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Previous recommendations from Polish experts in 
cardiology and emergency medicine regarding pre-
hospital treatment of patients with acute coronary syn-
drome [ACS] were published in 2017 [1] and updated 
in 2018 [2]. Their purpose was the practical application 
of the ESC guidelines in Polish reality. The third, suc-
cessive version of the recommendations, published 
in this issue of the Medical Research Journal [3] was 
developed taking into account the 2020 ESC guidelines 
for the management of ACSs in patients presenting 
without persistent ST-segment elevation (NSTE-ACS) 
[4] and requires some additional comment as it does 
not fully comply with the latter. We feel obliged to point 
out the differences in our position in relation to the ESC 
guidelines, emphasizing the sources of our criticism.

According to the guidelines, prasugrel should be 
considered in preference to ticagrelor for NSTE-ACS 
patients who proceed to PCI. This recommendation is 
solely based on the results of the ISAR-REACT 5 study 
[5]. Leaving aside serious objections regarding the 
methodology of this study, the authors of the ESC 
guidelines do not notice other scientific evidence that 
does not support the results of the ISAR-REACT 5 study 
[6–8].

This is particularly true for the results of a meta-anal-
ysis by Navarese et al. [9] summarizing the scientific 
evidence from all available randomized clinical trials and 
showing a significant mortality reduction for ticagrelor, 
but not for prasugrel in comparison with clopidogrel in 
patients with ACS. Thus, in our opinion, the preference 
for prasugrel over ticagrelor is not sufficiently supported 
by the evidence.

The ESC guidelines do not recommend routine 
pre-treatment with a P2Y12 receptor inhibitor in NSTE-
ACS patients in whom coronary anatomy is not known 
and an early invasive management is planned. To 
support this recommendation, the authors cited the 
ACCOAST trail [10], the SCCAR registry [11] and the 
ISAR-REACT 5 study [5]. However, analyzing these 
publications, we do not find sufficient evidence for such 
a recommendation. The ACCOAST trial demonstrated 
a lack of any ischaemic benefit for pre-treatment, but 
instead, a substantially higher bleeding risk with pras-
ugrel pre-treatment in 4033 patients with NSTE acute 
coronary syndromes and a positive troponin level who 
were scheduled to undergo coronary angiography with-
in 2 to 48 hours after randomization [10].  Nevertheless, 
according to prespecified subgroups analysis, pretreat-
ment in patients who received the LD of prasugrel earlier 
than the median delay (15 hours) a 24% reduction in 
the primary efficacy end-point occurrence (CV death, 
MI, stroke, urgent revascularization, or the need for 
rescue therapy with GP IIb/IIIa inhibitors through day 
7 after randomization) was observed, while no signifi-
cant increase in major bleeding rate was found in this 
subset of patients. In fact, the subset of patients who 
received pretreatment with prasugrel early was the only 
group with clear benefit in the ACCOAST trial [10]. In 
the SCAAR registry, pre-treatment with ticagrelor, pra-
sugrel, and clopidogrel in 64857 NSTE-ACS patients 
did not bring improvement in ischaemic outcomes, 
but was associated with a significantly increased risk 
of bleeding [11]. However, whether pre-treatment with 
P2Y12 receptor antagonists in selected subsets of pa-
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tients (early vs late treatment, high and very high risk 
vs low risk patients) is associated with improvement in 
clinical outcomes was not established in this study [11]. 

Finally, in the ISAR-REACT 5 study patients were 
pretreated with ticagrelor, but not with prasugrel, which 
does not allow for comparative assessment of the 
impact of pretreatment with these compounds at all. 
Thus, in our opinion, the recommendation to abandon 
pretreatment in NSTE-ACS patients is questionable.

According to the 2020 ESC guidelines, both ticagre-
lor and prasugrel exhibit a fast onset of action thereby 
allowing loading dose administration after diagnostic 
coronary angiography and directly before PCI [4]. How-
ever, the fast onset of action observed in stable patients 
was not confirmed in myocardial infarction patients, 
especially when concomitant treatment with opioids 
was applied [12–19]. Therefore, sufficient platelet inhi-
bition at the time of PCI cannot be expected in patients 
in whom the loading dose of ticagrelor or prasugrel 
was given after diagnostic coronary angiography and 
directly before PCI.

In the ESC guidelines, in P2Y12-inhibitor naive 
patients undergoing PCI cangrelor may be considered 
(class of recommendation IIb, level of evidence A) [4]. 
As much as this strategy seems attractive, sadly, it can-
not be applied in practice as cangrelor is not available 
yet in Poland [20–22].

Our position paper is a result of consensus care-
fully achieved after several months of discussions and 
debates within the author panel. On the one hand, it 
was our intention to incorporate the ESC guidelines 
as broadly as possible, on the other hand though, 
we remained critical in interpretation of the scientific 
evidence presented in these guidelines. In addition, 
we took into account the legal regulations specific for 
our country and aspects that are not described in the 
ESC guidelines [3].
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