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Clinical and Therapeutic Characteristics in Patients with Chronic
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Abstract

Background and Aims: The prevalence of chronic kidney disease (CKD) and coronary artery disease (CAD) is increasing
in Nepal. Chronic inflammation, metabolic and uremic effect of CKD along with traditional cardiovascular (CV) risk factor
makes CV disease common and unique in these patients. Even with advancement in treatment, acute coronary syndrome
(ACS), there is tendency towards lower rates of evidence-based therapies. This study was conducted with an aim to know
clinical profile and the management strategy of CKD patient presenting with ACS.

Methods: Single-centered, cross-sectional study carried out in, Manmohan Cardiothoracic and Vascular Transplant Centre,
Kathmandu from July 2021 to December 2021. Of total 68 patient with ACS and CKD, history, physical examination,
laboratory investigations along with electrocardiogram, echocardiography and coronary angiogram, were critically assessed.

Results: Out of total 68 patients, 47 (69.1%) were male. In CKD patient presenting with ACS, predominant age group
involved was 51-60 years (27.9%) with the mean age of 61.4 years. Out of them, 34 (50%) were in stage 5 with 32 (47.1%)
already on maintenance hemodialysis. Average serum creatine and creatine clearance was 5.84 mg/dl and 16.29 mL/
min/1.73m2 respectively. Smoking, diabetes and hypertension were common occurring in 39 (57.4%), 49 (72.1%) and 57
(83.8%) of all CKD patient respectively. Among them, 61 (89.7%) underwent angiography in which 23 (37.7%) had triple
vessel disease. Percutaneous intervention was done for 38 (55.9%) patients and 13 (19.1%) were referred for coronary artery
bypass graft (CABG).

Conclusion: Traditional risk factor and multivessel involvement were common in CKD patient presenting with ACS and
there less tendency to undergo revascularization procedure, especially with advancing age in the studied population.
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of thrombolytic therapy and revascularization procedure in CKD
patients due to concerns of bleeding risk, worsening of renal
function, and comorbidities."*>

This study focuses on ACS patients with renal impairment to
highlight the evolutionary particularities of these patients and their
management strategy. The outcome of this study can be useful to
provide insight in management of CKD patient presenting with ACS,
in whom most common cause of death is ischemic heart disease.

Introduction

The prevalence of chronic kidney disease (CKD) and coronary
artery disease (CAD) is increasing worldwide with Nepal being no
exception to this."? In addition to traditional cardiovascular risk
factor, uremia causes chronic inflammation, hyperfibrinogenemia,
hyperhomocystinemia, and lipoprotein(a) abnormalities which
accelerates the atherosclerotic process in patients with CKD, making
it one of the independent cardiovascular risk factors.?

Treatment in CAD, especially acute coronary syndrome (ACS)

with CKD have always been a problem among cardiologist. Even MethOds ) _ .

though coronary angiography followed by either percutanecous This was a single  center, cross-secthnal, observational
intervention (PCI) or coronary artery bypass grafting (CABG) study. carrleq out at the department of cardiology, Manmohan
should represent the treatment of choice in ACS irrespective of the Cardiothoracic and Vascular Transplant Centre (MCVTC),

CKD stage, CKD patients with ACS tend to receive lower rates of Tribhuvan University, Institute of Medicine, Kathmandu from July
evidence-based therapies which adversely affect outcome. The lower 2021 to January 2022.

rate of evidence- based therapies is mostly due to underutilization Atotal of 68 patients were taken as our sample size for the study
of anti-platelet agents, beta-blockers, angiotensin-converting to have 95% confidence interval and allowable error of 5% from

. e . . 1 1mi 3 13,46
enzyme inhibitors, glycoprotein IIb/Illa receptor antagonists, use various similar studies.
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After obtaining institutional review board approval and written
informed consent of patient, all the adult patient who presented with
ACS as defined in accordance to European society of cardiology
(ESC) and CKD as defined by (Kidney disease outcomes quality
initiative) KIDOQ guidelines were enrolled in study.”*

ACS was defined by any patient presenting with positive cardiac
troponin and at least one of the following: chest discomfort, with
persistent or no persistent ST-segment elevation (ECG changes that
may include transient ST-segment elevation, persistent or transient
ST-segment depression, T-wave inversion, flat T waves, or pseudo-
normalization of T waves; or the ECG may be normal) and imaging
evidence of loss of viable myocardium or new regional wall motion
abnormality in a pattern consistent with an ischemic etiology.

CKD was defined abnormalities of kidney structure
(albuminuria, urine sediment abnormalities, abnormalities detected
by histology or radiological imaging and history of prior kidney
transplantation) or function (glomerular filtration rate less than 60
ml/min/1.73m2 or patient on maintenance hemodialysis [MHD]
or any other renal replacement therapy), present for >3 months as
according to the medical record. Stages of CKD were defined by
estimated glomerular filtration rate eGFR (stage 1 if eGFR > 90
ml/min/1.73m2, stage 2 if eGFR 60 to 89 ml/min/1.73m2, stage
3 if eGFR 30 to 59 ml/min/1.73m2, stage 4 if eGFR 15 to 29 ml/
min/1.73m2 and stage 5 eGFR less than 15 ml/min/1.73m2)

Any patient with previous electrocardiogram (ECG) changes
consistent with myocardial ischemia without new signs of acute
coronary disease, myocardial injury described as nonspecific
elevation of cardiac necrosis enzymes in other conditions
(like sepsis), advanced heart failure, chronic kidney disease,
cerebrovascular accidents, myocardial trauma and decreased value
of the GFR due to dehydration and no other signs of kidney function
alterations were excluded from the study.

History was taken focusing cardiovascular risk factors including
hypertension (HTN), diabetes (DM), smoking and dyslipidemia.
Transthoracic echocardiogram and Coronary angiogram, of the
participants, were studied to assess left ventricular ejection fraction
(LVEF) and coronary artery involvement. Left ventricular systolic
function (LVSF) were defined by LVEF (normal if LVEF > 50%,
mild 40% to 49%, moderate 30 to 39% and severe <50%).

Angiographic CAD extent, defined by vessel (left anterior
descending artery [LAD], left circumflex artery [LCX], right
coronary artery [RCA]), degree (no apparent CAD: no stenosis
>20%; non obstructive CAD: stenosis >20% but no stenosis >70%;
obstructive CAD: any stenosis >70% or left main [LM] stenosis
>50%) and distribution (1,2, or 3 vessel).

A pro forma questionnaire method was applied to elicit requisite
data and relevant data was obtained. The Statistical Package for
the Social Sciences (SPSS) version 22.0 was used to perform data
analysis.

Table 1: Clinical profile

Characteristics Number Percentage
Age (Years) 31-40 4 5.9
41-50 13 19.1
51-60 19 27.9
61-70 15 22.1
70-80 9 13.2
81-90 8 11.8
Gender Male 47 69.1
Female 21 30.9
Smoking Yes 39 57.4
No 29 42.6

with Acute Coronary Syndrome

Hypertension Yes 57 83.8
No 11 16.2
Diabetes Yes 49 72.1
No 19 27.9
Diagnosis Unstable angina 12 17.6
NSTEMI 38 55.9
STEMI 18 26.5
LVEF Normal 29 44.6
Mild 18 26.5
Moderate 15 22.1
Severe 6 8.8
CKD Stage 3 20 29.4
Stage 4 14 20.6
Stage 5 34 50
Maintenance Yes 32 47.1
hemodialysis No 36 52.9
Treatment Medical 17 25
PCI 38 55.9
CABG 13 19.1
Vascular Access  Radial / Snuff box 18 29.5
Femoral 43 70.5
CAD Minor CAD 4 6.6
Single vessel 16 26.2
disease 18 29.5
Double vessel 23 37.7
disease

Triple vessel

disease

Vessel Involved — Left main 6
LAD 49
LCX 29
RCA 43

Previous PCI 3

Intervention CABG

Results

Out of total 68 patients, 47 (69%) were male and 21 (31%)
were female. In CKD patient presenting with ACS, predominant
age group involved was 51-60 years (27.9%) with the mean age of
61.4 years and BMI of 24.28 kg/m2. Of all CKD patients 34 (50%)
were in stage 5 with 32 (47%) already on maintenance hemodialysis.
Average serum creatine and creatine clearance based on MDRD
equation was 5.84 mg/dl and 16.29 mL/min/1.73m2 respectively.

Smoking, diabetes and hypertension were common occurring in
39 (57%),49 (72.1%) and 57 (83.8%) of all CKD patient respectively.

ST elevation MI was present in 18 cases, among them 12
involving anterior wall and rest inferior wall MI. Among all patients
61 (89.7%) underwent angiography,11 of them were primary PCI.
Vascular site was predominantly from femoral site 43 (61 of all
angiography). Among patient who had coronary angiography, 23
(37.7%) had triple vessel disease and most commonly involved
vessel was left anterior descending (LAD) followed by right
coronary artery (RCA). Percutaneous intervention was done for 38
(55.9%) patients and 13 (19.1%) were referred for coronary artery
bypass graft (CABG).

Seventeen cases were medically managed, among which 4
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with Acute Coronary Syndrome

cases had minor CAD, 2 cases had diffuse disease not amenable to
either PTCA or CABG, 4 cases patient denied PCI after angiography
sighting risk of further renal impairment due to contrast induced
nephropathy and possible need of renal replacement therapy. 7 cases
denied angiography among them 4 were due to old age and 3 cases
had multiple other comorbid condition which severely impaired
activities of daily living.

Table 2: Patient Characteristics

Characteristics Total (n=68)
Age (yrs.) 61.4+13.73
Weight (kg) 162.26+5.86
Height (meters) 56.87£7.03
BMI (kg/m2) 24.28+2.59
Serum Creatinine (mg/dl) 5.84+3.83
e¢GFR (mL/min/1.73 m2) 16.29+12.41
Total cholesterol (mg/dl) 129.98+57.92
HDL (mg/dl) 43.16+20.16
LDL (mg/dl) 69.98+43.60
TAG (mg/dl) 138.33+92.82

Data are presented as mean + SD

Discussion

CKD and CAD are both major health problem. Its incidence
rises as age advances.® Though there are various advances in the
treatment of coronary artery disease, the benefit of these advances
has limited impact in CKD patients.' The increase in patients with
disease like diabetes, hypertension, increasing life expectancy and
advances in the health care management have probably resulted in
an increased number of patients with CAD and CKD. *

In the present study of a total of 68 patients 47 (69.1%) were
male, similar results of male dominance were present in studies
across the globe. Age ranged from 35 years to 88 years with the
mean of 61.4+13.7 years, which is similar to Malaysian national
cardiovascular disease database percutaneous coronary intervention
(NCVD-PCI) registry.” Interestingly, around 50% of the total
patients are of less than 60 years of age. Though the actual reason for
this is not clearly understood, the change in lifestyle, urbanization,
increased incidence of smokers in that age group, and change in
dietary habits in Nepal can be the probable reasons.

Of all CKD patients 34 (50%) were in stage five with 32 (47.1%)
already on maintenance hemodialysis which is in sharp contrast to
study done by Moisi et al and Pradhan et al.>!° This disparity could
be due to late diagnosis of renal impairment in our country due to
lack of proper awareness and health facility in rural area of Nepal.

Patients with CKD tend to have more conventional
cardiovascular risk factors. Presence of hypertension and diabetes in
the patients with chronic kidney disease is one of the most important
contributing factors for CV morbidity and mortality. Diabetes and
hypertension were common occurring in 49 (72.1%) and 57 (83.8%)
of all CKD patient respectively which is similar to various similar
Smdies.3'll'12

Non-ST elevation myocardial infraction (NSTEMI) was most
common form of ACS occurring in 38 (55.9%) followed by ST
segment elevation myocardial infraction (STEMI) and unstable
angina (UA). The data are in similar to studies conducted by Pradhan
et al. in which there were fewer STEMIs and more NSTEMI and
left bundle branch block among populations with increasingly worse
renal function.10 The diagnosis of NSTEMI may also be attributed
to stably elevated troponin concentrations which are commonly

observed in CKD patients in the absence of clinical evidence of
myocardial damage.>'? This also explains four cases of minor CAD
diagnosed during coronary angiography.

Coronary angiography was done in 61 (89.7%) of patient,
predominantly from femoral access, majority of which showed triple
vessel disease. Results regarding the high incidence of three-vessel
CAD and LMCA in CKD patients were similar to other findings of
similar studies. Out of 61 cases, '* were referred for Coronary artery
bypass graft (CABG), 38 underwent percutancous transluminal
coronary angioplasty (PTCA) and rest were medically managed.
In our study, the most of cases who were medically managed had
advance age. The trend seems to be no different from other studies.
Though recent ISCHEMIA-CKD trial failed to show that routine
invasive therapy was associated with a reduction in death/myocardial
infarction vs. medical therapy among stable patients with moderate
ischemia and chronic kidney disease, more data is needed to clarify
treatment strategy in ACS patient with impaired renal function.'

This study has few limitations. It was a single center study with
limited sample size, and short study duration. Angiographic lesions
were not classified and medical therapy of the patients were not
studied.

Conclusion

The study concludes that patient with CKD with acute coronary
events have associate coexisting comorbid conditions such as
diabetes mellitus, hypertension, ischemic stroke, and chronic CAD.
NSTEMI is common form of ACS in theses patient and multivessel
disease, common finding during angiography. Though there are lot
of recent advancement in revascularization, there is a predisposition
for electing medical management in subjects with impaired kidney
function specially with advance age, instead of the interventional
or surgical myocardial revascularization throughout the world wide
and this study seems no exception.

Source of funding None
Conflict of interest None

References

1. Moisi ML, Rus M, Bungau S, Zaha DC, Uivarosan D, Fratila O,
et al. Acute Coronary Syndromes in Chronic Kidney Disease:
Clinical and Therapeutic Characteristics. Medicina (B Aires).
2020 Mar 8;56(3):118. doi:10.3390/medicina56030118

2. Maskey A, Sayami A, Pandey MR. CORONARY ARTERY
DISEASE : AN EMERGING EPIDEMIC IN NEPAL. J
Nepal Med Assoc. 2003 Mar 1;42(146):122-4. doi:10.31729/
jnma.807

3. Sarnak MJ, Levey AS, Schoolwerth AC, Coresh J, Culleton
B, Hamm LL, et al. Kidney Disease as a Risk Factor for
Development of Cardiovascular Disease: A Statement From
the American Heart Association Councils on Kidney in
Cardiovascular Disease, High Blood Pressure Research,
Clinical Cardiology, and Epidemiology and Prevention. Vol.
108, Circulation. Circulation; 2003. p.2154-69.doi:10.1161/01.
CIR.0000095676.90936.80

4. Mohanan PP, Mathew R, Harikrishnan S, Krishnan MN,
Zachariah G, Joseph J, et al. Presentation, management, and
outcomes of 25 748 acute coronary syndrome admissions in
Kerala, India: results from the Kerala ACS Registry. Eur Heart
J. 2013 Jan 7;34(2):121-9. doi:10.1093/eurheartj/ehs219

5. Coresh J, Jafar TH. Disparities in worldwide treatment of
kidney failure. Vol. 385, The Lancet. Lancet Publishing Group;
2015. p. 1926-8. doi:10.1016/S0140-6736(14)61890-0

6. Liyanage T, Ninomiya T, Jha V, Neal B, Patrice HM,

Nepalese Heart Journal 2022; Vol 19(1), 25-28



28

10.

Clinical and Therapeutic Characteristics in Patients with Chronic Kidney Disease presenting

Okpechi I, et al. Worldwide access to treatment for end-
stage kidney disease: A systematic review. Lancet. 2015 May
16;385(9981):1975-82. doi:10.1016/S0140-6736(14)61601-9

Neumann FJ, Sousa-Uva M, Ahlsson A, Alfonso F, Banning
AP, Benedetto U, et al. 2018 ESC/EACTS Guidelines on
myocardial revascularization. Eur Heart J. 2019;40(2):87—165.
doi:10.1093/eurheartj/ehy394

Levin A, Stevens PE, Bilous RW, Coresh J, De Francisco ALM,
De Jong PE, et al. Kidney disease: Improving global outcomes
(KDIGO) CKD work group. KDIGO 2012 clinical practice
guideline for the evaluation and management of chronic kidney
disease. Kidney Int Suppl. 2013 Jan 1;3(1):1-150. doi:10.1038/
KISUP.2012.73

Ismail MD, Jalalonmuhali M, Azhari Z, Mariapun J, Lee
ZV, Zainal Abidin I, et al. Outcomes of STEMI patients with
chronic kidney disease treated with percutaneous coronary
intervention: The Malaysian National Cardiovascular Disease
Database - Percutaneous Coronary Intervention (NCVD-PCI)
registry data from 2007 to 2014. BMC Cardiovasc Disord.
2018;18(1):1-8. doi:10.1186/512872-018-0919-9

Pradhan A, Jain N, Vishwakarma P, Sethi R, Narain VS,
Dwivedi SK, et al. Evaluation of short-term outcomes of
impaired creatinine clearance in patients with acute coronary
syndromes: A prospective cohort study at tertiary care center.
Hear India. 2018;6(2):66. doi:10.4103/HEARTINDIA.
HEARTINDIA 9 18

Fox CS, Muntner P, Chen AY, Alexander KP, Roe MT, Cannon

12.

13.

with Acute Coronary Syndrome

CP, etal. Use of evidence-based therapies in short-term outcomes
of ST-segment elevation myocardial infarction and non-ST-
segment elevation myocardial infarction in patients with chronic
kidney disease: A report from the national cardiovascular data
acute coronary treatment and intervention outcomes network
registry. Circulation. 2010 Jan 26;121(3):357-65. doi:10.1161/
CIRCULATIONAHA.109.865352

Washam JB, Herzog CA, Beitelshees AL, Cohen MG,
Henry TD, Kapur NK, et al. Pharmacotherapy in Chronic
Kidney Disease Patients Presenting With Acute Coronary
Syndrome. Circulation. 2015;131(12):1123-49. doi:10.1161/
CIR.0000000000000183

Bangalore S, Maron DJ, O’Brien SM, Fleg JL, Kretov EI,
Briguori C, et al. Management of Coronary Disease in Patients
with Advanced Kidney Disease. N Engl J Med. 2020 Apr
23;382(17):1608-18. doi:10.1056/NEJMOA1915925/SUPPL _
FILE/NEJIMOA1915925 DATA-SHARING.PDF

Nepalese Heart Journal 2022; Vol 19(1), 25-28



