker
Nitroglycerin
Statins

Streptokinase and/or heparin

0 10 20 30 40 50

[ group I [ group 11

10-20% of bleedings. Sapoznikov et al. [21] proved that among
318 patients suffering from gastrointestinal bleeding, 28% of
them have been using aspirin for 30 days.

Our own studies revealed described bleedings as single
incidents. There are a lot studies in the literature concerning
gastrointestinal bleedings recurrence in patients treated with
non-steroidal anti-inflammatory drugs. Laine et al. [22] stated
probability of repeated bleeding in 4% of patients.

Other studies concern gastrointestinal bleedings caused by
other remaining antiplatelet drugs. In accordance with Schamig
etal. [10], ticlopidine significantly decreases the risk of haemor-
rhagic complications in comparison with other anticoagulants.
Meissner et al. [23] observed 84 patients treated due to myocar-
dial infarction and he found bleedings after streptokinase in 10
cases — 12%, including 5-6% of deaths (there were central ner-
vous system bleedings in 3 cases, retroperitoneal haemorrhage
in one case and one haemorrhage from the wound) in remaining
5 patients. The next 3 cases of bleeding included intramuscular
bleedings, 1 case of bleeding from duodenal ulcer and 1 case of
spontaneous rupture of the spleen.
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According to Landefield et al. [24], patients who use oral
anticoagulants for three years will develop gastrointestinal
bleeding. In accordance with Solet et al. [25], gastrointesti-
nal bleedings occur 2.5 times less frequently after ticlopidine
and clopidogrel than after aspirin, but application of these two
groups of drugs causes three times as large increase of bleed-
ings amount. Ibanez et al. [14] observed gastrointestinal bleed-
ings after clopidogrel in 2.3% of patients, but after ticlopidine
in 3.1% of patients. According to Ng et al. [26], clopidogrel is
connected with the increased risk of gastrointestinal bleeding.

During our study, bleedings in other systems and organs
were not observed in the respondents. Haemorrhagic complica-
tions in other systems during the treatment with anti-aggrega-
tive drugs were described among others by McKevitt et al. [27],
who noted bleedings into the central nervous system after clopi-
dogrel in 9%, after heparin in 17%. Cay et al. [28] described
bleedings into the central nervous system after clopidogrel.
Bleedings into the lungs after clopidogrel and receptor I1b/I1la
inhibitors were described by Gill et al. [29]. According to Yusuf
et al. [30], severe bleedings — it means bleedings that cause
significant disability, loss of vision after blood effusions into
the eye or bleedings requiring transfusion of 2 blood units — in
patients using both clopidogrel and acetylsalicylic acid occur
with the incidence of 3.7%. In accordance with Jones et al. [31],
there were no differences concerning haemorrhagic complica-
tions in patients using acetylsalicylic acid or clopidogrel, but
these complications occur more frequently in patients who apply
these two drugs at the same time. Andrys$ et al. [6] described
the internal programme concerning notification of side effects
during applied therapy in the Department of Clinical Pharma-
cology of Medical University of Poznan. This programme was
based on observations in the hospital departments of State Clin-
ical Hospital No 1 of Medical University of Poznan during the
years 1991-1994. The suspicion about side effects during the
antithrombotic therapy was notified in 18 patients. Bleedings
from the gastrointestinal tract after treatment with heparin were
observed in 1 patient, bleedings from urinary tracts or genital
tracts in 2 patients and 2 patients revealed duodenal bleeding
proved in endoscopy.

It is plaucible to formulate the following conclusions on the
basis of the research carried out:

1.  Bleeding from the upper part of gastrointestinal tract
more frequently occurred among patients not treated with cor-
onaroplasty,

2. The following drugs were more frequently used in
the group of patients treated with coronaroplasty: acetylsali-
cylic acid, ticlopidine and clopidogrel, but acenocoumarol was
used more frequently in the group of patients treated only phar-
macologically.

References

1. Bartnik W. Postgpowanie w krwawiacych wrzodach trawien-
nych. Terapia i Leki, 2003; 31: 5-9.

2. Wasielica-Berger J, Baniukiewicz A, Laszewicz W.
Postgpowanie farmakologiczne w krwawieniach w chorobie wrzo-
dowej zotadka i dwunastnicy. Wiad Lek, 2004; 57: 499-504.

3. Garripoli A, Mondarini A, Turco D, Marinoglio P, Secreto P,
Ferrari A. Hospitalization for peptic ulcer bleeding: evaluation of a risk
scoring system in clinical practice. Dig Liver Dis, 2000; 32: 577-82.

4. 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.

5. Krasowski G. Krwawienie z gérnego odcinka przewodu pokar-
mowego. Geriatr Pol, 2005; 1: 69-73.

6. Andrys I, Jablecka A, Jankowski J, Mrozikiewicz A. Analiza
dziatan niepozadanych lekéw przeciwkrzepliwych. Now Lek, 1998;
67: 842-9.

7. Kostowski W, Kubikowski P. Farmakologia, Warszawa: PZWL;
1994.

8. SAS/STAT v 8.2, User’s guide, 1995.

9. Jayaprakash A, McGrath C, McCullagh E, Smith F, Angelini G,
Probert C. Upper gastrointestinal haemorrhage following cardiac sur-
gery: a comparative study with vascular surgery patients from a single
centre. J Gastroenterol Hepatol, 2004; 16: 191-4.

10. Reguta J. Niesterydowe leki przeciwzapalne (NLPZ) a prze-
wod pokarmowy. Med Dypl, 2000; 9: 14-27.

11. McCarty DM. Nonsteroidal anti-inflammatory drugs — the
clinical dilemmas. Scand J Gastroenterol, 1992; 192: 9-16.

12. Singh G, Triadafilopoulos G. Epidemiology of NSAID induced
gastrointestinal complications. J Rheumatol, 1999; 56 (supl): 18-24.

13. Serrano P, Lanas A, Arroyo MT, Ferreira 1J. Risk of upper gas-
trointestinal bleeding in patients taking low-dose aspirin for the pre-
vention of cardiovascular diseases. Aliment Pharmacol Ther, 2002; 16:
1945-53.

14. TIbanez L, Vidal X, Vendrell L, Moretti U, Laporte JR. The span-
ish-italian collaborative group for the epidemiology of gastrointestinal
bleeding: Upper gastrointestinal bleeding associated with antiplatelet
drugs. Aliment Pharmacol Ther, 2006; 23: 235-42.

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

16. He J, Whelton PK, Vu B, Klag MJ. Aspirin and risk of hemor-
rhagic stroke: a meta-analysis of randomized controlled trials. JAMA,
1998; 280: 1930-5.

17. Bar-Dayan Y, Amital H, Levy Y, Shoenfeld Y. Low dose aspirin
in patients with ischemic heart disease may precipitate secondary myo-
cardial infarction. Isr J Med Sci, 1996; 32: 789-90.

18. Muszynski J, Ehrmann-J6sko A. Wplyw niesterydowych lekow
przeciwzapalnych na przewod pokarmowy — zagrozenia i potencjalne
korzysci. Terapia, 2001; 9: 51-4

19. Loginov AS, Zvenigorodskaia LA, Potapova VB, Arbuzova
VG, Korzhikov VV, Nilova TV. The characteristics of peptic ulcer in
subjects with concomitant ischemic heart disease. Ter Arkch, 1998; 70:
9-13.

20. Langman MJ. Ulcer complications associated with anti-inflam-
matory drug use. What is the extent of the disease burden? Pharma-
coepidemiol Drug Saf, 2001; 10: 13-9.

21. Sapoznikov B, Vilkin A, Hershkovici M, Fishman M, Eliakim
R, Niv Y. Minidose aspirin and gastrointestinal bleeding — a retrospec-
tive, case-control study in hospitalized patients. Dig Dis Sci, 2005, 50,
1621-4.

22. Laine L, Peterson WL. Bleeding peptic ulcer. N Engl J Med,
1994; 331: 717-27.

23. Meissner AJ, Misiak A, Huszcza S, Ziemski JM. Analiza
powiktan ogélnych i krwotocznych po leczeniu ostrej, proksymal-
nej zakrzepicy zyl glebokich konczyn dolnych antykoagulantami,
streptokinaza lub trombektomia. Pol Merk Lek, 2000; 11: 767-71.

24. Lanfeld CS, Beyth RJ. Anticoagulant-related bleeding: clini-
cal epidemiology, prediction, and prevention. Am J Med, 1993; 95:
315-28.

25. Solet DJ, Zacharski LR, Plehn JF. The role of adenosine
5’-diphosphate receptor blockade in patients with cardiovascular dis-
ease. Am J Med, 2001; 111: 45-53.

26. Ng FH, Wong SY, Chang CM, Chen WH, Kng C, Lanas Al,
Wong BC. High incidence of clopidogrel-associated gastrointestinal
bleeding in patients with previous peptic ulcer disease. Aliment Phar-
macol Ther, 2003; 18: 443-9.

27. McKevitt FM, Randall MS, Cleveland TJ, Gaines PA, Tan
KT, Venables GS. The benefits of combined anti-platelet treatment in
carotid artery stenting. Eur J Vasc Endovasc Surg, 2005; 29: 522-7.

28. Cay S, Yilmaz MB, Korkmaz S. Intracranial bleeding associ-
ated with clopidogrel. Cardiovasc Drugs Ther, 2005; 19: 157-8.

29. Gill DS, Ng K, Ng KS. Massive pulmonary haemorrhage com-



Analysis of the upper gastrointestinal tract bleeding prevalence in patients treated due ischaemic heart disease

plicating the treatment of acute coronary syndrome. Heart, 2004; 90: 31. Jones L, Griffin S, Palmer S, Main C, Orton V, Sculpher M,
15-7. Sudlow C, Henderson R, Hawkins N, Riemsma R. Clinical effective-

30. Yusuf S, Zhao F, Mehta SR, Chrolavicius S, Tognoni G, Fox ness and cost-effectiveness of clopidogrel and modified-release dipy-
KK. Effects of clopidogrel in addition to aspirin in patients with acute ~ ridamole in the secondary prevention of occlusive vascular events:
coronary syndromes without ST-segment elevation. N Engl J Med, a systematic review and economic evaluation. Health Technol Assess,
2001; 345: 494-502. 2004; 8: 1-196.

293



