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Abstract
Mortality from cardiovascular disease ranks first in Europe, exceeding the number of  deaths from cancer and lung 
disease. The increased mortality is due to ischemic heart disease, stroke, or other cardiovascular diseases. Mortality 
from ischemic heart disease is extremely high: 14% for women and 13% for men. In this context, it is very important 
to take the correct therapeutic approach to coronary syndromes, both through lifestyle changes and through drug 
therapy or interventional treatment. While interventional treatment plays a key role in acute coronary syndromes, 
maximum drug therapy is essential in chronic coronary syndromes.
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Introduction
Mortality from cardiovascular disease ranks 

first in Europe, exceeding the number of deaths 
from cancer, lung disease, or other pathologies: 
40% among women and 36% among men [1]. The 
increased mortality is due to ischemic heart dis-
ease, stroke, or other cardiovascular diseases. 
Mortality from ischemic heart disease is 14% for 
women and 13% for men [1]. In this context, it is 
very important to take the correct therapeutic ap-
proach to coronary syndromes, both through life-
style changes and through drug therapy, namely 
interventional treatment. While interventional 
treatment plays a key role in acute coronary syn-
dromes, maximum drug therapy is essential in 
chronic coronary syndromes (formerly known as 
exertional or stable angina pectoris). 

The goals of drug treatment are mainly to 
ease symptoms (especially angina attacks) and ex-
ercise-induced ischemia, which can be achieved 

with anti-ischemic meds. Quick relief from angina 
symptoms comes from fast-acting nitroglycerin 
treatments. Secondly, it is particularly important 
to prevent long-term (lifelong) cardiovascular 
events by prescribing medication with cardio-pro-
tective effects.

As emphasized, anti-ischemic medication 
aims to alleviate exercise-induced ischemia, i.e., 
to reduce the number of angina attacks. There are 
several drugs with proven antianginal effects; how-
ever, when selecting one or more classes of drugs, 
several factors must be considered: the patient’s 
profile and preferences, comorbidities, concomi-
tant medications, evidence of the drugs’ effective-
ness in secondary prevention, and their cost. There 
is no evidence that anti-ischemic medication can 
improve long-term cardiovascular outcomes, ex-
cept for beta-blockers, if administered within one 
year after an acute myocardial infarction [2]. Based 
on their mechanisms of action, different classes of 
antianginal drugs are indicated for patients with 
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chronic coronary syndromes of different cate-
gories: predominantly obstructive myocardial is-
chemia, vasospastic angina, or microvascular dys-
function [3]. 

For the vast majority of patients, beta-block-
ers and/or calcium channel blockers are indicated 
as first-line treatment. No randomized trials are 
comparing this strategy with the initial prescrip-
tion of another antianginal drug or a combination 
of beta-blockers and calcium channel blockers [4]. 
The results of a meta-analysis indicate that com-
bining beta-blockers and calcium channel block-
ers is beneficial for patients with chronic coronary 
syndromes [5]. The other drugs with anti-ischemic 
evidence (nitrates, ivabradine, nicorandil, ranola-
zine, trimetazidine) will generally be associated 
with this initial therapy – second-line medication. 
However, there are specific situations in which 
they can be administered from the first stage of 
treatment [6]. There are no studies evaluating the 
combination of beta-blockers or calcium channel 
blockers and a second-line anti-ischemic drug in 
terms of their effect on cardiovascular mortality 
and morbidity [7]. The response to initial antiangi-
nal therapy should be reevaluated 2–4 weeks after 
starting treatment.

Beta-blockers are the first-line medication in 
the treatment of chronic coronary syndromes due 
to their anti-ischemic properties and their abili-
ty to improve the prognosis of patients with this 
pathology. The heart rate should be maintained 
between 55–60 beats/minute. Beta-blockers can 
be administered in combination with dihydro-
pyridine calcium channel blockers to reduce the 
tachycardia induced by them. For the same pur-
pose, combination with nitrates is also beneficial. 
Administration in combination with verapamil 
or diltiazem should not be encouraged as it may 
cause worsening of heart failure, excessive brad-
ycardia, or the development of atrioventricular 
blocks. Beta-blockers are contraindicated in pa-
tients with sinus node dysfunction or atrioven-
tricular blocks and should be administered with 
caution in the presence of peripheral arteriopathy 
and chronic obstructive pulmonary disease.

In patients with recent myocardial infarction 
and those with chronic heart failure with reduced 
ejection fraction, beta-blockers have been associat-
ed with a significant reduction in mortality and/or 
cardiovascular events. In this category of patients, 
beta-blockers may be indicated for long-term use. 
Beta-blockers with evidence in chronic coronary 
syndromes are: metoprolol succinate, bisopro-
lol, and nebivolol. The 2024 European Society of 
Cardiology (ESC) Guidelines for the management 
of chronic coronary syndromes recommend the 
administration of this class of drugs for heart rate 
control and relief of angina symptoms, in com-
bination with or without calcium channel block-
ers—class IB recommendation [6].

Calcium channel blockers 
Calcium channel blockers have been shown 

to improve angina symptoms and relieve myocar-
dial ischemia, but they have not been reported 
to reduce cardiovascular morbidity or mortali-
ty parameters. They have the same indication as 
beta-blockers. They are first-line medications in 
chronic coronary syndromes and can be admin-
istered when there are contraindications for be-
ta-blockers or when the latter are not tolerated, 
or in combination with them.

Among dihydropyridine calcium channel 
blockers, nifedipine retard and amlodipine have 
the most evidence in chronic coronary syndromes. 
We must not forget that they also have important 
antihypertensive effects. Diltiazem also has signif-
icant antianginal effects. Diltiazem and verapamil 
are preferred in patients who also have supraven-
tricular tachycardia. We should emphasize that, 
except for amlodipine, calcium channel blockers 
are contraindicated in heart failure with reduced 
ejection fraction. 

Calcium channel blockers are the medication 
of choice in isolated vasospastic angina, where they 
improve symptoms, prevent ischemia and poten-
tially fatal complications—class IA indication [6].

Nitrates
Long-acting nitrates (isosorbide dinitrate, 

isosorbide mononitrate) are particularly indicated 
for the prophylaxis of angina attacks. They are sec-
ond-line medications for the relief of angina when 
initial therapy with beta-blockers or non-dihydro-
pyridine calcium channel blockers is contraindicat-
ed or not tolerated and cannot adequately control 
symptoms. This class should not be administered 
long-term because it can cause tolerance, result-
ing in decreased efficacy. It is therefore advisable 
to take a break with a lower dose or to tempo-
rarily stop taking nitrates to reduce tolerance to 
them. Nitroglycerin can be administered orally or 
transdermally via patches. Nitroglycerin adminis-
tered sublingually or as a spray has a rapid effect 
and should be administered during an angina at-
tack—class IB indication according to the 2024 ESC 
Guidelines for the management of chronic coronary 
syndromes [6]. The same guidelines emphasize that 
the administration of long-acting nitrates should be 
regarded as adjunctive therapy in patients with in-
adequate symptom control during treatment with 
beta-blockers and/or calcium channel blockers 
or as part of the initial treatment in appropriately 
selected patients (class IIa) [6]. Along with nitrates, 
they also have favorable effects in vasospastic angi-
na. Nitrates are not recommended for patients with 
hypertrophic cardiomyopathy or for use in combi-
nation with phosphodiesterase inhibitors.
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Other classes
Nicorandil, ranolazine, ivabradine, or tri-

metazidine should be considered as second-line 
treatment to reduce the frequency of angina epi-
sodes and improve exercise tolerance in patients 
who cannot tolerate or remain symptomatic un-
der treatment with beta-blockers and/or calcium 
channel blockers or long-acting nitrates. The fol-
lowing guidelines apply to this medication. Ivabra-
dine should be considered as add-on antianginal 
therapy in patients with left ventricular systolic 
dysfunction (LVEF <40%) and inadequate control of 
symptoms, or as part of initial treatment in prop-
erly selected patients – class IIaB [6]. Nicorandil 
or trimetazidine may be considered as add-on 
therapy in patients with inadequate control of 
symptoms while on treatment with beta-block-
ers and/or calcium channel blockers-class IIbB 
[6]. We should emphasize that ranolazine and 
trimetazidine are good options in the context of 
combined antianginal therapy in patients with low 
heart rate and/or low blood pressure [6].

Ivabradine should not be added to the treat-
ment plan in patients with chronic coronary syn-
dromes and an ejection fraction >40, in the ab-
sence of symptoms of heart failure. It should not 
be administered in combination with non-dihy-
dropyridine calcium channel blockers or other 
CYP3A4 inhibitors [6].

Secondary prevention medication
Undoubtedly, cardioprotective medication 

plays an extremely important role in the secondary 
prevention of cardiovascular disease. These are 
classes of drugs that have been proven to reduce 
the rate of cardiovascular events in patients with 
already diagnosed chronic coronary syndromes. 

Antiplatelet agents
There are currently over 20 drugs whose pri-

mary effect is the inhibition of platelet aggregation 
through various mechanisms of action. Of these, 
only aspirin, clopidogrel, prasugrel, and ticagrelor 
have proven antithrombotic and antiatherogenic 
effects in clinical trials.

Aspirin remains the main antiplatelet drug 
used for the prevention of cardiovascular events. 
It irreversibly inhibits platelet cyclooxygenase-1 
(COX-1) and thromboxane production. These ben-
eficial effects occur at doses ≥75 mg/day. As the 
dose increases, so does the risk of gastrointesti-
nal side effects. The optimal risk-benefit ratio is 
achieved at aspirin doses of 75–100 mg/day. It is 
recommended for all patients with chronic cor-
onary syndromes as long-term treatment [6]. As 
an alternative to aspirin therapy, clopidogrel can 

be used at a dose of 75 mg/day [6]. In patients 
requiring interventional therapy—percutaneous 
transluminal coronary angioplasty (PTCA)—dual 
antiplatelet therapy with aspirin and clopidogrel 
is required for 1–6 months, depending on the risk 
of bleeding, after which patients will be prescribed 
antiplatelet monotherapy, preferably with aspirin 
[6]. All these recommendations are class IA indica-
tions [6]. For patients with increased thrombotic 
risk, long-term therapy with two antithrombotic 
agents may be considered, as long as the risk of 
bleeding is not high – class IIa indication [6].

If patients with chronic coronary syndromes 
are also diagnosed with atrial fibrillation requiring 
oral anticoagulant therapy, long-term treatment 
will consist solely of oral anticoagulants (vitamin K 
antagonists or direct-acting anticoagulants) as an-
tithrombotic agents, without the addition of anti-
platelet agents—class I B recommendation [6]. For 
patients who require oral anticoagulants and un-
dergo interventional procedures, the combination 
of aspirin and clopidogrel for 1 to 4 weeks should 
be considered, followed by oral anticoagulant and 
clopidogrel for up to 6 months in patients with-
out increased ischemic risk and up to 12 months in 
patients with increased ischemic risk, followed by 
anticoagulant monotherapy [6].

Statins
All patients with chronic coronary syndromes 

should receive long-term therapy with potent 
statins (atorvastatin, rosuvastatin) at the maximum 
tolerated dose – class IA indication [6]. As these 
patients have a very high cardiovascular risk, the 
target values for LDL cholesterol are <55 mg/dl 
or a reduction of >50% from the initial value. The 
LDL cholesterol target becomes <55 mg/dl in the 
presence of recurrent atherosclerotic events. If 
these targets are not achieved, a combination with 
ezetimibe and then with a PCSK9 inhibitor will be 
used – class IA indications [6]. At the same time, 
for patients who do not achieve the LDL choles-
terol target with a maximum tolerated dose of 
statin and ezetimibe, combination therapy with 
bempedoic acid should be considered – a class 
IIa indication, with a level of evidence C [6]. For 
patients who are intolerant to statins and do not 
achieve their target with ezetimibe, combination 
with bempedoic acid is recommended—class IA 
indication [6].

Renin-angiotensin-aldosterone 
system inhibitors

Numerous clinical trials have demonstrated 
that angiotensin-converting enzyme inhibitors 
play a crucial role in reducing the incidence of 
major cardiovascular events. Therefore, this class 
of drugs may be indicated for all patients with 
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ischemic heart disease in the long term, unless 
contraindicated. In the case of chronic coronary 
syndromes, they will only be administered in the 
presence of comorbidities such as hypertension, 
diabetes mellitus, or heart failure—class IA indi-
cation [6]. However, if patients are at very high 
risk of developing cardiovascular events, they can 
be administered to all patients with this patholo-
gy—class IIa indication [6].

Due to its anti-inflammatory properties, 
low-dose colchicine (0.5 mg/day) may be recom-
mended for patients with chronic coronary syn-
dromes in the presence of atherosclerosis to re-
duce the risk of myocardial infarction, stroke, and 
revascularization procedures [6].

Sodium–glucose cotransporter 2 inhibitors 
have proven cardiovascular benefits and are rec-
ommended in patients with type 2 diabetes and 
chronic coronary syndromes to reduce cardio-
vascular events, regardless of the initial or target 
HbA1c value and regardless of concomitant hy-
poglycemic medication—class IA indication [6]. 
Glucagon-like peptide-1 receptor agonists cur-
rently have the same indication [6].

Finally, we would like to emphasize that in 
patients with chronic coronary syndromes and 
significant functional multivascular involvement, 
current evidence indicates the benefit of myocar-
dial revascularization (interventional treatment) 
over drug therapy for symptom relief, prevention 
of spontaneous myocardial infarction, and reduc-
tion of cardiovascular mortality over a long fol-
low-up period [6]. 

Table 1 summarizes the recommendations for 
the main classes of anti-ischemic drugs in chronic 
coronary syndromes.

Conclusion
In chronic coronary syndromes, optimal an-

ti-ischemic drug therapy and secondary preven-

tion play a key role in the therapeutic approach to 
this category of patients. Only if these medications 
fail to control the patients’ symptoms and there is 
significant functional multivascular involvement 
will interventional treatment be used.
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