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Abstract 
 

There are a number of guidelines on how to manage ischemic heart disease (IHD), but inconsistencies in healthcare access, 
varying infrastructure, resource constraints and diverse local practices restrict their global applicability. This underscores 
the need for universal recommendations that address the unique challenges faced by patients and healthcare providers 
worldwide. Our Global Guidelines emphasize the incorporation of novel therapies, while integrating standards of care with 
the most up­to­date evidence to enable clinicians to optimize IHD management. These Global Guidelines provide evidence­
based recommendations that represent a group consensus considering the previously published guidelines that have re­
viewed many of the issues related to the management of IHD but have also provided recommendations on several issues 
where resource limitations may put constraints on the evaluation and treatments provided to patients with IHD. Such rec­
ommendations aim to guide situations when resources are somewhat limited or when resources are severely limited. 
Hence, this document presents a comprehensive update to IHD management guidelines, thereby aiming to provide a unified 
strategy for the management of IHD that is applicable to all cardiovascular care worldwide.
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Preamble 
 

The International CARDIO Alliance to Improve Disease Out­
comes (iCARDIO Alliance: https://icardioalliance.org) aims to 
bring together leading cardiovascular societies around the 
globe as partner organizations to improve the quality of car­
diovascular care, from prevention and diagnosis to treatment 
and follow­up. The goal of these global implementation gui­
delines is to achieve global representation on writing panels 
and to produce concise and practical guidelines applicable to 
all cardiovascular care worldwide.1 In addition to clinical prac­
tice guidelines developed by other medical associations, the 
recommendations by iCARDIO Alliance take into account avai­
lability of resources, with specific recommendations for re­
sources severely limited. 

 
 
This is a consensus document with guidelines being written by 
a team including world­renowned experts with a maximum of 
50% of the writing task force representing Europe and North 
America and 50% or more from the rest of the world. The gui­
deline recommendations were adapted by reviewing different 
guidelines about the topic. The peer review team was made 
up of global experts further enriching these documents and 
leading to a final phase of the guidelines ready for a public re­
view process, so that the viewpoints of persons with lived ex­
perience can be embedded within this global implementation 
guideline process. These comments were evaluated and ad­
dressed when relevant by the Review Coordinators. With this 
innovative approach iCARDIO Alliance hopes to enhance gui­
deline dissemination and implementation on a global scale. 

Concepts 
 
Ischemic heart disease (IHD) remains the leading cause of 
morbidity and mortality worldwide. Coronary artery disease 
(CAD) encompasses any pathological process capable of com­
promising myocardial perfusion and although numerous etio­
logies exist, including vasculitis, spontaneous coronary artery 
dissection, and coronary embolism, the majority of CAD is at­
tributable to coronary atherosclerosis, which constitutes the 
focus of this document. For practical purposes, CAD is consi­
dered present when any degree of atherosclerotic involve­
ment exceeds zero percent stenosis, recognizing that even 
minimal coronary atherosclerosis represents a systemic di­
sease process with prognostic implications. 
Chronic ischemic heart disease (CIHD) represents the traditio­
nal designation for the stable manifestations of coronary athe­
rosclerosis, emphasizing myocardial ischemia resulting from 
an imbalance between oxygen supply and demand. In 2019, 
the European Society of Cardiology introduced the concept of 
chronic coronary syndromes (CCS),2 while the American Heart 
Association and American College of Cardiology, in their 2023 
guidelines, adopted the term chronic coronary disease.3 Des­
pite subtle semantic differences, these terms are largely syno­
nymous, all referring to the chronic, stabilized phases of 
coronary atherosclerosis as distinct from acute coronary syn­
dromes. Throughout this document, we have chosen to use 
the term CIHD. 
While this document addresses CIHD, a critical question is, 
when the acute phase transitions to the chronic phase. The 
acute coronary syndromes are characterized by plaque rup­
ture or erosion, acute thrombus formation, and dynamic co­
ronary obstruction, with immediate priorities centered on 
urgent or emergent reperfusion. The transition to the chronic 
phase occurs when the acute thrombotic process has resolved 
and the patient enters a period of relative pathophysiological 
stability, by convention, at 12 months following an acute co­
ronary syndrome, reflecting the observation that recurrent 
ischemic event rates plateau after approximately one year. Ho­
wever, the chronic phase is not synonymous with low risk, as 

the atherosclerotic process continues and previously stable 
plaques may become vulnerable. 
In CIHD, the focus shifts to adequate identification, risk stratifi­
cation and long­term secondary prevention and, when indica­
ted, coronary revascularization. Among the pillars of secondary 
prevention, antithrombotic therapy merits particular attention 
due to its complexity and evolving evidence base. Its selection, 
intensity, duration, and adaptations represent nuanced clinical 
decisions that are influenced by the balance between ischemic 
risk reduction and bleeding risks, specific co­morbidities, and 
time passed since the acute event, and sometimes occurs ear­
lier than the conventional 12 months. This document addresses 
the assessment and management of patients with CIHD, inclu­
ding the diagnosis and risk stratification, pharmacological the­
rapy, revascularization, specific clinical conditions, special 
populations, and long­term follow­up. 
 
 

Grading/recommendations  
 
Recommendations about benefits and harms were classified 
based on the consensus of the writing committee after review­
ing guidelines and available evidence. 
The categories of recommendations are intended to guide cli­
nicians globally, with flexibility to apply recommendations ac­
cording to local resources, clinical judgment, and patient 
needs. 
Based on the available evidence and consensus among the 
committee members regarding the risks and benefits of inter­
ventions, the recommendations were classified as Strongly 
Recommend (SR), Recommend (R), Suggest (Su), and Do Not 
Do (DND) (Table 1). 
 
 

Burden of ischemic heart disease 
 
IHD remains the leading global cause of death and disability. 
It is responsible for approximately 9 million deaths annually 
and affects an estimated 126 million people worldwide, ac­

https://icardioalliance.org/


counting for about 1.72% of the global population.4­6 This 
translates to a prevalence rate of approximately 1655 cases 
per 100,000 people, with trends consistently showing IHD as 
the dominant non­communicable cause of mortality for over 
two decades.4,7,8 
IHD has also an important socioeconomic burden.9 It is asso­
ciated with an increased risk of disability, and a 1.5­fold greater 
risk of unemployment.10 It is currently the leading contributor 
to disability­adjusted life years worldwide due to non­commu­
nicable diseases.6,8,11 By 2030, global prevalence is projected 
to exceed 1845 per 100,000, with forecasts suggesting a rise 
to 1917 per 100,000 in certain regions.5 This escalation is 
driven by the rising prevalence of cardiovascular risk factors,12­

14 but also due to aging of populations. 
The United Nations projected that the population over age 65 
will increase from 1 in 11 in 2019 to 1 in 6 by 2050,15 substan­
tially increasing the clinical and economic burden on health­
care systems. 
The financial impact of IHD is both direct and indirect. In high­
income countries, healthcare expenditures for IHD approach 
1­1.5% of Gross Domestic Product, while in low­ and middle­
income countries, up to 10% of health budgets are spent on 
cardiovascular disease care, with devastating consequences 
for household economics.9,16 
While IHD poses a significant global challenge, its burden varies 
widely by region. Eastern Europe bears a particularly heavy car­
diovascular burden,17 where socioeconomic and healthcare lim­
itations amplify lifestyle­related risk factors. In contrast, some 
regions in Asia and Africa are seeing evolving patterns marked 
by underdiagnosis, increasing exposure to risk factors and un­
dertreatment, resulting in an emerging epidemic.16,18­20 
Also, in IHD, sex disparities remain evident, with men experi­
encing a higher IHD prevalence (1786 per 100,000) than 
women (1522 per 100,000), though postmenopausal inci­
dence in women rises sharply.5 
Beyond these epidemiological trends, the burden of CIHD rep­
resents a particularly pressing challenge for healthcare sys­
tems. This burden arises from two main sources: the growing 
population of patients who survive after an Acute Coronary 
Syndrome (ACS) event and subsequently transition into CCS 
stage; and second, those who present de novo with CCS with­
out preceding ACS. 
 
 

Assessment of ischemic heart disease 
 
The assessment of suspected CIHD or CCS involves a compre­
hensive evaluation of clinical features, biomarkers, electrocar­
diogram, imaging and invasive approach in selected cases. 
Proper evaluation allows risk stratification, and directs further 
investigations, to improve symptoms, quality of life and car­
diovascular outcomes.3,21 
 
Clinical presentation 
 
The typical symptom of CIHD is chest pain, but only 10% to 

25% of patients undergoing functional or anatomical testing 
in contemporary cohorts, experience classic angina.22,23 Most 
individuals present with nonspecific symptoms, such as chest 
discomfort rather than pain, throat, arm, jaw discomfort, nau­
sea, exertional dyspnea, diaphoresis or fatigue. Classic angina 
is defined as substernal pressure triggered by exertion or emo­
tional stress that improves with rest or nitroglycerin. 
Women frequently report non­classical symptoms such as jaw 
pain, epigastric discomfort, nausea, or unexplained fatigue — 
leading to under recognition and delayed diagnosis.24 Risk 
scores (such as SCORE2, Pooled Cohort Equation, PREVENT) 
often underestimate cardiovascular risk in women. In older 
people, IHD may present with non­anginal symptoms, includ­
ing syncope, delirium, or breathlessness (Table 2). 
 
Biomarkers 
 
High­sensitivity cardiac troponin assays allow rapid exclusion or 
confirmation of myocardial injury and should be used to eva­
luate patients with suspected ACS. Creatine Kinase MB fraction 
may be useful in the suspicion of recurrent myocardial infarction 
in patients with recent myocardial infarction. This includes post­
procedural (percutaneous coronary intervention or coronary ar­
tery bypass graft surgery) myocardial infarction.25 Myoglobin is 
no longer recommended for diagnostic purposes. 
Reversible causes of ischemia such as anemia and hyperthy­
roidism should be evaluated. Lipid profile, creatinine, microal­
buminuria and glycemic indices (fasting glucose and HbA1c) 
should also be part of the routine blood workup in suspected 
IHD. Lipoprotein(a), which should be checked in adults once 
in a lifetime, is currently a marker that may help to identify pa­
tients at high risk of early­onset or severe atherosclerosis.26 
Markers of inflammation, such as high­sensitivity C­reactive 
protein, are associated with worse prognosis and may guide 
intensification of lipid­lowering therapy or consideration of 
anti­inflammatory treatment. Natriuretic peptides are useful 
for prognosis in patients with IHD and well as those with sus­
pected heart failure (Table 3). 
 
Rest and exercise electrocardiogram 
 
A resting 12­lead electrocardiogram (ECG) is fundamental in 
the evaluation of IHD and should be performed promptly 
within the first 10 minutes after the first medical contact in all 
patients with acute chest pain.27 ST­segment elevation or de­
pression, Q waves, conduction abnormalities or complex ven­
tricular arrhythmias may indicate ongoing ischemia or 
previous myocardial infarction. In patients with persistent 
symptoms and a nondiagnostic ECG, serial ECGs and/or pos­
terior leads (V7­V9), and/or right precordial leads may improve 
diagnostic yield when posterior myocardial infarction is sus­
pected.28 Exercise ECG is less sensitive and less specific for di­
agnosis but remains valuable for evaluating functional capacity 
and stratifying event risk.29 Its accuracy is reduced with base­
line ECG abnormalities or concurrent use of digitalis (ST­T ab­
normalities or left bundle branch block) (Table 4). 
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Non­invasive cardiac imaging 
 
Both anatomic and functional imaging play a fundamental role 
in the diagnosis of IHD. Coronary computed tomography an­
giography (CCTA) identifies coronary stenoses and atheroscle­
rotic plaque and is recommended for evaluating patients at 
low to intermediate risk. The SCOT­HEART trial confirmed the 
prognostic value of CCTA in CIHD,30 which can be comple­
mented by non­invasive fractional flow reserve (FFR) evalu­
ated by CCTA further to assess the hemodynamic significance 
of intermediate stenoses.  
Stress imaging [e.g., echocardiography, positron emission to­
mography (PET)/single­photon emission computed tomogra­
phy (SPECT), Cardiovascular magnetic resonance (CMR)] 
provides key data on myocardial perfusion, wall motion, and 
ischemia burden. All can be useful to detecting ischemia with 
non­obstructed coronary arteries (INOCA), but does not define 
the underlying endotype (e.g., microvascular vs vasospastic), 
when obstructive CAD has been ruled out. Test choice should 
consider availability, local expertise, pre­test probability, and 
patient characteristics (Table 5).  
 
Invasive assessment of chronic ischemic heart disease 
In IHD, invasive coronary angiography (ICA) is still the gold 
standard for coronary anatomy evaluation and may be prefer­
able in: 
1) Very high pre­test probability of obstructive CAD; 
2) High­risk patients with findings of poor prognosis: 

•    Severe left ventricular dysfunction 
•    Low­threshold angina or equivalent / Duke Treadmill 

score<­10,  
•    Complex ventricular arrhythmia 

3) High­risk patients after imaging testing 
•    significant ischemia in imaging methods 

1.   ≥3 of 16 segments with stress­induced hypokinesia 
or akinesia in stress echocardiography 

2. area of ischemia ≥10% of the LV myocardium in 
stress SPECT or PET 

3. ≥2 of 16 segments with stress perfusion defects or 
≥3 dobutamine­induced dysfunctional segments in 
stress CMR 

• CT showing left main disease with ≥50% stenosis, 
three­vessel disease with ≥70% stenosis, or two­vessel 
disease including the proximal  left anterior descending 
artery (LAD) with ≥70% stenosis, or one­vessel disease 
of the proximal LAD with ≥70% stenosis and FFR­CT 
≤0.8.  

4) Persistent symptoms related to IHD despite optimal med­
ical treatment  

5) Patients with inconclusive yet suspicious non­invasive 
tests. 

 
In CIHD context, physiological lesion assessment using FFR or 
instantaneous wave­free ratio (iFR) helps in the guidance of 
revascularization decisions and may lead to outcomes im­
provement.31,32 

In symptomatic patients with IHD and non­obstructive coronary 
arteries, ANOCA/INOCA should be considered, and — where 
available — coronary functional tests (e.g., coronary flow reserve, 
index of microvascular resistance, acetylcholine provocation) per­
formed by experienced operators are essential to identify mi­
crovascular and/or vasospastic mechanisms (Table 6). 
 
 

Treatment of chronic ischemic heart disease 
 
The management of CIHD relies upon multifaceted modifica­
tion of risk factors, pharmacotherapy, and revascularization 
where indicated. A stepwise evidence­based approach is criti­
cal to maximize prognosis, manage symptoms, and avoid dis­
ease progression. 
 
Lifestyle modification and preventive strategies 
 
In addition to disease modifying medication, lifestyle interven­
tions included in cardiac rehabilitation programs are the cor­
nerstone of IHD care. These programs include organized 
regimens of diet, physical activity, smoking cessation pro­
grams, and psychosocial support (to address depression, 
stress, social isolation…) which reduce cardiovascular events 
and improve quality of life. 
Diets rich in vegetables, fruits, legumes, nuts, whole grains, 
and lean protein, such as the Mediterranean diet (which also 
includes fish and olive oil), has been shown to provide consis­
tent cardiovascular benefit.33,34 Low sodium intake was asso­
ciated with lower risk of events in patients with CIHD,35 

particularly those with hypertension.36 Physical activity of 150­
300 minutes/week at moderate intensity or 75­150 
minutes/week at vigorous intensity is associated with a sub­
stantial reduction in mortality. Smoking cessation reduces the 
risk of premature death by over one­third. Alcohol consump­
tion should be stopped or restricted to maximally recom­
mended thresholds for males and females. 
Behavioral interventions, included in cardiac rehabilitation 
programs, are critical to sustaining lifestyle change. Mobile 
health tools and structured education may improve adher­
ence and outcomes. Influenza vaccination should be recom­
mended to all patients with IHD37­39 (Table 7 and Figure 1). 
 
Risk factor management 
 
Diabetes mellitus 
 
Patients with IHD and type 2 diabetes mellitus are at ele­
vated risk for recurrent cardiovascular events. Treatment 
should include agents with demonstrated cardiovascular 
benefit, particularly sodium­glucose cotransporter­2 (SGLT2) 
inhibitors and glucagon­like peptide­1 (GLP­1) receptor ago­
nists alongside glycemic control.40­42 SGLT2 inhibitors and 
GLP­1 receptor agonists reduce the risk of cardiovascular 
events, hospitalizations with heart failure, and progression 
of renal dysfunction, independent of glycemic targets.43 
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Lipid management 
 
A low­density lipoprotein cholesterol (LDL­C) goal <1.4 
mmol/L (55 mg/dL) and at least a 50% reduction from base­
line are recommended in patients with established IHD. High­
intensity statin therapy is the first­line treatment, with or 
without ezetimibe, where available and accessible.44,45 The 
addition of proprotein convertase subtilisin/kexin type 9 
(PCSK9) inhibitors should be considered if targets are 
unmet,46,47 based on further risk reduction with these drugs. 
Bempedoic acid can also be considered in this context. Fol­
low­up after initiation or change in treatment should at least 
after 1 month to assess the goal achievement (and tolerabil­
ity). Icosapent ethyl (2 grams twice daily) may be used in pa­
tients with IHD and hypertriglyceridemia (>150 mg/dL).48 For 
statin­intolerant patients bempedoic acid (preferably with 
ezetimibe to achieve LDL­C goal) should be considered.49 
 
Hypertension 
 
Blood pressure targets are generally set at <130/80 mmHg 
for most patients with IHD. First­line agents include An­
giotensin Converting Enzyme Inhibitors (ACE­I) or an­
giotensin receptor blockers, often combined with 
dihydropyridine calcium channel blockers or thiazide/thi­
azide­like diuretics in single­pill combination should be pre­
ferred to improve adherence. Beta­blockers can be important 
in patients with prior myocardial infarction with incomplete 
revascularization or in those with heart failure with reduced 
ejection fraction. 
 
Inflammation  
 
Inflammation plays a central role in atherogenesis and car­
diovascular events. Targeting residual inflammatory risk, sev­
eral clinical trials have explored therapies that reduce 
inflammatory activity independent of lipid­lowering. 
Canakinumab, a monoclonal antibody against interleukin­1β, 
demonstrated reduced cardiovascular events in the CANTOS 
trial but has not been commercialized for this indication.50 

Low­dose colchicine reduced cardiovascular events in trials 
such as COLCOT and LoDoCo2,51,52 making it a feasible anti­
inflammatory option in secondary prevention, despite the 
absence of benefits in the CLEAR trial post­MI (Table 8 and 
Figure 2).53 
 
Antianginal and antithrombotic therapy 
 
The primary goals of pharmacologic therapy in IHD are symp­
tom improvement, improvement of quality of life, and pre­
vention of adverse cardiovascular events. 
 
Antianginal therapy 
 
The conventional approach to antianginal therapy has fol­
lowed a hierarchical, stepwise model using first­line agents 

(beta­blockers, calcium channel blockers) and second­line 
drugs (long­acting nitrates, nicorandil, ranolazine, ivabradine, 
trimetazidine). This hierarchical approach does not reflect 
the differences of efficacy of the antianginal drugs in cardio­
vascular outcomes. Therefore, medical therapy with antiang­
inal drugs in CIHD should be individualized based on 
patient­specific factors, and flexibilized according to aspects 
such as the hemodynamic profile (blood pressure, heart 
rate), comorbidities (notably heart failure or atrial fibrilla­
tion), concomitant medications (considering drug interac­
tions; for example ranolazine prolongs modestly the QT 
interval and caution is warranted when used with other QT­
prolonging drugs, despite the safety and efficacy of ra­
nolazine in the arrhythmic profile), patient preferences and 
the underlying pathophysiology of ischemia.54 In fact, differ­
ent endotypes of ischemia require different treatments. 
Local drug availability should also be considered. The use of 
fixed­dose combinations is encouraged to improve adher­
ence and clinical outcomes (Table 9). 
 
Antithrombotic therapy 
 
Antiplatelet therapy with low­dose aspirin (75­100 mg daily) 
or clopidogrel (75 mg) is recommended for all IHD patients 
without an indication for oral anticoagulation or for dual an­
tiplatelet therapy (DAPT).55 
Standard DAPT regimens with aspirin and a P2Y12 inhibitor 
(ticagrelor, prasugrel, or clopidogrel) should be given for 12 
months after myocardial infarction, but can be shorter or 
longer, depending on bleeding vs. ischemic risk. In CIHD the 
recommended DAPT duration is 1­3 months for high bleeding 
risk, 6 months for standard risk, and ≥12 months for high is­
chemic risk.21,56 Extended DAPT beyond 12 months using as­
pirin with clopidogrel, ticagrelor, or adding rivaroxaban (2.5 
mg twice daily) to aspirin should be considered in high is­
chemic risk patients without elevated bleeding risk. 
De­escalation therapies should be considered in patients at 
high bleeding and low ischemic risk. These include switching 
from ticagrelor or prasugrel to clopidogrel, also the reduction 
of prasugrel from 10 mg to 5 mg, or ticagrelor 90 mg twice 
daily after 1­3 months and continuation for 12­15 months as 
monotherapy without aspirin (Table 10 and Figure 3). 
 
Revascularization: percutaneous coronary  
intervention and coronary artery bypass  
graft surgery 
 
Revascularization may be required for symptom relief, for 
prognostic improvement, or both. The decision between 
medical therapy alone, percutaneous coronary intervention 
(PCI), or CABG should be based on symptom burden, is­
chemia burden and/or anatomical complexity of coronary le­
sions, as well as individual risk factors such as frailty or 
patients’ preferences. 
PCI is preferred in single­ or two­vessel disease without dia­
betes. In contrast, CABG provides better outcomes in pa­
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tients with diabetes, multivessel disease, and/or high SYNTAX 
scores.57­59 CABG has also shown long­term improvement of 
survival compared to optimal medical therapy in patients 
with multivessel disease and Left Ventricular Ejection Frac­
tion (LVEF) ≤35%.58 
Functional lesion assessment using FFR or iFR along with in­
travascular imaging are useful in the selection of lesion and 
PCI optimization.60­62 
A Heart Team approach is recommended for complex cases. 
SYNTAX score II (preferably SYNTAX score II 2020) may be 
considered as an adjunct to integrate clinical and anatomic 
factors, facilitate individualized risk communication, and sup­
port shared decision­making (Table 11). 
 
 

Specific clinical conditions in ischemic heart 
disease 
 
Heart failure and chronic ischemic heart disease 
 
Heart failure (HF) resulting from IHD is a leading cause of 
morbidity and mortality, responsible for approximately 50% 
of all HF cases in industrialized countries. Contributing mech­
anisms include prior myocardial infarction resulting in loss of 
viable tissue, as well as chronic ischemia leading to hibernat­
ing myocardium. 
Echocardiographic classification based on LVEF distinguishes 
HF with reduced EF (HFrEF<50%) and HF with preserved EF 
(HFpEF >or =50%). (see also updated 2026 Global Guidelines 
on Heart Failure.)  
Clinical evaluation includes assessment of symptoms, meas­
urement of biomarkers (e.g., natriuretic peptides), imaging in­
cluding echocardiography and may include other modalities 
such as PET/SPECT, CMR, coronary CTA, or invasive coronary 
angiography. Further guidance on heart failure management 
is available in disease­specific guidelines (Table 12).63,64 

 
Microvascular angina, vasospastic angina, and ischemia 
with non­obstructive coronary arteries 
 
Ischemia with Non­Obstructive Coronary Arteries (INOCA) in­
cludes microvascular angina and vasospastic angina. These 
syndromes are more prevalent in women, associated with 
significant symptoms and an unfavorable prognosis.65,66 
Pathophysiology involves coronary microvascular dysfunction 
and/or epicardial coronary artery spasm. Diagnosis requires 
invasive coronary functional testing or non­invasive stress im­
aging with coronary flow reserve assessment, which can be 
assessed using stress CMR, PET and stress echo (Table 13). 
 
Refractory angina 
 
Refractory angina is characterized by persistent chest pain 
lasting longer than three months, caused by myocardial is­
chemia that does not respond adequately to optimal medical 

therapy or revascularization. It may result from obstructive 
coronary artery disease or INOCA. Emerging treatment 
strategies from small trials and/or registries include en­
hanced external counterpulsation (EECP), coronary sinus re­
ducer devices, spinal cord stimulation and extracorporeal 
cardiac shock wave therapy (CSWT),67­73 available in limited 
specialized centers (Table 14). 
 
Other specific conditions 
 
Atrial fibrillation 
 
AF frequently coexists with coronary disease, complicating 
symptom interpretation and increasing thromboembolic risk. 
Coronary artery stenosis exceeding 50% luminal obstruction 
attributes 1 point to the CHAD2S2­VA score and adds to the 
thromboembolic risk. Rate or rhythm control strategies 
should be individualized based on LVEF, symptoms, and co­
morbidities. Anticoagulation is essential for stroke preven­
tion, and single antiplatelet therapy should be discontinued 
if anticoagulation is initiated.74 
 
Chronic kidney disease 
 
Chronic kidney disease (CKD) patients are at high risk of both 
ischemic and bleeding events. PCI should not be withheld 
solely due to contrast­induced nephropathy risk. Hydration 
and procedural planning are important to minimize nephro­
toxicity. The volume of contrast material should be mini­
mized in ICA for diagnosis or intervention purposes. The risks 
associated with an early invasive strategy were highlighted 
in the ISCHEMIA­CKD study. Patients with advanced kidney 
disease and moderate or severe ischemia on stress testing, 
undergoing early invasive strategy, showed an increased risk 
of stroke and death or initiation of dialysis, without improv­
ing the risk of death or myocardial infarction.75 

 
Cancer 
 
Cancer therapies may increase cardiovascular risk. A multidis­
ciplinary cardio­oncology approach is essential to balance can­
cer treatment with IHD management, particularly in cases of 
cardiotoxicity or thrombotic risk.76 
 
HIV 
 
Individuals living with HIV have an increased risk of cardiovas­
cular disease, partially due to antiretroviral therapy impact on 
lipid profiles. When prescribing statins, clinicians should 
choose agents with minimal drug interactions, acknowledging 
that protease inhibitors have strong interference with cy­
tochromes, i.e. CYP3A4. Simvastatin and lovastatin are con­
traindicated in this setting. Pitavastatin showed favorable 
results in the primary prevention setting,77 but atorvastatin or 
rosuvastatin may be used at the maximum dose allowed and 
tolerated by the protease inhibitors regimen, along with eze­
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timibe and/or PCSK9 inhibitors if required to achieve and max­
imize LDL­C goals. When relevant, icosapent ethyl may have a 
role in the prognosis improvement with residual hypertriglyc­
eridemia. When antiplatelet therapy with P2Y12 inhibitors is 
required, prasugrel, differently from clopidogrel and ticagrelor, 
does not have relevant interactions with protease inhibitors. 
 
High Bleeding Risk 
 
Validated bleeding risk scores (e.g., PRECISE­DAPT, ARC­HBR) 
should guide antithrombotic therapy. In high­risk patients, 
DAPT duration may need to be shortened. A proton pump in­
hibitor (PPI) should be considered to reduce gastrointestinal 
bleeding risk (Table 15). 
 
 

Special considerations in chronic ischemic 
heart disease 
 
Certain populations require individualized assessment and 
therapy in the management of CIHD. Women and older/frail 
adults often have diagnostic delays, suboptimal treatment pat­
terns, and increased procedural risks. This section provides 
guidance to optimize care in these groups. 
 
Women: addressing under recognition,  
delayed diagnosis and undertreatment 
 
Despite significant advancements in cardiovascular medicine, 
women with CIHD continue to be underdiagnosed and under­
treated. Cardiovascular disease remains the leading cause of 
death among women worldwide, yet gender­based disparities 
persist in both diagnosis and treatment of the disease.78 These 
gaps arise not only from biological differences but also from 
systematic biases in clinical evaluation. 
The clinical presentation of CIHD in women more frequently 
diverges from the classical pattern of exertional chest pressure 
seen in men. Women commonly report breathlessness, fa­
tigue, epigastric discomfort, or pain radiating to the neck or 
jaw.21,79­81 Emotional stress, more than physical exertion, is a 
frequent trigger. The symptoms experienced by women are 
often misattributed to anxiety, gastrointestinal disorders, or 
musculoskeletal pain, leading to diagnostic delays and late ini­
tiation of treatment. The more frequent absence of obstruc­
tive CAD must not be mistaken for the absence of CIHD. 
Treatment disparities include lower use of evidence­based 
medications such as antiplatelets, statins, beta­blockers, and 
ACE­I.82 Women are also less likely to be referred to cardiac re­
habilitation programs. Differences in body composition and 
drug metabolism may further impact treatment effectiveness 
and side effect profiles. 
Addressing these disparities requires a tailored, sex­specific 
approach. Comprehensive symptom assessment should rou­
tinely include non­classic features. When non­obstructive 
findings are present, functional testing may help uncover mi­

crovascular disease. Personalized risk assessment must inte­
grate female­specific risk factors to optimize outcomes and 
close the care gap, such as history of hypertensive disorders 
of pregnancy (preeclampsia/eclampsia), gestational dia­
betes, premature menopause, in addition to consideration 
of female predominant conditions, like autoimmune diseases 
(Table 16).83 
 
Older people and frail patients 
 
The ongoing demographic shift toward an aging population 
has significantly influenced cardiovascular care. Adults aged 
75 and older now represent the most rapidly expanding group 
among those living with chronic coronary syndromes. Manag­
ing ischemic heart disease (IHD) in this population presents 
unique challenges due to a higher burden of comorbidities, di­
minished physiological reserves, and increased vulnerability 
to risks associated with both diagnostic evaluations and ther­
apeutic procedures. Frailty—marked by reduced strength, en­
durance, and physiological function—commonly coexists with 
cardiovascular disease and affects over 25% of patients with 
established IHD.84,85 
Older adults often present with non­classic or atypical mani­
festations of myocardial ischemia. Rather than typical angina, 
symptoms may include dyspnea, fatigue, confusion, delirium, 
or functional decline. Silent ischemia is also more prevalent, 
particularly in individuals with diabetes or prior infarction. 
Cognitive impairment may limit symptom reporting and affect 
adherence, further complicating assessment. 
A key principle in managing older patients is individualized 
care, guided by life expectancy, comorbidities, procedural risk, 
and patient preferences. Frailty assessment tools and compre­
hensive geriatric assessment (CGA) can inform decision­mak­
ing, particularly regarding revascularization. CGA evaluates 
medical, functional, cognitive, psychological (depression and 
dementia), nutritional, and social domains, and has been 
shown to improve prognostication and care planning. 
Despite these complexities, older adults with IHD can benefit 
from medical therapy and revascularization—provided risks 
are carefully weighed and management aligns with patient­
centered goals. 
Older people have increased bleeding risk, especially during 
dual antiplatelet therapy (DAPT). Shorter DAPT durations (1­3 
months) may be preferred when ischemic risk is low and blee­
ding risk is high. Clopidogrel might be chosen over more po­
tent agents in these circumstances.21,56 
Use of PPIs is recommended during DAPT to reduce gastroin­
testinal bleeding (Table 17). 
 
 

Follow­up of patients with chronic ischemic 
heart disease 
 
Long­term follow­up plays a crucial role in the management 
of patients with CIHD, supporting sustained risk reduction, 
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treatment adherence, and the early detection of clinical dete­
rioration. A structured, personalized approach to follow­up en­
hances clinical outcomes, promotes quality of life, and helps 
optimize healthcare resource utilization. 
The primary goals of follow­up in patients with CIHD are: 
• Evaluate new symptoms onset, or symptoms progression. 
• Detect complications or recurrence of ischemic events. 
• Ensure adherence to pharmacologic therapy and lifestyle 

modifications. 
• Reinforce secondary prevention, including cardiovascular 

risk factor control. 
 
Maintaining all treatment goals, particularly the use of anti­
platelet drugs, smoking cessation, recommended LDL­C and 
blood pressure levels, is associated with better outcomes.86 
Follow­up should begin soon after the index event or diag­
nosis, typically within 6–8 weeks and continue at intervals 
tailored to the patient’s clinical stability and overall risk pro­
file. Those who have recently undergone revascularization, 
experience ongoing symptoms, or present with complex co­
morbidities may require more frequent and intensive moni­
toring. 
Each follow­up visit should include a detailed clinical history 
and physical examination, complemented by review of medi­
cations, symptom status, lifestyle adherence, and psychologi­
cal well­being. Serial ECGs and biomarker assessments may be 
indicated in specific contexts. Further diagnostic testing is war­
ranted when symptoms change, or with clinical suspicion of 
disease progression or new ischemia. 
A multidisciplinary approach involving primary care, cardio­
logy, rehabilitation, and allied health professionals improves 
continuity and outcomes. Communication between care levels 
is essential for managing transitions post­discharge and for tai­
loring care to the patient’s context. 
The use of electronic health records, structured care plans, 
and patient education tools enhances patient engagement, 
particularly in those with polypharmacy. Shared decision ma­

king should be utilized to improve treatment adherence and 
patient empowerment.  
Cardiac rehabilitation should be strongly encouraged, as it im­
proves exercise tolerance, medication adherence, psychosocial 
health, and survival. Despite these benefits, referral rates re­
main suboptimal, particularly among women, minorities, and 
older people. 
Patients should be periodically reassessed for ongoing needs 
for antianginal therapy, intensity of antithrombotic therapy, 
and possible de­escalation of pharmacologic regimens in light 
of evolving risk­benefit considerations. 
 
 
Conclusions 
 
These global guidelines from the iCardio Alliance provide com­
prehensive, resource adaptive recommendations for the as­
sessment, diagnosis, treatment, and follow up of CIHD. These 
guidelines are a consensus document that emphasize equity 
and patient­centered care across diverse healthcare settings. 
Application of guideline directed care globally has the poten­
tial to improve the outcomes of those living with this form of 
cardiovascular disease. Despite this aim, it is important to re­
cognize that several areas warrant prioritization in future CIHD 
research. Current evidence derives disproportionately from 
trials conducted in high­income countries, with underrepre­
sentation of women, older adults, and ethnically diverse po­
pulations; future studies must address this imbalance to 
ensure generalizability, as shown in a recent survey.87 Imple­
mentation science, examining how guidelines are adopted and 
sustained across diverse health systems, should equally be re­
garded as a research priority in its own right. 
Therefore, as science is evolving, the iCardio Alliance is com­
mitted to their regular review and to fostering the collabora­
tive global networks, with clinicians, researchers, patients, and 
policymakers, necessary to ensure that advances in CIHD care 
translate into meaningful and equitable reductions in its global 
burden. 
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Figure 1. Atherosclerotic Risk Factor Management in Ischemic Heart Disease.
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Figure 2. Antithromboic Therapy Recommendations in Ischemic Heart Disease.
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Figure 3. Lifestyle Recommendations for Ischemic Heart Disease.
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