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ABSTRACT 

Objective: To evaluate the safety of clopidogrel in ischemic heart disease patients simultaneously suffering from 

cirrhosis with upper G bleed. 

Study Design: A randomized controlled trial study. 

Place and Duration of Study: This study was conducted at the Department of General Medicine of Nishtar 

Hospital Multan from August 2018 to May, 2019. 

Materials and Methods: Fifty two patients were equally divided into two groups; control group which received no 

antiplatelet drug and clopidogrel group in which group patients were prescribed clopidogrel at 75mg daily dose. All 

the patients were discharged on medication and were followed for a minimum of six months. Age, gender, 

underlying comorbidities including diabetes mellitus, hypertension, ischemic stroke and dyslipidemias, and 

incidence of upper GI bleed were compared between the two groups. Student’s t test and Chi square test were 

applied accordingly. P ≤0.05 was considered statistically significant. 

Results: Age, gender distribution and history of comorbidities including ischemic stroke, hypertension, diabetes 

mellitus and dyslipidemias were not significantly different between the two groups (p>0.05). Till the end of study, 

upper gastrointestinal bleeding was reported in 5 (19.2%) patients of the control group while it was reported in 12 
(46.1%) patients of clopidogrel group and the difference in the outcome was statistically significant (p=0.039). 

Conclusion: There was significantly greater occurrence of upper GI bleed among the patients taking clopidogrel 

during the study duration whereas less number of patients from the control group presented with upper GI bleed.  
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INTRODUCTION 

Complex changes including defects in platelet function, 

thrombocytopenia, decreased pro coagulant as well as 

anticoagulant proteins and altered fibrinolytic systems 

are associated with cirrhosis. All these changes result in 

increased bleeding tendency. Prothrombin time (PT) 

and Activated partial thromboplastin time (aPTT) show 
hypocoagulablity. However, it has been observed in 

clinical experience that despite significant alterations in  
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the hemostasis of a patient with cirrhosis, the system 

maintains a balance by proportionate change in anti- or 

pro-hemostatic pathways. But this rebalanced 

hemostatic system of cirrhotic individuals is more 

friable as compared to the hemostasis in healthy 

individuals. Cirrhotic individuals are prone to 

experience thrombotic complications as well as 

bleeding 1-3. 

It was believed that cirrhotic patients were protected 

against ischemic heart diseases as they were thought to 

be auto anticoagulated and, therefore, antithrombotic 

therapy was minimally given in the past. Nowadays, 

various thrombotic complications including arterial 

thrombosis, venous thrombosis and portal vein 

thrombosis are suspected to happen in patients with 

liver cirrhosis 4-6. The incidence of these complications 
is suspected to rise as there has been observed a recent 

rise in the prevalence of liver cirrhosis and longer 

survival times in cirrhotic patients. Various anti-

thrombotic agents used include heparins, vitamin k 

antagonists and antiplatelet agents. Antiplatelet agents 

include aspirin, clopidogrel and ticlopidine.  

Use of aspirin for preventing cardiovascular events is 

associated with peptic ulcer disease and subsequent 

bleeding 7. Patients having previous history of peptic 
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ulcer disease, taking combined aspirin and clopidogrel 

or large doses of aspirin, taking other anticoagulant 

drugs, NSAIDs or steroids drugs, or having 

Helicobacter pylori infection are at high risk of aspirin-

induced peptic ulcer bleeding 8,9. Other anti-platelet 

agent is clopidogrel which prevents platelet aggregation 

and it does not inhibit formation of prostaglandins and 

functions of cyclooxygenase. Clopidogrel is known to 
cause less upper gastrointestinal bleed and has higher 

cardiovascular safety. This drug is a substitute to 

aspirin for avoidance of secondary cardiovascular 

events in the patients who either have aspirin allergy or 

have experience of aspirin related gastrointestinal 

adverse effects in the past 12. However, the safety of 

clopidogrel is documented to be not enough in aspirin 

related peptic ulcer bleeding as t causes recurrent upper 

GI bleeding 10, 11. Clopidogrel or aspirin related upper 

GI bleed can be well decreased by giving proton pump 

inhibitors 10, 12-14. 

Limited studies have been carried out in the past to 

assess the factors leading to gastrointestinal bleeding in 

the patients who were using clopidogrel. Other co-

existing factors such as use of other drugs and 

underlying comorbidities were considered to aid in 

increased risks of GI bleeding. We are conducting this 
study in a group of known cases of ischemic heart 

disease as well as cirrhosis, to evaluate the hazard of 

upper GI bleeding in the clopidogrel users as compared 

to patients taking no anti-platelet agents. The purpose 

of this study is to solely assessthe role of clopidogrel in 

causing upper GI bleed in ischemic heart disease 

patients simultaneously suffering from cirrhosis. 

MATERIALS AND METHODS 

It is a randomized controlled trial conducted in the 

Department of General Medicine of Nishtar Hospital 

Multan over a time period of 10 months extending from 

August 1st, 2018 to May 31st, 2019. Patients were 

selected using non-probability consecutive sampling 

technique after calculating sample size from the 

reference study 15. We included 52 patients who were 

simultaneously suffering from ischemic heart disease as 

well as liver cirrhosis and had at least one episode of 

upper GI bleed. No age limit was defined. All the 

patients who has hematological malignancy, 
coagulopathy, gastrointestinal tract malignancy, 

gastroenteritis, or inflammatory bowel disease were not 

included the study.  

Ethical approval was obtained from the hospital ethical 

review board. Informed consent was signed by all the 

patients before commencement of the study. All the 

patients were equally divided into two groups using 

lottery system. One group was control group and no 

antiplatelet drug was given to this group. Other group 

was the clopidogrel group. The patients of this group 

were prescribed clopidogrel at 75mg daily dose. Age, 

gender were documented before the start of the study. 

Complete history was taken, after which general 

physical examination was done. Baseline blood 

investigations and fasting lipid profiles were done. Any 

underlying comorbidity such as diabetes mellitus, 

hypertension, ischemic stroke and dyslipidemias was 

also documented. Proper treatment for cirrhosis was 

given. All the patients in both the groups were 

discharged on oral medication and were followed for a 
minimum of six months. During this time period, all the 

patients continued their prescribed medication. All the 

patients were advised to report immediately if there was 

blood in vomitus or melena. Patients were also to report 

if they had any type of emergency. Final outcome of 

this study was the incidence of upper GI bleed in both 

the groups.  

Age, gender, underlying comorbidities including 

diabetes mellitus, hypertension, ischemic stroke and 

dyslipidemias were compared between the two groups. 

Student’s t test was applied to compare the age. Gender 

and prevalence of comorbidities were compare by 

applying Pearson chi square test. Outcome was the 

incidence of upper GI bleed and it was compared 

between the two groups with Chi square test. P ≤0.05 

was considered statistically significant. 

RESULTS 

Mean age of the control group was 56.77 ± 8.99 years 

while of the clopidogrel group was 58.27 ± 8.40 years 
(p=0.537). Control group included 15 males and 11 

females while clopidogrel group included 17 males and 

9 females (p=0.569). History of ischemic stroke was 

present in 50% patients of the control group and 30.7% 

patients of clopidogrel group (p=0.158). Hypertension 

was positive in 38.5% patients of the control group and 

46.1% patients of clopidogrel group (p=0.575).  

Table No.1: Baseline and outcome characteristics of 

the control and clopidogrel groups 

Variable Control  

(n = 26) 

Clopidogrel  

(n = 26) 

p-

value 

Age, years 

(mean ± S.D) 

56.77 ± 

8.99 

58.27 ± 8.40 0.537 

Gender 

(male/female) 

15 / 11 17 / 9 0.569 

Comorbidities, N (%) 

Ischemic stroke 13 (50.0) 8 (30.7) 0.158 

Hypertension  10 (38.5) 12 (46.1) 0.575 

Diabetes 

mellitus 

11 (42.3) 8 (30.7) 0.388 

Dyslipidemias  7 (26.9) 11 (42.3) 0.244 

Upper GI bleed, 

N (%) 

5 (19.2) 12 (46.1) 0.039 

History of diabetes mellitus was present in 42.3% 

patients of the control group and 30.7% patients of 

clopidogrel group (p=0.388). Complete lipid profile 

showed dyslipidemias in 26.9% patients of the control 
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group and 42.3% patients of clopidogrel group 

(p=0.244). Till the end of study, upper gastrointestinal 

bleeding was reported in 5 (19.2%) patients of the 

control group while it was reported in 12 (46.1%) 

patients of clopidogrel group and the difference in the 

outcome was statistically significant (p=0.039). Table-I 

DISCUSSION 

In our study, it was observed that the incidence of upper 

GI bleed became significantly higher with the use of 

clopidogrel by the ischemic heart disease patients also 
having cirrhosis. Clopidogrel is prescribed as an 

alternative to aspirin for primary as well as secondary 

prevention of cardiovascular events in the patients who 

have already experienced peptic ulcer bleeding or 

peptic ulcer disease with aspirin use. Significant risk 

factors for upper GI bleed in clopidogrel users is the 

concomitant use of aspirin or peptic ulcer bleed. 

Previous studies have shown that there are increased 

risks of peptic ulcer bleed in the patients who are using 

aspirin along with clopidogrel or have a recent history 

of peptic ulcer bleed. Clopidogrel is not considered to 

be safe to use in this high risk group of patients as it 

increases the chances of upper GI bleed 10, 16, 17.  

Clopidogrel is known to hinder the healing process of 

gastric mucosa and that is why peptic ulcer bleeding 

reoccurs with its use in the patients with previously 

healed peptic ulcer disease10,11,18. There has been no 
increased in the risk of upper GI bleed in the CKD 

patients 19, 20. In patients using clopidogrel, no effect of 

H. pylori infection or eradication has been observed on 

peptic ulcer bleed 10,11,16. Ulcer prophylaxis is also 

another issue. PPIs have significant role in preventing 

peptic ulcers but no significant role of H2RAs has been 

observed 21. NHI has limited the use of PPIs in the 

patients with peptic ulcer disease for a minimum of 4 

months 22, 23.  

Owing to the great risk of upper GI bleed, aspirin is 

absolutely contraindicated in patients of cirrhosis 24. 

Although very rare at low doses, aspirin usage can 

precipitate hyponatremia, diuretic resistance and acute 

renal failure in the patients having ascites 25. As the 

incidence of NAFLD is increasing, the demand for anti-

platelet therapy for secondary prevention following 

coronary stenting has been increasing. In the light of 
recently available evidence, aspirin is thought to be safe 

in the patients who have cirrhosis but have not 

developed any varices yet 26. Aspirin use has also been 

observed to be associated with the first variceal bleed in 

the patients who have already developed esophageal 

varices. Therefore, aspirin is contraindicated in primary 

as well as secondary prevention in the patients who 

have already developed varices.  

P2Y12 receptor antagonists have recently become 

popular in the primary as well as secondary prevention 

of arterial thrombosis. These drugs act by blocking the 

ADP induced aggregation of the platelets. Clopidogrel 

in irreversible P2Y12 receptor antagonist. Drug 

interactions and genetic variations complicate the use of 

anti-platelet agents and treatment shows various 

reactions27. These agents need to be metabolically 

activated by the liver and pharmacokinetics cannot be 

predicted in the patients having cirrhosis. In Child A or 

B cirrhosis, there is no change in pharmacodynamics 

and pharmacokinetics of clopidogrel. However, 
cholestatic jaundice and significant liver damage are 

labelled as contraindications for the use of clopidogrel, 

on the package insert. 

CONCLUSION 

There was significantly greater occurrence of upper GI 

bleed among the patients who were given clopidogrel 

during the study duration whereas less number of 

patients from the control group presented with upper GI 

bleed. The patients who simultaneously suffer from 

ischemic heart disease and cirrhosis, should not be 

prescribed anti-platelet drug, clopidogrel. The 

frequency of upper GI bleed with clopidogrel use in the 

cirrhotic patients points towards the fact that these 

patients are already auto anti-coagulated due to loss of 

liver function. 
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