Hindawi

Advances in Preventive Medicine

Volume 2019, Article ID 6139253, 14 pages
https://doi.org/10.1155/2019/6139253

Review Article

Pros and Cons of Aspirin Prophylaxis for
Prevention of Cardiovascular Events in Kidney
Transplantation and Review of Evidence

Muhammad Abdul Mabood Khalil
Said Sayed Ahmed Khamis,? Sartaj Alam

,! Muhammad Shahab Ud Din Khalil,>
A Rajendra Govindrao Daiwajna,1
Ahmed Suleman Rajput,1 Mohammed M. Alhaji,5 Vui Heng Chong ,5 and Jackson Tan

7

'RIPAS Hospital, Bandar Seri Begawan BA1710, Brunei Darussalam
Department of Cardiology, Lady Reading Hospital, Postal Code, 25000, Peshawar, Pakistan

3Faculty of Medicine, Menoufia University, Egypt

*Department of Nephrology, Lady Reading Hospital, Postal Code 25000, Peshawar, Pakistan
SPAPRSB Institute of Health Sciences, Universiti Brunei Darussalam, Brunei Darussalam
SDepartment of Medicine, RIPAS Hospital, Bandar Seri Begawan BA1710, Brunei Darussalam
"Department of Renal Medicine, RIPAS Hospital, Bandar Seri Begawan BA1710, Brunei Darussalam

Correspondence should be addressed to Muhammad Abdul Mabood Khalil; doctorkhalill975@hotmail.com

Received 17 January 2019; Accepted 28 April 2019; Published 16 May 2019

Academic Editor: William C. Cho

Copyright © 2019 Muhammad Abdul Mabood Khalil et al. This is an open access article distributed under the Creative Commons
Attribution License, which permits unrestricted use, distribution, and reproduction in any medium, provided the original work is

properly cited.

Kidney transplant recipients have traditional and nontraditional risk factors which can lead to coronary artery disease and sudden
death with a functional graft loss. Aspirin has been used traditionally for prevention of cardiovascular and cerebrovascular
accidents. It has beneficial effects in secondary prevention of cardiovascular events in general population. Its use for primary
prophylaxis is still disputed. Bleeding and theoretical risk of nephrotoxicity are the major concerns about its use. The data on
aspirin in kidney transplant population is sparse. This review will focus on various pros and cons of aspirin use for prevention of
cardiovascular events in kidney transplant recipients and a way forward.

1. Introduction

Cardiovascular disease is the leading cause of morbidity and
mortality in kidney transplant recipients (KTR). The age
of KTR is increasing over time from 35-45 years in 1988
to 50-64 in 2012 [1]. The increasing age is associated with
more accumulation of comorbidities such as diabetes, hyper-
tension, dyslipidemia, and atherosclerosis. The incidence of
myocardial infarction after kidney transplantation is 4.7-11.1%
[2]. Cardiovascular disease is the leading cause of functional
graft loss and it accounts for 30% of overall mortality [3].
Aspirin is widely used for prevention of cardiovascular and
cerebrovascular events in the general population. In this
review, we will discuss the use of aspirin in primary and

secondary prophylaxis for cardiovascular events and its pros
and cons in KTR.

2. Mechanism of Action of Aspirin

Aspirin inhibits platelet function by acetylation of the platelet
cyclooxygenase (COX) [3]. Aspirin is an approximately 150-
to 200-fold more potent inhibitor (constitutive) isoform of
the platelet enzyme (COX-1) than the (inducible) isoform
(COX-2) which is expressed by cytokines, inflammatory
stimuli, and some growth factors. As a result, the dose for
inflammatory conditions is remarkably high as compared to
antiplatelet activity which is around 100 mg/day [4].
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3. Concerns about Aspirin Use

Nonsteroidal anti-inflammatory medications (NSAIDs) are
well known for nephrotoxicity, gastritis, and bleeding.
Aspirin, being a NSAID, can also potentially cause these
complications. Nephrotoxicity in the setting of kidney trans-
plantation is even more important as the recipient only
has one functional kidney. We will review these potential
complications in this section.

3.1. Nephrotoxicity of Aspirin. Previous studies have shown
conflicting results about the use of aspirin and the risk of
chronic kidney diseases. Some earlier studies have shown that
the use of aspirin is associated with chronic kidney disease [5-
7]. Some studies implicated acetaminophen and phenacetin
in the development of CKD but not aspirin [8, 9]. Other
studies in healthy people did not find any association between
aspirin and nephrotoxicity. A study in healthy physicians did
not find any correlation between aspirin and other nons-
teroidal anti-inflammatory medications and the development
of chronic kidney disease [10-12]. Similarly a study on healthy
nurses failed to show any association between NSAIDs and
the development of chronic kidney disease [13]. Various
studies were done on aspirin and its effects on proteinuria and
glomerular filtration rates. Multiple randomized controlled
trials on aspirin in diabetic patients were not associated
with decrement in GFR or albuminuria [14-16]. Another
randomized controlled trial on diabetic patients showed
significant reduction of proteinuria in 24 hours by using
aspirin-dipyridamole [17]. In view of these studies, one can
assume that aspirin has negligible nephrotoxicity.

Aspirin has been used for prevention of renal vein throm-
bosis in KTR. In the majority of these studies, no adverse
outcome was observed in terms of graft dysfunction. Aspirin
has been shown to improve graft survival in a retrospective
study and a meta-analysis [18, 19]. In other studies, the use
of aspirin did not improve graft survival but at the same
time did not have any adverse effect on graft function. Ali
H et al. did not find any beneficial effects of aspirin on
improving graft survival and found that it has a negligible
effect on kidney allograft function as compared to those who
were not on aspirin [20]. In a similar study, aspirin reduced
the rate of early graft thrombosis but did not improve renal
function or graft survival. However, a trend of lower rate
of chronic allograft nephropathy was observed in this study
[21]. One can assume from all these studies that the risk of
nephrotoxicity with aspirin is insignificant. The summary of
these studies has been shown in Table 1.

3.2. Bleeding. Low-dose aspirin has been associated with
increased risk of bleeding in the general population [4],
42]. Gastrointestinal bleeding [43, 44], intracranial bleeding
[44], and postoperative surgical site hemorrhage are common
in KTR [44]. Cumulative incidence of hospitalization for
gastrointestinal bleeding in KTR is 334 events per 100,000
patient years. The incidence of major nontraumatic bleeding
has been reported as 3.5% in KTR as compared to 0.4%
in normal population [44]. The GI endoscopic procedures
were 15-fold higher than in the general population [44]. The
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data on bleeding due to low-dose aspirin and its relation
with bleeding in KTR is limited [19]. Our literature review
found few studies on the prevention of renal vein thrombosis
and allograft biopsies. These studies reported mixed results
for the risk of bleeding with aspirin. Robertson et al. found
major bleeding in 2.7% of cases in a retrospective analysis for
the use of aspirin in renal vein thrombosis [22]. In another
study on prevention of renal vein thrombosis, postbiopsy
macroscopic hematuria was 9 percent in the aspirin treated
group and 7 percent in the control group [22]. Hachem et al.
in a case control study found no difference at postoperative
surgical site hemorrhage [23]. In a retrospective analysis,
KTR who were on dual antiplatelet because of coronary
artery disease have more blood transfusion as compared to
those who were not on dual antiplatelet (30.3% vs. 15.7%)
[24]. Requirements for transfusions was also reported in
another retrospective study in patients who were on dual
antiplatelet. However, on multivariate logistical regression
analysis it was not significant [25]. Aspirin in combination
with anticoagulants can lead to significant bleeding [26].
There are couple of case series on allograft biopsies and risk of
bleeding due to aspirin. Atwell et al. studied the incidence of
bleeding after 15,181 percutaneous biopsies of various organs
(including kidney) and its association with aspirin. They
found no difference in major bleeding, if aspirin was taken
within 10 days before kidney biopsy [27]. Baffour et al. [28]
analyzed 6,700 renal allograft biopsies and compared various
durations of aspirin exposure in KTR and their impact on
bleeding. They compared no aspirin exposure in 10 days and
exposure of aspirin in 8-10, 4-7, and 0-3 days. They found that
the risk of bleeding was more with aspirin exposure within 0-
3 days. Interestingly Lee et al. in their retrospective analysis
of kidney biopsies (including allografts) showed no major
bleeding in patients on aspirin [29]. The data on aspirin and
risk of gastrointestinal and intracranial bleeding is sparse.
Keeping in mind the risk of aspirin related gastrointestinal
bleeding in the general population and 15-fold higher chance
of gastrointestinal endoscopic procedure in KTR, this risk
cannot be ignored. It is important to evaluate the risk of
bleeding in KTR, who are being considered for aspirin
prophylaxis. Table 2 shows a summary of all these studies.

4. Aspirin Prophylaxis

4.1. Primary Prophylaxis in KTR. Various models have been
used to predict cardiovascular events in the general popula-
tion. These include the Framingham Risk Score, the Reynolds
Risk Score, the Prospective Cardiovascular Miinster Heart
Study (PROCAM), the Systematic Coronary Risk Evaluation
system (SCORE), and the QRISK 1 and 2 [45-50]. Recently,
U.S. Preventive Task Force has published guidelines for
predicting cardiovascular risk using pool cohort equation
and primary prophylaxis with aspirin [51]. Risk factors for
cardiovascular events in KTR are different from those in the
general population. Nontraditional factors play an important
role in causing cardiovascular events in this population. These
factors include albuminuria, anemia, and graft rejection [52],
time on dialysis before transplantation [53], immunosup-
pressive medications [54], and elevated homocystine [55].
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These factors are usually not taken into account in various
risk scores. The Framingham Risk Model underestimated
cardiovascular events in KTR [56, 57]. The American Heart
Association (ACC/AHA) pooled cohort equations to predict
10-year risk have not been validated in KTR to predict
cardiovascular risk in this specific group of patients. Recently
Heleniak Z et al. retrospectively analyzed various scores
for cardiovascular risk prediction in KTR and found that
the QRISK2 and Pol-SCORE scales seem to be the most
predictive in assessing CV risk in KTR as compared to
PROCAM and Framingham [58]. Soveri et al. used a 7-year
risk model for KTR [59]. They predicted major cardiovascular
events using a seven-variable model including age, previous
coronary heart disease, diabetes, low-density lipoprotein,
creatinine, number of transplants, and smoking [59]. A sys-
tematic review analyzed metrics of model performance and
evaluation of bias in KTR and found room for improvement
for accurate prediction of cardiovascular risk [60]

Evidence for aspirin use in KTR for primary prophylaxis
is still lacking. Guidelines differ in the recommendation
of aspirin use in primary prophylaxis. The United States
Preventive Services Task Force recommends low-dose aspirin
for the primary prevention of cardiovascular disease in
adults aged 50-59 years who have a 10% or greater 10-
year CVD risk [51]. Candidates for aspirin should not be at
increased risk of bleeding, life expectancy should be greater
than at least 10 years, and they should be willing to take
it regularly. For those aged 60-69, the decision is on an
individual basis. If the 10-year CVD risk is greater than
10% and there is no risk of bleeding, then low-dose aspirin
should be considered. The evidence for low-dose aspirin
prophylaxis in patients younger than 50 years old or older
than 70 years is not enough, and the pros and cons of its
use are not known. Task Force recommended American
Heart Association recommendation pooled cohort equations
to predict hard atherosclerotic cardiovascular events (defined
as nonfatal myocardial infarction, coronary heart disease
death, and fatal or nonfatal stroke) [61]. Calculators assess the
risk using various variables including age, gender, race, total
cholesterol, HDL-cholesterol, systolic blood pressure, dias-
tolic blood pressure, treatment for high blood pressure, dia-
betes, and smoking [61]. Unfortunately, there is no validation
of ACC/AHA pooled cohort equation in KTR. The American
Diabetic Association recommends that 75-162 mg/day may
be considered as a primary prevention strategy in those
with type 1 or type 2 diabetes who are at increased car-
diovascular risk. This includes most men and women with
diabetes aged >50 years who have at least one additional
major risk factor (family history of premature atherosclerotic
cardiovascular disease, hypertension, dyslipidemia, smoking,
or albuminuria) and are not at increased risk of bleeding [62].
In contrast, the Canadian Cardiovascular Society guideline
does not recommend primary prophylaxis with aspirin [63].
Similarly in the UK, aspirin is not recommended for primary
prevention of cardiovascular events [64]. No randomized
trials to date have evaluated the primary use of aspirin for
primary prophylaxis in dialysis or transplant patients. As
a result firm recommendations cannot be made. Because
of lack of evidence, the use of aspirin in the setting of
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renal dysfunction has been minimal. Review of National
Cardiovascular Data ACTION (Acute Coronary Treatment
and Intervention Outcomes Network) in ST elevated myocar-
dial infarction and non-ST elevated myocardial infarction
showed lesser use of aspirin with worsening CKD [65].
Similarly, Berger and his colleagues found that end stage
renal disease (ESRD) patients with myocardial infarction
were less likely to receive aspirin, beta blocker, or angiotensin
converting enzyme inhibitor as compared to patients without
ESRD. The benefit of these therapies on 30-day mortality
was similar among ESRD patients and non-ESRD patients
[66]. A recent trial on hypertension (Hypertension Optimal
Treatment or HOT) [67] randomly assigned patients with
diastolic hypertension to aspirin 75 mg or placebo. Statistical
analysis detected a 66% reduction (95% CI, 33 to 83) in major
adverse cardiovascular events and a 49% reduction (95% CI,
6 to 73) in mortality, respectively, among the subgroup with
baseline eGFR 45 mL/min. Use of aspirin in chronic kidney
disease patients reduced in patients’ mortality to 64.3-80%
across all quartiles of creatinine clearance[68]. A retrospec-
tive analysis of acute coronary syndrome patients showed
that use of aspirin was associated with a decreased rate of
ST-segment elevation myocardial infarction in patients with
GFR 60 mls/min [69]. There are few retrospective studies
and a meta-analysis in KTR, where aspirin prophylaxis was
used for the prevention of renal vein thrombosis [18-20].
However, not all of these studies looked at the cardiovascular
mortality. A meta-analysis found that aspirin reduces major
adverse cardiovascular events or mortality (2 studies; RR:
0.72, 95% CI: 0.59 to 0.88) in KTR [19]. However, there
was no randomized control trial looking for major adverse
cardiovascular events in this meta-analysis. Post hoc analysis
of the FAVORIT (Folic Acid for Vascular Reduction in
Transplantation) study on aspirin failed to show reduction
in cardiovascular events [70]. Kidney Disease Improving
Global Outcomes (KDIGO) 2009, practice guidelines for
prevention of cardiovascular events in kidney transplant
recipients with diabetes or cardiovascular disease, suggest use
of low-dose aspirin based on very poor quality of evidence
[71]. Recently two randomized control trials were published.
ASCEND (a Study of Cardiovascular Events in Diabetes)
was a randomized trial to assess the efficacy and safety of
enteric-coated aspirin at a dose of 100 mg daily vs. placebo,
in diabetics without any cardiovascular disease at trial entry
[42]. The trial showed significant reduction in cardiovascular
events but with more incidence of major bleeding. Thus the
beneficial effect of aspirin was negated by major bleeding.
Similarly in the ASPREE (Aspirin in Reducing Events in
the Elderly) trial, the use of low-dose aspirin as a primary
prevention in older adults resulted in a significantly higher
risk of major hemorrhage without any significant reduction
in cardiovascular diseases as compared to placebo [72].
Keeping these facts, along with the lack of a randomized
control trial in KTR, in mind, firm recommendation cannot
be made for use of aspirin in primary prevention.

4.2. Secondary Prophylaxis in KTR. Patients who suffered
from acute coronary syndrome or ischemic strokes are
always at risk of a second cardiovascular event. Percutaneous
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intervention stabilizes acute events only. Aspirin therapy is
needed for further prevention of events. The role of aspirin
in reducing CVD mortality and repeat events after acute
myocardial infarction was first demonstrated in the second
International Study of Infarct Survival (ISIS-2) trial [73].
After ISIS-2 many trials confirmed the beneficial effects of
aspirin. The Antithrombotic Trialists’ Collaboration analyzed
16 trials of long-term aspirin use and found it beneficial
for secondary prevention [74]. Cardiovascular disease is the
leading cause of functional graft loss and it accounts for 30%
of overall mortality [3]. Charytan et al. defined coronary
artery disease as > 50% stenotic lesion in hemodialysis
patients [75]. Other studies defined CAD as > 70% stenotic
lesion in pretransplant evaluation of their cohorts [76, 77].
The benefit of aspirin therapy in the setting of acute coronary
syndrome and myocardial revascularization procedure has
been shown across all spectra of renal dysfunction [78].
The results of studies comparing medical management vs.
revascularization showed mixed findings. Studies have shown
benefits of revascularization against medical management
in chronic kidney disease patients only if there is > 75%
stenosis, triple vessel disease, or left main stem disease [79,
80]. All patients with stable coronary artery disease without
obstructive lesions or those with obstructive lesions needing
intervention should be on aspirin for secondary prophylaxis.
KTR who have revascularization with a stent will need dual
antiplatelets therapy including aspirin. Various durations for
dual antiplatelets studies have been reviewed. Most studies
compared either shorter (3-6 months) [31, 32, 81, 82] or
longer (18-48 months) [83-85] duration of exposure. Longer
duration of dual antiplatelets is associated with less stent
thrombosis but with slightly more bleeding risk [84, 85]. In
2012, the American Heart Association (AHA) and American
College of Cardiology (ACC) foundation published their
recommendations for kidney and liver transplant recipients,
which were endorsed by the American Transplant Society
[30]. These guidelines recommend dual antiplatelets for 4-12
weeks for bare metal stent and > 12 months for drug eluting
stents.

Newer-generation (everolimus/zotarolimus) drug eluting
stents are associated with lower risk of thrombosis and
coronary events than the older first-generation stents [31,
32, 86]. Keeping these facts in mind, the American College
of Cardiology and American Heart Association 2016 guide-
lines improved the 2012 guidelines which were previously
endorsed by American Society of Transplantation. The new
2016 guidelines recommend 6 months of dual antiplatelets
therapy in patients treated with drug eluting stent and having
stable ischemic heart disease [33]. Subsequent duration of
dual antiplatelet therapy after PCI in stable coronary heart
disease depends on the risk of bleeding. ACC/AHA2016
guidelines recommend continuation of dual antiplatelet
beyond 1 month with bare metal stent and more than 6
months in drug eluting stent in patients who are at low risk of
bleeding. Low risk patients include patients having no prior
bleeding on dual antiplatelet, having no coagulopathy, and
not being on oral anticoagulant [33]. In contrast, in those
with high risk of bleeding (on oral anticoagulant, under-
going intracranial surgery, or developing overt bleeding),

discontinuation of P2Y12 inhibitor therapy after 3 months
may be reasonable [33]. The guidelines for PCI followed by
stenting in the setting of acute coronary syndrome (ACS) are
slightly different. In this scenario, prolonged dual antiplatelet
therapy for 12 months has been found beneficial [34, 35].
Therefore, ACC/AHA2016 guidelines recommend that, for
patients with acute coronary syndrome (NSTEMI/STEMI)
treated with dual antiplatelets after bare metal stents or drug
eluting stent insertion, thienopyridines should be given for
at least 12 months [33]. The guidelines further recommend
that for patients with acute coronary syndrome who has
tolerated dual antiplatelets without a bleeding complication
and who are not at high risk of bleeding, continuation
of dual antiplatelets beyond 12 month may be reasonable.
On the other extreme, for high risk ACS patients (treat-
ment with oral anticoagulation, high risk of bleeding due
to intracranial surgery, or development of overt bleeding),
discontinuation of P2YI2 inhibitor after 6 months may be
reasonable [33]. Patients with ACS who never underwent
revascularization or fibrinolytic therapy should be treated
with dual antiplatelets for at least 12 months [33, 34, 36].
For those who have tolerated dual antiplatelet therapy and
are at low risk of bleeding, continuation of these beyond
12 months is beneficial [33]. For patients with ST elevated
myocardial infarction, therapy should be continued for a
minimum period of 14 days [33, 36] and ideally at least 12
months [33]. For those who tolerated dual antiplatelet therapy
and are at low risk of bleeding complications, ACC/AHA
recommends antiplatelets continuation beyond 12 months.

The timing of transplant surgery and other noncardiac
surgeries in patients on antiplatelets therapy needs to assess
risk vs. benefit of stopping antiplatelet and doing that surgery.
It is wise to have a multidisciplinary meeting including
cardiologist, anesthetist, surgeon, and transplant physician
before taking a decision. For patients who need percutaneous
intervention (PCI) and are planning for transplantation
within 1 year, the 2012 guidelines [30] recommend angio-
plasty with bare metal stenting followed by 4-12 weeks of
dual antiplatelets. For patients who have drug eluting stents
needing an urgent surgery and at high risk of bleeding,
guidelines recommend holding thienopyridine for 5 days and
continuing aspirin preoperatively [30, 33]. Thienopyridine
may be started as early as possible after the surgery [30, 33].
The guidelines also recommend that transplantation surgery
within 3 months of bare metal stent and within 12 months
of drug eluting stent should not be performed [30]. Because
of the lower risk of thrombosis with newer-generation stent
(31, 32, 86], 2016 ACC/AHA guidelines recommend waiting
for 6 months rather than 12 months in case of drug eluting
stent [33]. For all elective noncardiac surgeries, it is wise to
wait for 3 months in patients with bare metal stents and 6
months in patients with newer-generation drug eluting stents
[33,37-39].

The recommended daily dose for aspirin is 81 mg (range,
75 to 100 mg) for prevention of secondary prophylaxis [33,
40]. Proton pump inhibitors (PPIs) are recommended in
patients with dual antiplatelets with increased risk of bleed-
ing. This includes advanced age and concomitant use of
warfarin or nonsteroidal anti-inflammatory drugs (class Ila
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TaBLE 3: Guidelines for use of aspirin for secondary prophylaxis.

Clinical Scenarios

Recommendations

Coronary artery disease stented with first generation bare metal stent

Dual antiplatelets for 4-12 weeks [30]

Coronary artery disease stented with first generation drug eluting
stent

Dual antiplatelet for > 12 months [30]

Transplant surgery

Transplant surgery within 3 months of bare metal stent and
within 12 months of drug eluting stent should not be
performed [30]

Stable coronary artery disease stented with newer-genration
(everolimus / zotarolimus) drug eluting stents

Dual antiplatelet therapy for 6 months [31-33]

Coronary artery disease stented with low risk of bleeding and having
newer-genration (everolimus / zotarolimus) drug eluting stents or
bare metal stent

Guidelines recommend continuation of dual antiplatelet
beyond 1 month in baremetal stent and more than 6 months
in drug eluting stent in patients who are at low risk of
bleeding [33].

Coronary artery disease stented with high risk of bleeding and having
newer-genration (everolimus / zotarolimus) drug eluting stents or
bare metal stent

Discontinuation of P2Y12 inhibitor therapy after 3 months
may be reasonable in those with high risk of bleeding

Patient with acute coronary syndrome (NSTEMI / STEMI) treated
baremetal stent or newer generation drug eluting stent

Dual antiplatelet should be given for atleast 12 months
[33-35]

Patients with acute coronary syndrome treated with stenting, who has
tollerated dual antiplatelets without a bleeding complication, and who
are not at high risk of bleeding

Continuation of dual antiplatelets beyond 12 month may be
reasoable [33]

Patients with acute coronary syndrome treated with stenting and at
high risk of bleeding

Discontinuation of P2Y12 inhibitor after 6 months may be
reasonable [33]

Patients with ACS who never underwent revascularization or
fibrinolytic therapy

They should be treated with dual antiplatelets for at least 12
months [33, 34, 36].

ST elevated myocardial infarction

Should be continued on dual antiplatlet for a minimum
period of 14 days [33, 36] and ideally at least 12 months [33].

Patients planning for transplantation in one year and needing PCI

Angioplasty with bare metal stenting followed by 4-12 weeks
of dual antiplatelets [30].

KTR on dual antiplatelets needing emergency surgery

Hold thienopyridine for 5 days and continuing aspirin
preoperatively [30, 33].Thienopyridine, may be started as
early as possible after the surgery [30, 33].

Waiting time for kidney transplantation and other elective surgery
after PCI

Wait for 3 months in case of bare metal stenting and 6
months for drug eluting stenting 33, 37-39].

Dose of aspirin

The recommended dialy dose for aspirin is 81 mg (range, 75
to 100 mg) for prevention of secondary prophylaxis [33, 40]

Proton pumpinhibitors

Proton pump inhibitors (PPIs) are recommended in patients
with dual antiplatelets with increased risk of bleeding. This
includes advance age, concomitant use of warfarin or non
steroidal antiinflammatory drugs (class 2a evidence). Routine
use of PPIs in patients at low risk of bleeding is not
recommended (class III, no benefits) [33].

evidence) [33]. Routine use of PPIs for patients at low risk of
bleeding is not recommended (class III, no benefits). Since
transplant patients are concurrently using steroids, it is wise
to use PPIs for prevention of gastrointestinal bleeding. Table 3
is showing various recommendations for use of aspirin in
secondary prophylaxis.

5. Way Forward

While starting aspirin, one has to keep in mind risks versus
benefits. The benefits of aspirin can be offset by the associated
risk of bleeding. This is of particular concern in KTR, who
are being considered for primary prevention with aspirin.

KDIGO 2009 practice guidelines for prevention of cardiovas-
cular events in KTR recommend aspirin in patients with dia-
betes or cardiovascular disease. However, this is based on very
poor quality of evidence [71]. The recent trial by the ASCEND
Study Collaborative Group found that aspirin use prevented
serious vascular events in diabetics. However, the absolute
benefits were largely counterbalanced by the bleeding hazard
[42]. Similarly the elderly population who received aspirin for
primary prevention in recent APREE trial has more bleeding
without any benefit [72]. However, both of these studies were
done in the general population. KTR are different in terms of
cardiovascular risk. Other than traditional risk factors, KTR
have many others. Furthermore, cardiovascular events are
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among the leading causes of functional graft loss. Therefore,
there is an urgent need for a randomized control trial on
aspirin for its use in primary prevention. Until the evidence is
available, it cannot be recommended for primary prevention
of cardiovascular events at the moment. On the other hand,
aspirin should be used routinely for secondary prophylaxis
in KTR. Aspirin has not been shown to be associated with
nephrotoxicity in many studies [8-21]. However, like in
the general population, bleeding is a genuine concern in
KTR. ACC/AHA recommends the assessment of the risk of
bleeding using HAS-BLED score (Hypertension, Abnormal
renal/liver function, Stroke, Bleeding history or predisposi-
tion, Labile INR, Elderly, Drugs/alcohol) [33]. Most of these
risk factors are present in chronic kidney disease patients
and KTR. A new score for dual antiplatelets called DAPT
(Dual Antiplatelet Therapy) Score has also been developed
[87]. This score uses various factors including various age
ranges, current smoking status, diabetes mellitus, myocardial
infarction at presentation, prior PCI or prior myocardial
infarction, stent diameter < 3 mm, paclitaxel eluting stent,
congestive heart failure or left ventricular ejection fraction
< 30%, and saphenous vein graft percutaneous intervention.
This score helps with the decision whether to give antiplatelet
for a long duration or not. Dual antiplatelet may be suitable
in those with DAPT Score greater than 2, as use of dual
antiplatelet is associated with less risk of ischemic events and
less bleeding risk. On the other hand, with a low DAPT Score
of <2, prolonged use of dual antiplatelets causes increased risk
of bleeding without reduction in ischemic events.

6. Conclusion

Aspirin should be used in established coronary artery dis-
ease for secondary prevention. Low-dose aspirin has not
been shown to cause nephrotoxicity. The beneficial effects
of aspirin are offset by high risk of major bleeding in
primary prevention in the general population. Due to lack
of evidence at the moment, it cannot be recommended for
primary prevention of cardiovascular events in KTR. The
risk of bleeding should be assessed in all recipients before
starting aspirin. KTR have many risk factors other than the
traditional risk factors. There is a need for development of
a cardiovascular risk prediction score targeting the kidney
transplant population. A randomized control trial is also
needed to assess the beneficial effect of primary prophylaxis
with aspirin in the kidney transplant population. The final
decision on using aspirin should be made after balancing the
specific characteristics of each patient taken into account the
patient’s risk for bleeding and the concomitant pathologies in
each case.
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