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Commentary: The new ESC Guidelines for the diagnosis and man-
agement of chronic coronary syndromes

During the annual meeting in Paris, the ESC has released the new
2019 Guidelines for the diagnosis and management of chronic coronary
syndromes (CCS) [1] that will replace the 2013 Guidelines on stable cor-
onary artery disease [2]. The new terminology used (CCS) describes
more accurately, compared to the previous, the different clinical presen-
tations of the disease and is coherent with the term used to describe the
acute coronary syndromes.

The 2019 guidelines contain a number of new very positive is-
sues including the central role of non-invasive testing for myocar-
dial ischemia, the fact the optimal medical therapy remains
paramount, the importance of myocardial revascularization in pa-
tients non responsive to antianginal treatment etc. However, we
have also identified some limitations that will be discussed briefly
in this commentary.

1. Symptoms and diagnostic flowchart

The first issue is related to the pathophysiology of CCS. One of
the main breakthroughs in the past 3 decades has been the dem-
onstration of the multiplicity of mechanisms that can cause myo-
cardial ischemia [3]. Many patients with symptoms and signs of
myocardial ischemia have no evidence of obstructive coronary ar-
tery disease (CAD) and ischemia can be due to either epicardial
vasospasm or coronary microvascular dysfunction [4]. Nowhere
in the new guidelines, there is a description of the different path-
ophysiologic mechanisms leading to CCS. The lack of pathophysi-
ologic clarity translates into the description of symptoms and
the diagnostic flowchart. As opposed to patients with obstructive
CAD, that often report symptoms fulfilling the criteria for typical
angina, patients with vasospastic or microvascular disease present
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generally with atypical symptoms (rest pain, prolonged episodes,
poor response to nitrates etc.). These different presentations re-
flect different mechanisms of ischemia. Taking into account the
multiplicity of mechanisms of myocardial ischemia and the symp-
toms, one should design a diagnostic flowchart that helps to dis-
tinguish among the different groups of patients with CCS as the
one recently proposed by Kaski et al. [5].

2. Antianginal treatment

The second issue is related to pharmacological treatment. The 2019
Guidelines on pharmacological treatment of angina represent a clear
step forward relative to the 2013 edition particularly concerning the
recommendations on event prevention. Emphasis is on lifestyle modifi-
cations (including practical advice on smoking cessation — “5As” and diet),
on the use of proton-pump inhibitors as well as on antithrombotic ther-
apy. This last section, which closely resembles the 2017 update on dual
antiplatelet therapy in coronary artery disease (CAD) [6], is well de-
tailed and documented, dealing with patients in sinus rhythm, atrial fi-
brillation or post PCI and provides useful new indications on the
duration of dual antiplatelet therapy as well as on the preference of
NOACs over Warfarin.

Unfortunately, the same does not apply to the recommendations on
anti-ischemic drugs for patients with CCS. The previous Guidelines were
criticised for categorising antianginal drugs in first- and second-line
treatment without scientific evidence or relation to the underlying
pathophysiology of angina and patients' comorbidities [7-11]. The crit-
icism remains for the 2019 Guidelines, which, may cause even more
confusion. Here are just a few examples:

First, Beta Blockers (BB) and/or calcium channel blockers (CCBs)
continue to be first step (instead of first line!) treatment supported by
the highest level of evidence: 1A, a labelling which requires data from
multiple randomised clinical trials (RCT). However, the text says, “no
RCT to date has compared BB or CCBs to alternative strategies”. Further-
more, the two cited (old) studies supporting the 1A labelling also sug-
gest no superiority of BB or CCBs over the other anti-ischaemic drugs
in agreement with a recent (and not cited!) systematic review covering
50 years of medical treatment [12].

Second, long lasting nitrates have been, somehow, upgraded to sec-
ond line step, when a combination of the first step drugs is contraindi-
cated, poorly tolerated, or inadequate to control angina. Only after
having tried long lasting nitrates, should the other more contemporary
and better studied anti-ischaemic drugs be considered. It is not clear,
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nor explained anywhere in the text the reason for such an upgrade in
absence of any evidence.

Third, the laudable attempt to consider the patient's charac-
teristics (which was not present in the previous Guidelines) pro-
vides curious suggestions. When angina is associated with left
ventricular dysfunction or heart failure, BB are, correctly, indi-
cated as first step followed by long lasting nitrates, or Ivabradine
as a second step. Whilst the use of Ivabradine on top of BBs is
supported by two large CRT [13-15], there is no evidence at all
for long lasting nitrates! Once again, an unjustified upgrade.

Fourth, and more troublesome, is the suggestion in patients
with angina and high heart rate (>80 bpm) or those with angina
and low blood pressure (unfortunately not defined!) to add
Ivabradine (as a third step) to BB and non-dihydropyridines
(Verapamil and Diltiazem) CCBs which is a clear contraindication
from the results of a large (and cited!) RCT and is reflected in
ivabradine's EMA label.

These are just some of the most obvious examples, which, in
our opinion, should be immediately corrected to avoid confusion
and, in some cases, even malpractice. It is disappointing that the
authors of the 2019 Guidelines didn't decide to consider the pre-
vious suggestions to avoid hieratical algorithms for the use of
anti-ischaemic drugs. In the absence of evidence that one drug
is superior to another, it would have been better, as it was done
for the Hypertension Guidelines, to leave the choice of treatment
to the practitioner according to the pathophysiology of angina or
to the comorbidities of the patient.

3. Myocardial revascularization

The third issue is related to myocardial revascularization. It is
surprising that the 2019 Guidelines do not provide any table of
recommendations on myocardial revascularization. Although the
authors note in the text that “new data support a less restrictive
indication for revascularization in CCS as compared to previous
Guidelines”, in Fig. 9 they simply suggest to “consider revascular-
ization on top of medical therapy”, while for the discussion of the
best choice between revascularization modalities, PCI or CABG, for
individual patients, they refer readers to the 2018 ESC myocardial
revascularization Guidelines [16].

On the one hand this is wise as the evidence of a symptomatic and
prognostic advantage of myocardial revascularization in patients with
stable angina is rather flimsy [17] and we are waiting for the results of
long-waited ISCHEMIA trial which will shed new light on this important
issue [18]. On the other hand, it would have been perhaps better to give
a strong recommendation for myocardial revascularization in high risk
patients not enrolled in trials comparing optimal medical treatment vs
optimal medical treatment plus a percutaneous coronary intervention
and including patients with: symptoms refractory to anti-anginal treat-
ment; positive stress test at very low workload; left main stem disease,
low ejection reaction.

Another limitation of the 2019 Guidelines is lack of recommendation
on the diagnostic work up in patients who have persistence or recur-
rence of angina after PCIL. This is not a rare event as this occurs in
about one third of patients after apparently successful PCI and the
mechanisms of recurrence are multiple including structural and func-
tional causes [19].
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