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Introduction

The EURECA registry showed that 2019 ESC guideline adoption (GA) for management of
Chronic Coronary Syndromes is suboptimal regarding the use of diagnostic tests. The present sub-
analysis compared Italian cohort (IC) versus non-Italian cohorts (NIC) and explored Italian regional
differences.
Methods

Patients were grouped into NIC and IC, this further stratified in Northern, Central, and
Southern regions. GA was assessed for the choice of first diagnostic test (Endpoint-A) and for the
overall diagnostic pathway (Endpoint-B). Quality-of-life, additional diagnostic test and MACE were
assessed at 6-month.
Results

Among 4,262 patients, 38.4% (1,636) were enrolled in Italy (May-2019/March-2020). GA
was suboptimal in both cohorts but higher in Italy (p<0.001 for Endpoint-A and -B). In IC vs. NIC
exercise-ECG and coronary-CT-angiography were used more frequently (39.6% vs. 25.5%, 35.0%
vs. 20.2%; p<0.001) while stress-imaging and invasive coronary angiography (ICA) were less used
(39.4% vs. 45.9%, 22.9% vs. 34.5%; p<0.001 for both). Exercise-ECG and ICA remained the main
drivers of non-GA in both cohorts. Final diagnosis of obstructive-CAD was less frequent in IC than
NIC (19.9% vs. 26.9%; p<0.001), with similar rate of ischemia detection (19. % vs. 18.9%; p=0.74)
and revascularization (12.8% vs. 14.0%; p=0.27). GA, obstructive-CAD, ischemia, treatment changes
and revascularizations were low in Italian-southern region. Six-month MACE was low and not
associated with GA in both cohorts.
Conclusions

The rate of GA was higher in IC as compared with the NIC but still suboptimal, especially in

Italian-southern region. Non-GA was mainly driven by exercise-ECG and ICA as first test use.

INTRODUCTION

In contemporary clinical practice, the recommendations outlined in the 2019 ESC Guidelines
in term of diagnostic tests for the diagnostic assessment of Chronic Coronary Syndromes (CCS) (1)
have not been fully implemented, as evidenced by findings from the EURECA registry (2). Non-
adoption of these recommendations has been associated with a higher proportion of invasive coronary
angiographies (ICA), accompanied by a lower diagnostic and therapeutic yield of these procedures.
In addition, it has been linked to a greater use of downstream diagnostic testing and a shorter time to
late revascularization during follow-up (2). Multiple factors may have influenced this diagnostic
landscape, given also the heterogeneity of healthcare systems across the 24 countries participating in
the EURECA registry. Whether the large proportion of patients enrolled in Italy (38.4% of the study
population) may have substantially influenced the findings of the EURECA registry remains to be
explored. Thus, sub-analysis aimed to assess differences in the adoption of the 2019 ESC guideline
recommendations for the use of non-invasive and invasive imaging modalities between the Italian
cohort and the non-Italian cohort. In addition, we explored regional variations within Italy to identify
potential geographic disparities in the diagnostic and therapeutic management of CCS.

METHODS



From the overall EURECA study population, we included patients with stable symptoms
(angina, chest discomfort, or dyspnea), with or without known coronary artery disease (CAD),
referred for elective diagnostic evaluation, who had complete 6-month follow-up and available data
on guideline adoption. Study design and inclusion/exclusion criteria have been previously reported
(2). The study population was divided into two cohorts: patients enrolled in Italian centers (Italian
cohort) and those enrolled in other ESC member or affiliated countries (non-Italian cohort). The
Italian cohort was further stratified by geographic area (Northern, Central, and Southern Italy).
Diagnostic evaluation and patient management were performed according to local clinical practice at
each enrolling center. Patients were stratified by previous CAD and pre-test probability (PTP), as in
the main study. Six-month follow-up included quality-of-life (QoL) assessment, need for additional
diagnostic testing, and major adverse cardiovascular events (MACE), defined as cardiac death, non-
fatal myocardial infarction, late coronary revascularization, or hospitalization for unstable/recurrent
angina or heart failure.

The primary objective of this ancillary analysis was to compare the rate of adoption of the
2019 ESC guideline recommendations for the use of non-invasive and invasive imaging in patients
with known or suspected CCS, between the Italian and non-Italian cohorts and across geographical
regions within Italy. Guideline adoption was assessed using two complementary endpoints: Endpoint
A, reflecting concordance between the initial diagnostic test and guideline recommendations based
on clinical presentation and pre-test probability; and Endpoint B, reflecting adherence across the
entire diagnostic pathway, including the use of additional imaging tests (2).

The secondary objective was to compare Italian and non-Italian cohorts in terms of major
adverse cardiovascular events (MACE) and their individual components during follow-up, as well as
changes in medical therapy, quality of life (QoL), need for additional diagnostic testing, and
symptoms.

Statistical Analysis

Continuous variables were compared using the Kruskal-Wallis test, and categorical variables
using the chi-square test or Fisher’s exact test, as appropriate. Multinomial logistic regression with
backward selection—including center characteristics, patient demographics, clinical variables,
quality-of-life scores, and diagnostic test results—was used to identify factors associated with
treatment strategies. Cox proportional hazards models were applied to assess the association between
these variables and the risk of adverse events. Variables with a P-value <0.05 were retained in the
final multivariable models. All analyses were performed using SAS software (version 9.4; SAS
Institute Inc., Cary, NC, USA).

RESULTS
Study population

Among the 5,156 patients enrolled in the main study, 4,262 completed the 6-month follow-
up and were included in this analysis. Of these, 1,636 (38.4%) were enrolled in Italian centers and
2,626 (61.6%) in non-Italian centers. The Italian cohort was further stratified into Northern (52.9%),
Central (25.7%), and Southern (21.4%) regions.

Baseline characteristics are summarized in Table 1 and Supplementary Tables 1A—C. Clinical
profiles were broadly similar between cohorts. Most patients had a pre-test probability (PTP) >15%
(68.3% vs. 68.0%), whereas only a minority had PTP <5% (4.5% vs. 5.9%). Previous CAD was
present in 27.2% vs. 26.1% of patients, and reduced LVEF (<50%) in 4.2% vs. 5.6% (Table 1).
Compared with the non-Italian cohort, patients in Italy were older (64.8£11.1 vs. 62.7+11.3 years,
p<0.001), more frequently male (64.5% vs. 57.0%, p<0.001), and had a lower prevalence of major
cardiovascular risk factors, including diabetes (18.2% vs. 23.5%), and obesity (22.6% vs. 31.4%) but
a higher prevalence of smoking (47.4% vs. 38.8%), (Table 1). Across both cohorts, the burden of risk
factors increased with higher PTP and was greatest in patients with reduced LVEF and/or previous
CAD. Medical therapy was generally less intensive in the Italian cohort, with lower use of beta-



blockers (43.8% vs. 50.1%), calcium channel blockers (16.7% vs. 25.5%), nitrates (2.3% vs. 10.6%),
and diuretics (15.4% vs. 19.4%), while RAAS inhibitor use was similar (Supplementary Tables 2A—
B). Atypical angina was more frequent in Italy (64.4% vs. 49.3%), whereas typical angina was less
common (16.8% vs. 32.3%, p<0.001).

Within Italy, regional differences were observed: patients from Central Italy were older and
had a higher prevalence of cardiovascular risk factors, along with a higher frequency of atypical
symptom presentation (Supplementary Tables 1A-C).

Use of imaging tests and test results

The use and results of exercise ECG, coronary CT angiography (CTCA), stress imaging, and
invasive coronary angiography (ICA) are summarized in Figure 1 and Supplementary Tables 4A-B.
Compared with the non-Italian cohort, the Italian cohort showed a distinct pattern of test utilization.
Exercise ECG was performed more frequently in Italy (39.6% vs. 25.5%), particularly in patients
with low PTP (64.9% vs. 46.2% for PTP <5% and 50.1% vs. 29.3% for PTP 5-15%), but remained
widely used even in higher-risk subgroups. Among non-invasive imaging modalities, CTCA was
more frequently used in the Italian cohort (35.0% vs. 20.2%) and was also applied in patients with
previous CAD (24.6% vs. 9.7% in those with preserved LVEF), unlike in the non-Italian cohort. In
contrast, stress imaging was less frequently performed in Italy (39.4% vs. 45.9%), mainly due to
lower use of SPECT (18.2% vs. 28.0%) and stress echocardiography (15.6% vs. 17.3%). Advanced
techniques such as stress CMR (3.8% vs. 0.1%) and CT perfusion (1.8% vs. 0.2%) were more
frequently used in Italy, although in a small proportion of patients. ICA was less frequently performed
in Italy overall (22.9% vs. 34.5%) and much less often used as a first-line test (6.2% vs. 24.8%).
Invasive functional assessment (FFR/iFR) was infrequently adopted in both cohorts (8.3% vs. 6.3%
and 1.1% vs. 1.7%, respectively). The prevalence of high-risk findings was similar across most non-
invasive modalities, although higher for CTCA in the Italian cohort (5.6% vs. 2.1%). Consistently,
obstructive CAD at ICA was less frequently detected in Italy (11.9% vs. 15.7%). Across both cohorts,
the use of imaging modalities and the prevalence of abnormal findings increased with higher PTP,
reduced LVEF, and prior CAD.

Within Italy, marked regional differences were observed. Exercise ECG was most frequently
used in Southern Italy (64% vs. 33% and 32.8% in Northern and Central regions), whereas CTCA
use was highest in Northern Italy (46.7% vs. 28.3% and 14.0% in Central and Southern regions),
particularly among patients with prior CAD. Stress imaging was more commonly used in Central
Italy, while ICA was more frequently performed in Central regions (33% vs. 19.8% and 18.6%) and
more often used as a first-line test in Southern Italy (12.6% vs. 3.4% and 6.7%).

Adoption of ESC guideline recommendations and effects on initial patient management

Results for guideline adoption are summarized in the Central Illustration. Compared with the
non-Italian cohort, guideline adoption was higher in the Italian cohort, both for the initial diagnostic
test (Endpoint A: 69.9% vs. 62.3%, p<0.001) and for the overall diagnostic pathway (Endpoint B:
62.1% vs. 57.0%, p<0.001). In both cohorts, adherence was highest in patients with intermediate PTP
(5-15%) and lower in those with PTP >15% or reduced LVEF, particularly in patients with LVEF
<50% and known CAD. Low adherence was also observed in patients with PTP <5%, in whom no
further testing is recommended.

Determinants of guideline adoption in the Italian cohort were consistent with those observed
in the overall population (Figure 2). Integrated stress imaging was the strongest independent predictor
of guideline-concordant management (adjusted OR 7.13, 95% CI 4.76-10.67; p<0.001), followed by
female sex (adjusted OR 2.06, 95% CI 1.55-2.73; p<0.01). In contrast, invasive coronary
angiography (adjusted OR 0.30, 95% CI 0.22-0.42; p<0.001) and exercise ECG (adjusted OR 0.27,
95% CI1 0.18-0.40; p=0.001) were independently associated with lower adherence, while CTCA was
not significantly associated (adjusted OR 1.34, 95% CI 0.86-2.09; p=0.193).



Within Italy, adoption rates for both Endpoint A and Endpoint B were lower in Southern
regions compared with Central and Northern areas, with no significant regional differences in the
determinants of adherence.

Adoption of ESC guideline recommendations and follow-up

Follow-up duration was similar in the Italian and non-Italian cohorts (median 185.5 [IQR 72]
vs. 183 [IQR 56] days). During 6-month follow-up, MACE occurred less frequently in the Italian
cohort (1.8% vs. 3.1%, p=0.007). However, MACE incidence did not differ according to guideline
adoption in either cohort. Time to first MACE was longer in the Italian cohort (p<0.001), without
significant differences according to guideline adherence. No significant differences were observed
between cohorts for the composite endpoint of cardiac death and non-fatal myocardial infarction. All-
cause death was rare but differed between groups (1 vs. 11 events, p=0.036), and hospitalizations for
other cardiac causes were less frequent in the Italian cohort (15 vs. 66 events, p<0.001). Time to late
coronary revascularization was longer in Italy (197 vs. 99 days, p<0.001), particularly in Central and
Southern regions (p=0.001). Patients in the Italian cohort reported higher quality-of-life scores at
baseline and at 6 months (p<0.001), and a greater proportion reported symptom improvement (72%
vs. 59.6%, p<0.001). Improved symptoms were associated with guideline adherence in the non-Italian
cohort (p<0.05), but not in the Italian cohort (p=0.12). The rate of additional imaging during follow-
up was similar between cohorts (3.2% vs. 4.0%, p=0.182), although in the non-Italian cohort it was
lower among patients managed according to guideline recommendations (3.3% vs. 5.0%, p=0.036).

Within Italy, MACE rates were similar across regions (Northern 1.9%, Central 2.6%,
Southern 0.9%; p=0.79). However, time to MACE was shorter in Northern Italy (130 days) compared
with Central (314 days) and Southern regions (256 days) (p<0.001), driven by earlier
revascularization. Additional imaging during follow-up was more frequent in Central Italy (6.7%)
than in Northern (2.1%) and Southern regions (2.0%).

DISCUSSION

Our results show that, despite slightly higher adherence in Italy compared with other
countries, the implementation of ESC guideline recommendations for chronic coronary syndromes
remains suboptimal in real-world practice. In the Italian cohort, stress imaging was less frequently
used, while exercise ECG remained the most commonly performed test, despite its known limitations
in diagnostic accuracy. Notably, exercise ECG was also used in patients with reduced LVEF, in whom
invasive coronary angiography (ICA) would be more appropriate (19,20). Regarding anatomical
strategies, ICA was less frequently performed in Italy, whereas CTCA was more commonly used as
a first-line test, including in patients with intermediate or high PTP and in those with previous CAD.
This pattern suggests a shift toward anatomical imaging approaches that may not always align with
guideline-directed strategies. At the same time, the lower use of ICA was not consistently preceded
by appropriate non-invasive imaging, and the use of invasive functional assessment remained limited
in both cohorts. Overall, referral to exercise ECG and direct use of ICA as initial diagnostic tests
emerged as the main drivers of non-adherence to guideline recommendations in both cohorts. Finally,
major adverse cardiovascular events at 6 months were infrequent and not associated with guideline
adherence, likely reflecting the relatively low-risk profile of the study population and the short
follow-up duration.

Population characteristics and management

A high prevalence of hypertension and dyslipidemia was observed in both cohorts, whereas
obesity was less common in the Italian population, possibly reflecting differences in lifestyle patterns.
Atypical angina or chest pain equivalents represented the most frequent clinical presentation in Italy.
Most patients had no previous CAD and a moderate-to-high pre-test probability, with guideline
adherence highest in the intermediate PTP category.



The prevalence of obstructive CAD was lower in the Italian cohort compared with the non-
Italian cohort (19.9% vs. 26.9%), despite similar rates of revascularization, likely driven by
comparable rates of inducible ischemia. These findings are consistent with previous imaging studies
(3-11) and with the progressive downgrading of pre-test probability estimates in the 2019 ESC
guidelines (1) and the 2024 update (12). Conversely, non-obstructive CAD was more prevalent in the
Italian cohort, while modifications of medical therapy were less frequent. This pattern may represent
an emerging clinical challenge, as non-obstructive CAD is increasingly recognized but not adequately
captured by traditional pre-test probability models.

Within Italy, the lower prevalence of obstructive CAD and inducible ischemia, together with
lower rates of revascularization and treatment changes in Southern regions, highlights substantial
geographic disparities. These differences likely reflect variability in access to imaging technologies
and healthcare organization, with potential implications for clinical decision-making and patient
outcomes (13).

Use of imaging test

Compared with the non-Italian cohort, the Italian cohort showed a greater use of exercise
ECG—yparticularly in Southern regions—and of CT coronary angiography (CTCA), especially in
Northern Italy. In contrast, stress imaging and ICA were less frequently performed, and invasive
functional assessment (FFR/iFR) was used in only a minority of patients in both cohorts. This pattern
of imaging utilization likely reflects multiple contributing factors. The increasing use of CTCA,
particularly in patients with intermediate or high PTP, may be in line with more recent
recommendations (21,22) and facilitated by greater availability of CT technology, especially in
Northern regions. Conversely, the persistent reliance on exercise ECG in Southern Italy may reflect
historical practice patterns or overestimation of its diagnostic performance. Importantly, the limited
use of stress imaging and invasive functional assessment, despite strong guideline recommendations,
suggests the presence of structural and organizational barriers. These may include long waiting times,
limited availability of advanced imaging modalities, and differences in reimbursement policies, as
well as local interventional practice patterns.

Adoption of ESC guideline recommendations and effects on initial patient management

Guideline recommendations for the management of CCS were more frequently adopted in the
Italian cohort. In both cohorts, patients managed according to guideline recommendations were less
often evaluated in cardiology or university centers, suggesting that non-adoption was not primarily
driven by limited access to multimodality imaging. Patients managed in accordance with guidelines
were more frequently referred to stress imaging or CTCA, whereas direct referral to ICA as the first
diagnostic test emerged as a major driver of non-adherence. Barriers to guideline implementation
likely include local practice patterns, variable availability of imaging modalities, financial and
reimbursement factors, as well as healthcare system organization.

Overall, our findings confirm a persistent gap between guideline-recommended strategies and
real-world clinical practice in both Italian and non-Italian settings. The assumption that early
identification of obstructive CAD by ICA, followed by immediate revascularization, improves
outcomes has not been supported by randomized clinical trials (14—16). On the contrary, this approach
may contribute to a lower diagnostic yield of ICA (17) and a reduced proportion of procedures leading
to revascularization when performed outside guideline-directed pathways.

Adoption of ESC guideline recommendations and follow-up

The lack of association between guideline adherence and short-term clinical outcomes likely
reflects the low-risk profile of the study population and the relatively short follow-up duration, rather
than the absence of clinical benefit from guideline-directed strategies. Nevertheless, potential
differences in outcomes cannot be excluded with longer-term follow-up. In the non-Italian cohort,
guideline adoption was associated with greater symptomatic improvement, despite similar rates of
additional diagnostic testing. In contrast, this association was not observed in the Italian cohort.
Notably, baseline VAS scores were higher in the Italian cohort, suggesting less room for



improvement. Whether the more frequent changes in medical therapy observed in the non-Italian
cohort contributed to the greater symptomatic benefit remains to be established.

Limitations

As an international registry, several limitations should be acknowledged. A substantial
proportion of participating centers were academic tertiary referral institutions, which may limit the
generalizability of the findings to routine clinical practice. In addition, the heterogeneity of healthcare
systems across countries, including differences in costs, reimbursement policies, and organizational
factors, may have influenced diagnostic pathways. The choice of diagnostic strategies—such as the
use of ICA without prior non-invasive imaging—may also have been affected by local practice
patterns, resource availability, and physician or patient preferences. Furthermore, the COVID-19
pandemic may have impacted the use of imaging modalities and waiting times during the study
period. In addition, although only small differences on symptoms and smoking habits were found
between the included and excluded patients, we cannot completely exclude that it may represent a
potential selection bias. Finally, the potential impact of the most recent guideline updates on clinical
practice remains to be determined (24).

Clinical implication

Among the Italian and non-Italian cohorts of the EURECA registry, a large proportion of
patients with CCS do not follow the diagnostic pathways recommended by the 2019 ESC Guidelines
based on a pre-test probability strategy. The proliferation of non-invasive tests for CCS increases
healthcare costs, and the rationale for widespread screening for CCS is questioned given the declining
prevalence of obstructive CAD (1,12), as confirmed in the EURECA registry, and the lack of
evidence for a prognostic benefit of revascularization in the ISCHEMIA trial (24). The shift from
invasive to non-invasive imaging is likely to transform CCS management in the coming years,
enabling more precise diagnostic and prognostic stratification and supporting personalized therapies.
In this perspective, non-obstructive CAD represents the most frequent phenotype in both cohorts,
highlighting the need for dedicated large-scale studies to better define optimal diagnostic and
management strategies beyond traditional risk-based approaches (25). The potential benefits of
appropriate diagnostic pathways may not be apparent at 6 months and may become evident during
the ongoing 3-year follow-up.

CONCLUSIONS

Although guideline adherence was higher in Italy than in other countries, a substantial gap
between recommendations and clinical practice persists. This gap is largely driven by the frequent
use of exercise ECG and the direct referral of a significant proportion of patients to invasive coronary
angiography without prior non-invasive stress imaging in both cohorts. Within Italy, this discrepancy
is more pronounced in Southern regions.
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Central Illustration: Adoption of the 2019 ESC Guidelines for Chronic Coronary Syndromes:
initial diagnostic testing (Endpoint A), overall diagnostic pathway (Enpoint B) and regional
variability in the Italian cohort.
Panel A. Adoption of Guidelines by cohort (Italian vs. non-Italian) and subcohort (Northern,
Central, and Southern Italy).
Panel B. Adoption of Guidelines by cohort (Italian vs. non-Italian) according to previous coronary
artery disease (CAD) and pre-test probability (PTP).
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Figure 1. Differences in Use of Cardiac Imaging. 1A. Differences in the Use of Cardiac Imaging
Tests Between Italian and Non-Italian Cohorts. 1B. Use of Diagnostic Imaging Modalities in
Northern, Central, and Southern Italy.
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Figure 2. Independent predictors of adherence to the 2019 ESC guidelines.
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Table 2. Final clinical diagnosis and early management
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303 1 16 15 a7
Obstructive 14 151 111 641 5 59 267 248
CAD (%ng 0 | (a3w) | (22.0%) (3759% (29.8%) (4751% (26.9%) 37%) | (9.8%) | 27.6%) (3459% (45.2%) (5258%
Non 706 31 11 15 12 37
. 132 | 205 222 786 23 | 15 | su 228
obstructive | (46.4 | <0.0 | (44.3% 37.9% | 0.11 44.1% <0.0 27.9%0.08 41.6%
oA (%) o1 (44:3% 1 (40.4%) | (42.99) | B7:9% 7" | (59.5%) ( ) °1(32.9%) | 01 |(17.2%) | (29.0%) | (32.1%) (@27.9% 5 |(41.5%) ( ; °| <0.001
512 39 7 16
181 | 242 ) 3 | os9 106 | 369 | 390 73 5
Mo ©AD (ﬁ/ff (5557% (55.4%) | (35.2%) (2451% (10.7%) | (8.8%) | (40.29%) (79.1%) | (61.2%) | (40.3%) (3752% (13.3%) | (5.6%)
Inducible égg 3 0 | 121 (431?3% 103 (381‘;% 453 7 75 181 (2095% 146 | 35
ischemia | (> 4.6%) | (9.7%) | (18.9%) | @3 1wy | 389%] (18 9%) G.1%) | 12.4%) | @8.6%) | @ @1%) | (38%)
%) | <00 ) ) <0.0 ) 10.03
o 0.13 o 2 0.74
1 63 13 2 35
Noiducible | (2" ooa| 28 | 518 |l 278 | 10| L1043 120 | 532 | 795 |00 394 | 57
tschemia | 5% 90.3%) | (81.1%) | ®°; a3y |5 g1.190) (94.9%) | (87.6%) | (81.5%) | °: 73%) | (62%)
210 6 2 5
Revasculariz 11 115 66 368 3 32 172 133 23
ation %8 O | (32%) | (15.5%) (1954% (16.3%) (3156% (14%) (L.9%) | 4.79%) | (16.2%) (1052% @2.7%) | (24%)
<00 001 <00 078 0271
No 1426 74 2 2% 44
. 33 | 625 340 2256 153 | 645 | 8s8 43 | 73
0, 0, 0, 0,
Revasculariz %2 (10)04’ (96.8%) | (84.5%) (805”’ (83.7%) (6854“ (86%) (98.1%) | (95.3%) | (83.8%) (8958/" (77.3%) | (76%)
537 10 18 29 &
ChangeiNew | 2T aaow| 8| 2 |l 135 | 17 | 102 2 | a3 | s |25 255 | oo,
reatment | % (24.5%) | (37.4%) (33.3%) | (46%) | (40.4%) (16.6%) | (32.9%) | (44.3%) (44.7%)
<00 012 <00 039 .
No 1084 64 13 20 20 48
250 | 458 270 1510 121 | a3 | sn1 315
Change/new | (66.9 86.5% 41.9% 54.1% 40.8% 50.5%
hangelne, (%) ( (7 (75.5%) | 62.7%) ( o (66.7%) | € 1% s.6%) (83.5%) | (67.1%) | (55.7%) |¢ | (55.3%) | € 7

Table 1A. Patient characteristics in the Northern Italy cohort

SUPPLEMENTARY MATERIAL

| TABLE1A

NORTHERN ITALY




PATIENTS WITHOUT PREVIOUS CAD

PATIENTS WITH

TOTAL P- p. PREVIOUS CAD
N=865 | VALUE VALUE
(52.9%) Pros | s<pre< [ pTP>15 s LVEF>50 | LVEF<
(Nosy | 1BN=12) [ (n=3en) ) (N=232) | s50(N=22)
647 W1
AGE (MEAN, SD) i) <0.001 (108) 568(0.0) | 683(02) | e8s8(27n | 0267 67.1(92) | 648(80)
561 3 - 288 N To1 7
MALE GENDER ooy | V0L | oy | 2@ | 20 | 1067 | 0sss E2.5%) 77.9%)
BMI (MEAN, SD), MISSING=308 26745 | 0001 | 24842 | 2564 | 27145 | 2730 0.657 271(42) | 267(36)
SYMPTOMS (TYPICAL,
ATYPICAL, NON-ANGINAL),
MISSING=1
- TYPICAL (135’27% ) 0 18(105%) | 91(233%) | 2(13.3%) 39 (16.8%) | 7(3L8%)
558 12 122 253 . 151 11
- ATYPICAL ©a5%) | <0001 | (3540 (70.9%) (64.7%) 9 (60%) 0.197 (65.1%) (50.0%)
- NON ANGINAL (1%53059 (632é% )| s2asew | a7a20%) | 4@ 42181%) | 4@8.2%)
~ 3% 3 161 125
FAMILY HISTORY, MIssING=412 | %0 0.360 Goan | BE | iy | s@2m 0.027 E56%) 6 (30%)
~ 422 10 - 187 - 43 e
SMOKING, MISSING=103 0. 0.002 Gosn | 069 | eamy | 20687%) 1 G2o0) e1o%)
,\DA'Q';EI\ITEZ'X'ELL'TUS' (12%5% ) 0.001 1(3%) 19(11.1%) | 68 (17.5%) | 746.7%) 0400 | 24191%) | 6@7.3%)
- 511 0 - 219 - 180 0
DYSLIPIDEMIA, MISSING=74 5.6%) 0.006 Giae | @0 | eomn 7 (50%) 0.429 7o) E6.4%)
HYPERTENSION, MISSING=31 572 <0001 | 5(156%) | 81(47.4%) L 13(86.7%) | 0791 7 18
0 - (66.5%) : 7, s (71.5%) - : (76.6%) (81.8%)
OBESITY, MISSING=57 164 0440 | 5(156%) | 27(15.8%) | 80(205%) | 4 (26.79%) 1 44(19.1%) | 4@9.1%)
(19.1%)
PRIOR MYOCARDIAL 136 - - - - - o001 116 20
INFARCTION, MISSING=65 (16.2%) : (52.3%) (95.2%)
LVEF (%), MISSING=2, 7. <o. 7. 8 (4. 3. 5. <o. 8. 8.
%), MISSING=2,002 56.7(7.7) 0001 | 60731 | s08@9) | s03@5) | 425 0001 | s78(a9) | 30863
PREVIOUS
245 226 19
;Elggﬁl%i'gm'z”'o”* (28.3%) - - : - - 0.034 (97.4%) (86.4%)
200 6
- PClI 225 (26%) ; ; . : : 0.026 o015 27
- CABG 45 (5.2%) ; » } ] 0242 | 30(168%) | 6(27.3%)
Table 1B. Patient characteristics in the Central Italy cohort
CENTRAL ITALY
PATIENTS WITH
PATIENTS WITHOUT PREVIOUS CAD
TABLE 1B TOTAL P- P- PREVIOUS CAD
N=421 | VALUE VALUE
(25.7%) P;P/o < | s<ptP< | PTP>15 ';%Eo/'; LVEF>50 | LVEF<
oty | 150N=90) | (n=20) e (N=103) | 50(N=8)
AGE (MEAN, SD <o. 2(8. 6(8. 1(8. 7. . 8(8. 6(8.
G s (fg‘g) 0001 | 422(@84) | ses6(88) | e0.167) | 76.7(76) 0.788 69.8(85) | 706(87)
260 41
MALE GENDER ey | 000r | 4wow) | 1aasen) [ 0% | sesew) | oses | es(esan) | 8o
BMI (MEAN, SD), MISSING=308 27543) | 0919 | 272079 | 2704 | 27442 | 27535 0.861 28240 | 28427
SYMPTOMS (TYPICAL,
ATYPICAL, NON-ANGINAL),
MISSING=1
- TYPICAL (1872% ) 1010%) | 2@2%) | 39@94%) | 1@1.1%) 31(30.1%) | 4 (50%)
311 151
- ATYPICAL qasn | 000 | 3eow) | TeEaan | o5 | BEeow) | 06 70 (68%) | 3(37.5%)
- NON ANGINAL 32 (7.6%) 6(60%) | 12(13.3%) | 11(5:5%) 0 2(19%) | 1(125%)
FAMILY HISTORY, MISSING=412 | 107 (26%) | 0.493 3(30%) | 27(0%) | 45(23.1%) | 3(333%) | 0443 | 28(283%) | 1(125%)
SMOKING, MISSING=103 196 0.267 5(50%) | 33(36.7%) | 89 (44.7%) | 6 (66.7%) 1 58(58%) | 5(62.5%)
(47.1%)
EA'IAS'Z’IEI\ITGE:SZ'X'ELL'TUS' (2082%) 0.091 0 11 (122%) | 44 @ro%) | 1(11.1%) 068l | 27(265%) | 3(37.5%)
DYSLIPIDEMIA, MISSING=74 266 0.003 2(20%) | 40 44.4%) 126 5(s56%) | 0614 | 87(845%) | 6(75%)
(63.2%) (62.7%)
HYPERTENSION, MISSING=31 (7207%/0) <0001 | 1(10%) | 51(56.7%) (7;41?,/0) 9 (100%) 0.18 04 (913%) | 6 (75%)
OBESITY, MISSING=57 98 0.485 200%) | 13(46%) | 45224%) | 2 @22%) 1 34@%) | 2(5%)
(23.3%)
PRIOR MYOCARDIAL 70
INFARCTION, MISSING=65 (16.7%) B B B B B 0.254 63 (61.8%) 7(87.5%)
LVEF (%), MISSING=2,002 573(58) | <0001 | 6039) | 50639 | s85(47) | 42939 | <ooo1 56 (47) | 435(5.6)
PREVIOUS 103 - - - - - 0462 | 96(932%) | 7(87.5%)




REVASCULARIZATION, (24.5%)
MISSING=6
95 i i i i i S 5
- pClI (22.6%) 0.324 89 (86.4%) | 6 (75%)
- CABG 11 (2.6%) - - - - - 0.18 9 (8.7%) 2 (25%)

Table 1C. Patient characteristics in the Southern Italy cohort

SOUTHERN ITALY
PATIENTS WITH
TABLE 10 TOTAL o PATIENTS WITHOUT PREVIOUS CAD o OREVIOUS CAD
N=350 | VALUE VEr | VALUE
21.4% < 5% < < > LVEF > <
PTP<5% | 5<PTP PTP > 15 s LVEF
(N=31) | 15(N=85 | (N=148) e 50(N=71) | 50 (N=8)
AGE (MEAN, SD) (ﬁ'g) <0001 | 41.8(104) | s82@7 | 673130 | 65993 0064 | 67503 | 74088
234 - N 118 N . -
MALE GENDER Gooy | 0001 | 18BN | 20@a0) [ oloo 7 (100%) 1 63(88.7%) | 7(87.5%)
BMI (MEAN, SD), MISSING=308 26841 | 0459 | 266049 | 26239 | 27039 | 27548 0.41 27.0(44) | 28.4(55)
SYMPTOMS (TYPICAL,
ATYPICAL, NON-ANGINAL),
MISSING=1
- TYPICAL 4% 6% .6% 1% 5%
c (114%) 0 204%) | 26(76%) | 2(86%) 927 | 1(125%)
- ATYPICAL (5;%‘(‘) | <000n | 1w@ssw) | so@se%) | 79(634%) | 467a%) | o121 | 28(04%) | 6(5%)
- NON ANGINAL 5% .8% .1% 3% 9% 5%
ON ANG (32206% ) 20 (64.5%) | 27 (31.8%) | 43(20.1%) | 1(14.3%) 34 @47.9%) | 12.5%)
FAMILY HISTORY, MISSING=412 (3193% ) 0317 | 9@21%) | 32(41%) | 37(285%) | 2(333%) | o664 | 18(20.5%) | 1(14.3%)
SMOKING, MISSING=103 ( R ) 0853 | 10(323%) | 34(405%) | s8ow) | 3@29%) | 0715 | 35(515%) | 5(625%)
,\DA'QEIEI\IT(;SZ'X'ELL'TUS' 66 (19%) 0.012 132%) | 10@19%) | 35@37%) | 1(@6.7%) 1 17@3.9%) | 2@5%)
DYSLIPIDEMIA, MISSING=74 (6(2)152& ) 0001 | 6(19.4%) | 44(52.4%) | 84(57.1%) | 4(57.1%) 1 84 (91.4%) | 8 (100%)
~ 249 - N 12 - . N
HYPERTENSION, MISSING=31 Gievy | 0001 | 11@55%) | 50s95%) [ o0 | s(aw) | <0001 | 64(oLa%) | 7(7.5%)
OBESITY, MISSING=57 (2273% ) 0.207 6(20%) | 16(19.1%) | 20 | 3@29%) | 0132 | 10@a7%) | 3@37.5%)
PRIOR MYOCARDIAL 69
INFARCTION, MISSING=65 (20.4%) B N - - - 0.557 62 (91.2%) | 7(87.5%)
LVEF (%), MISSING=2,002 56165 | <0001 | 60821 | 583@7) | 57.6(37) | 39462 | <0001 | s63(.8) | 43632
PREVIOUS .
REVASCULARIZATION, (15.6%) Y - - ; : 0626 | 50(83.1%) | 6(75%)
MISSING=6 '
- pal (1553% ) - ; : ; : 1 4766.2%) | 6 (75%)
- CABG 20 (5.7%) - - - - - 0672 | 19(26.8%) | 1(12.5%)

Table 2A. Medical therapy in the Italian vs non-Italian cohorts

ITALIAN COHORT NON-ITALIAN COHORT
PATIENTS PATIENTS | o
- PATIENTS WITHOUT WITH ) PATIENTS WITHOUT WITH v
R PREVIOUS CAD PREVIOUS | TA PREVIOUS CAD PREVIOUS | »
TABLE 2A A . CAD A o CAD A
= o7 SP.? T | v | 5 IE\F/ LV S | et i.f. w| s | w | E
N | € | pe | p< | P> | EF ] E > EF [ n=2 | €E | P< | p< | PTP | EF | E EF | EF
1636 m 506 15_ il < m 5_0 < 1626 m 5% 15_ >15 < m >50 <
(38. (N= (N= (N= 50 (N= 50 (61. (N= (N= (N=1 50 (N= 50
49%) O | S | 0 | o= e | ™= | 696) 156 | O 060) | (N= 587 | (N=
| y | 3 ° | = ) ! 49) y | o
SAPT 693 | <0. | 3 | 61 | 260 | 16 | 0 | 327 | 26 1'53 <o | 16 | 213 | aso [ 19 | o |48 | 7 0.001
asPiRNAN | @2 | 00 | @1 | @r | @5 | e |12 | @ | o f 2| oo | o | @ f @1 f e |G| s | e
TIPLATELET) | %) | 1 | %) |86 | o) [ &%) [ 0 [o%) |30 [ o [ 1 | 28 [ 0w | %) | 8% 8%) | 0%)
%9 | o0 L% | 1 o |6 | 5[5, 7 23 2 | op | 104 | 19 0868
DAPT 61| 20| o [wos|as|e2|o|a |e |6 |%| o0 |ar]| e |a|2R®|a |a
%) w | % | w | 4 | 10 | 8% | % w | % | % o) | 8%)
17 | <0 | = | 22 | 60 | 6 |o | 38 | 5 |21 |<0]| 3 |4 | 2| 57 | 13 |0006
ﬁ/’;';'T%OAGU 2| oo | as| cs| @2 a | 35| @2 a]| @ | oo | @ | 60| e | @a %g o8 | @
w | 1w | w | w 4| 1| w [sw] % | 1] % | w | % | %) | 5%)




BETA. 700 | <0.] 8 | 92 | 23| = 307 | 28 1’29 <0. | 22 | 267 | 456 | 31 | <0. | 420 | @1 <Oi00
oA ERS (@3 | oo | o | @ | @ @ | 1| @ | @5 | g | 00| @ | @ |@s| @ |||
8wy | 1 | 8w | 8w | 7%) | 7%) o) [0 [ Do | 1[0 || 0 [ | 1 | e |
CALCIUM- 270 | <0. | 2 | 36 | 38| 2 | o | & 5 | 660 [ <0 | 15 | 138 | 289 | 1L | o0 | 186 | 21 [<0.00
ANTAGONIST | (16. | 00 | 27 | (o | a8 [ 65 [ 29 [ @ [ @3 [ @5 [ oo | @7 | o [ @8 | @ [ 5% @ | @ |1
s %) | 1 | % | 5% | o) | w | 7 | 5w | 5% | sw | 1] w | 7w | w | 5w 0%) | 9%)
ANTI- % | 0. 18 | 42 1 14 1 7 | 00 | L 16 34 3 oo | 55 7 [0.003
ARRHYTHMI | @7 | 50| o | 63| Gs [@2| 1 | @5 |@r| @ [g | 07| @ | es|[e1]|% |es]|as
cs %) w | w | w % | % | % w | % | % | % % | %)
37 | o7 3 11 o [ 20 [ 3 [ 25 | o0 | 2 3% | 9% 4 | os | 10 | 22 [<o00
NITRATES @3 [ G9 [ o [oeo|as| o |a]|@Eo|er|a |5 [as]|e1] 68 |e62]|% @ [e@ |1
%) % | %) 8 | w | % | ew % | 1% | % | % 5%) | 0%)
ACE 556 | <0. | 3 | 68 | 241 | 20 | 0. | 204 | 20 | 889 | <o | 16 | 177 | 332 | 20 | .| 282 | 62 [0.9%5
Nosimors | G4 [ 00 | @1 | as | @3 [@a | 73] o | 4 | @a [ oo | o | @ |@o|w@s]|l) [ |6
3%) | 1 | %) | 8w | ow) | 5% | 3 | sw) | 1) | 4w | 1 | 3w | 6w | %) | w 5%) | 6%)
307 | <0. | 7 | 4 | 10 | 5 | 0 | 72 7 | 582 | <0 | 12 | 134 | 245 | 12 | o | 156 | 23 |0.006
ARBS @. [ oo [ @5 | a3 | @ | a6 |8 | a7 |as | @ |00 [ @7 | @ | @5 @ |3 | @ |es
%) | 1 | % | 4% | 3% | 1% | 8 | 8w | 9w | 5w | 1 | w | 1% | w | 5% 9%) | 0%)
250 [ <0 | 4 | 28 | 132 | 7 |0 | 6 | 14 | 503 [<0 | 7 | 108 | 212 | 19 | oo | 25 | 32 [000L
DIURETICS s [ oo [ a | @2 | s | 2|00 | e | @ | o | oo |@s]| s |@a]|e@s|5 ] e [
awy | 1 | w | w | 1% | 6w | 1 | 1% [ 8w | 4w | L | w | 2% | w | 8w 5%) | 3%)
40 1 5 0. ] 30 | 4 [ s6 5 7 1 % | 5 |os517
EANOLAZ'N @5 |99 o [ |7 | o |sfaafa | @ |%] o || as|@o]|%]|us| 62
%) 5 | % 3 | w | 8w | w % | % | w % | %)
Table 2B. Medical therapy in Northern, Central, and Southern Italy
NORTHERN ITALY CENTRAL ITALY SOUTHERN ITALY
PATIENT PATIENT PATIENT
PATIENTS WITHOUT SWITH hous SWITH TEous SWITH
PREVIOUS CAD PREVIOU RO A PREVIOU rbto o PREVIOU
Tot| | scap Jrorf 7 |scap_fror| 7| scan
AL LV AL LV AL LV
> > > > > s
| Z [PP] s< Nore| B2 | B |ovel o [mse] 2 1P | s< Lome | 28 | B [ove] v Qs 2 1Pre] < Lome | B | B v | v
&) | & | S [P ss]sol ) EZIEF 2o | & S PP s w0 m] B2 EE 50 | & .S [P |>15] <s0| & | EE | EF
5% | <15 215 50 | <50 5% | <15 > 25 50 | <50 50 | <15 | 215 >50 | <50
O1s5 =] % D ||zt ol B O R D || e o155 n=] % ]| <6t
(N=1 (N= 307 | (n= (N= ] (N= (=1 (N=1501) | (n= (N= I (N= (=P (N=1 148 | (= (=1 (N=
33) | 172) b 232) | 22) 10 | 90) 5 103)| ‘8) 31) | 85) b o )
SAPT 371 | 29 [ 32| 8 [or 115 27 [ 288 | 7216 ool @15 12 lool 2151512 loal 21 2
@aspiriNanT! [ @32| 2 | o | a7 J@az| @3 | aor| ar | @s |om] o [ar | @ | es | | esa] e |@oz| 09 | @r | o f@rs] @s |23 o | .
PLATELET) %) %) | %) |3%) w) | 3%) | %) ) | %) | 79) %) | 5%) | %) %) | 59%) | %) | 6%) 59) | 1%)
59 B 2] e | 5 N B S 2 B 5
DAPT 69|97 o |os|er|er|S arr] @ @s]% | o | o (2101/) o |%leolazlas|®®l o] o las] o %) es |
%) w | % | %) w) | 4%) | %) 0 %) | 5% | %) %) a95) | 49%)
53 2 | 3] 2 2| 4|2 Tl 3] 2 El S 5 2 3
ANTICOAGULA 1 76 | 90] o | 23] @8 | s | @1 fas | 65|22 aofe2]®s|@ || volaz]as| %] o |as (9130) @.|1]es] o
%) %) | %) | 3%) %) | 2%) | %) %) | %) | %) |2%) %) | 5%) | %) % 6%) %)
— 393 [ o1 2 | 2 [22] 2 [oal 230 2 [ 286 [ | 2|2 |6 |8 B 7 130 lool 212153 511 5
A s8] 50| 2. | a7] @es| e |98 7a6] 2. Jaas| o | a0 | @2 |35 e | 1 |ce22] .| @8 | 00| o7 | @8 ara] w2 | 1 | n | on.
%) 196 | %) | %) | 7%) w) | 79%) | %) %) | 2%) | %) |o%) %) |5%) | %) %) | 19%) | %) | 9%) 8%) | 4%)
145 Tl %]t 50| 2 | 5 9 | 33 7 56 Tlo[a] L 20| 3
e ors | 69| 09 | 3o | 09 [aozf 67| %3 @rs| @1 faas] 52 o | o Jass| o |43 ass| o [aos]| 30| 2] a2 |@us|aa %7 ] @8 | @2
%) Y Lo | on | ) w | %) | %) %) | %) %) %) %) | 29%) | %) | 3%) 29%) | 99%)
26 o 24 N S 2 | 7 N TR 1
ANTI- 05 08 2 17 |02
.4 o |eelwe2| o)1]w@r|ws]ca o lwales] o |2 0 o laolaslas]1 a4l o
arRHYTHICS | CF | 68 7 B o LS ] 5 ] 7 o 15 %) &%) | 26 o 155 550 G
16 5 11 7 2 s 12| 2 e T
NITRATES ol o] ofas] o % ar]ofer]r]o|e (2‘0‘/0) o % eofes|az] | o faz]aaf o |%] o |as
%) %) %) %) %) %) | %) | %) %) | %) 3%)
261 28 | 106 08| 12 | 202 2o | 7 G I S 3 T W B B | 4
|ANCHE|B|T0RS @oa| oo | o Jase]@zs| o |5 ace| e fuss| o] o @] @ |ar|%H 63| o @2 ;| @7 as fss] @ % | @ | 6.
%) %) | %) %) | 6w | %) 2% | ) | 8% % | %) | %) w) | 4%) | %) | 79%) 49%) | 1%)
66 | o | 2 | 2] 22] 2 3|3 |5 |og 0122 ool ©1 212 lool 5121 %12 losl 212
ARBS @3] oD | 61 farr)@safas | 1 | as [as Jaz7| %5 | o Jar | ao [e2]5S ass] @5 |@s7| 30| as | o |@3a] aa |%0] @2 | ca.
%) %) | %) | %) |3%) w) | 6%) | %) 1) | %) | %) %) | %) | %) 19%) | 5%) | %) | 3%) 595) | 6%)
07 ool Z 12101 3 lool 215 17 loo 8 1313 lool 205 1% lool 2121212 loa] 213
pivretics |25 99 | 61| e fass| @ |9 arz] @7 |ar7| 3] o |@o |ass| @ |52 @67| 62 |o2| 09| 65 | 2 | (28] aa | %] as. | ez
%) w | %) | % | % %) |3%) | %) %) | %) |3%) %) | 5%) | %) %) | 2%) | %) | 3%) 9%) | 9%)
Tl 2 e 1 o 310 2 7 | 1
RANOLAZINE (21;) 1] olos|os| o (1'86 (61;) o fei] 1o ofos|o|%]eo]er] s 066 ol o)as| o %g @9 qa
° %) | %) ° %) %) %) | 5%) | %) %) %) | 3%)

Table 3. Final clinical diagnosis and early management in Northern, Central, and Southern

Italy
NORTHERN ITALY CENTRAL ITALY SOUTHERN ITALY
PATIENT PATIENT PATIENT
PATIENTS WITHOUT SWITH PATIENTS WITHOUT SWITH PATIENTS WITHOUT SWITH
TOTA] © PREVIOUS CAD o | PREVIOU | TOT] © PREVIOUS CAD T | PREVIOU | TOT]| © PREVIOUS CAD © | PREVIOU
L )<> )<> S CAD AL )<> )<> S CAD AL )<> )<> S CAD
(N=86 )| = |PTP| 5< |PTP| LV | EJLvEl LV |(N=4] E [PT|5<|PTPJLV | E[LVE| LV J(N=3] E JPTP|5<[PTPILV|E|LV]LV
5) m| < |PTP|>15) EF|mJF>|EF|2) | m|P<]PTP|>15J EF M| F>]EF|S50) | m < |PpTP]>15| EF | m | EF | EF
5% | <15 | (N=3] <50 50 | <50 5% | <15 ] (N=2] <50 50 | <50 5% | <15 | (N=1] <50 >50] <50
(N=J(N=1] 91) | % (N=2] (N= (N=f (N=] 01) | % (N=1] (N= (N=J (N=] 48) | % (N= | (N=




33) | 72 (N= 32) | 22) 10) | 90) (N= i) | 8 31) | 85) (N= | 8
15) 9 7
— 12 06| 4 % | 8 [ o T |5l 3 B 5[ 33 315 4 8 [ 3
Sgig*c“" @3n] s> o |61 f@a]eo % 0| @ @il o |as|@r]es % @sz|ar | eslsp] o |@s|aor| e % a ] e
) %) | %) | 8% %) | 1) | %) %) | %) | 3%) %) | a%) | % %) | %) | 1%) 39) | 5%)
Non | 35 loarl 2 12 1221 % lool 291 2 | 2 los 2|50 | % [oa] | 2 | 26 275 [ 23] 3 [oo] @ | 5
obstructive | 38.9% | °Z1| (12, | 205 | @s.o| 30, | 39| 56| a2 351 |%°| 0 |35 |eon| aa. |42 | amo| 8. 754 foss 7. | @5, | rea| a2 [0] cea. | 2.
CAD ) 5%) | %) | %) | 8%) w) | 19%) | %) ao6) | o) | 49%) %) | 6%) | %) 19%) | 9%) | o) | 99%) 5%) | 5%)
322 28 | 105 | 15L | 5 20| 3 | 37  ER K P 53 Z | 2 | 2 3
NocaD [(30.8% | ) 7. [ 6a.a| ar06| 8. | 5 Jasss| s | 37.9]° 2 oo 3. | a3 22 |% (82/) o |asa|®®l a2 | @ fass| o |1 ]@z2] o
) 56 | o) | ) | 59%) y e | %) %) | 3%) | %) | 29%) 6 %) 99) | 69) | %) %)

- 137 3 53 [ 7 55 | 7 | 130 |66 2 a5 212 | 1 71 2
Inducible [ g 50, | <O-| (10 | 12 N (163] 63 | 23] 26.1] (35 | 366 1% o | 22 | zos] o |22 aral 62 | 24 |%28) o | za | e | 2o |%2] 0o ] 25
ischemia oo1] o (8%) 89 7 85 4%)| 2 25

) %) %) | 6%) w | %) | % 26) | %) | %) %) | 5%) %) | %) | 3%) %) | %)
No 51T Loool 22 120 12721 2 Lozl 261 3 125 loazl 5.1 % 12991 3 loal 28 1 2 12 looal =1 2 1 26| & loal &1 &
iducible [ 8179 | %°) (00 [ (021 | 83.7] @. | %7  739) (35 | (63.4|°T [ oo| 7. | e02] 60 | %3 | css6 | 7. Jeou | °2* | a0 | o7 | o8| 5. | % | (o0, | (75
ischemia | ) w | % | %) | %) w | % | % %) | 8%) | %) | %) % |56 ] ) %) | 79%) | %) | 7%) 1) | %)
11 7 16| 3 =% | 5[ 2 T | 40| 2 % | 5 [ 26 Ell 5 B 71 2
EZ‘&%S;“'” (12.8% g(?i 0 | @1]as9] (20 053 a.7] 2. ] 73 ;gl' o | @1]@oo| 22 032 (243) 62. | (7.4 0'510 0o |@3s] @l aa %52 9.9 (25
) w | % | % 5) | 7%) | %) %) | %) | 2%) %) | 5%) | %) %) | %) | 3%) %) | %)
No 750 [oeo] 3 | 165 1329 | 22 | ool 28| 17 | %8 018 [BL| 7 [oa] B3 |32 S22 [ 35] 6 |oof 6| 6
Revascular | 8720 | °5° | (100 059 | 84.1| 80 | S0 53| (77. | 27| 1 Jaaoo] (o8, @or| 7. | %o 75| 7. |9z 1 | aoo| o6 | cor2| 5. |%0] (oo | (75
ization ) w | % | %) | % %) |3%) | %) %) | 9%) | %) | 8%) %) | 5%) | %) %) |59%) | %) | 7%) 1) | %)
ChangeNe | Joomal <o 1 % 1 %2 1 2| 2 lool 0| 12 | 288 2 (3| o] 3 5 | 4 | loosl 2121212 N
w 605) o a2 || o] s [ 99 @o2| 4. | assfonz| @o | 34 fass| @3 | 1 | s3] 50 75| | a2 | e feoa| 7. | 1 | s | s
treatment | 6% 1) ] ) | %) | 3%) %) | 6w | %) %) | 4%) | %) | 3%) %) | %) | %) 95) | %) | o) | 1%) 1%) | 39%)
No
570 20 | 130|235 | 4 162 | 10 | 222 8 | 50 ]08] s | a2 7|70 |us]| 3 61| 6
Ghangeine 1 gs.a9s | % | @7. [ow | 09| 26. | 1 | 698] 5. | 552[°52] (80 | (6. [ 537 | ce. |0 fama| (50 [ 825 || ce7. | 5. | roo] aa | %S es. | 5.
treatment | ) )| ) | %) | 7% %) | 5% | %) %) | 6%) | %) | 7%) %) | % | %) 19%) | 7%) | %) | 9%) %) | 7%)
Table 4A. Use of imaging tests and results in the Italian vs non-Italian cohorts.
ITALIAN COHORT NON ITALIAN COHORT
p-
TABLE PATIENTS PATIENTS |vaLu
4A PATIENTS WITHOUT WITH PATIENTS WITHOUT WITH E
roral © PREVIOUS CAD - PR%\QSUS roral ® PREVIOUS CAD . PRE\QSUS
il : ™ £ s
N=163| £ |pre<| 25 |pte>|ver| £ |wver|uver|N=262] E |ere<| 25 | pre> |Lver| £ |Lver|uver
c PTP < c c PTP< c
6 Mol s |PIES] 15 [ <so| @ | 250 | <s0| 6 Mol s [PES] 15 |<so| @ | 250 | <s0
(=74 oy | =74 | (=31 (N=40 | (N=38 =15 [ (57 [ v=L06 [ v=a (N=58 | (N=07
) 7 0) ) 6) ) 6) 7 0) ) 7) )
Excecise
ECG
7 ool @ | 172 [ 20 | 7 140 | 8 | 9 [<ool 72 1 1% | 20 7 29 |
performed | (30.6% [ <, | (64.9 | 0.1% [ 36.5% | (226 | 0,093 | 3450 21 | @559 | ) [as.20 [ o3 | o300 | 143 0002 f 22.0% | (35, f<0.001
) w | ) %) I ) ) ) ) U w ) i
— 92 7 18 | 44 22 T [ 203 7 %5 94 2 29 7
Positive | 5 6o5) | 9287 | (0.50) | 5.2%) | 6.0%) ] O |27 5.29) | c2.69) | 7.79%) | @18 | (a.59) | (6.79%) | 8.9%) | 8.2%%) | @220 | (8.4%) | (4.20%) | ©-008
Stress
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255 T | 4 | us | 5 68 7 | 453 7 | 102 | o 5 38 | 35
performed | 15.6% [ 0.703 | (14.9 [ 13.3% [ a6.0% | (16.1 [0.792 | 16.8% | (1845 | (17.3% [ 0,007 | 10.99 [ 15,09 | e | 4 206y | 0022 | @35% | (361 | 0156
) %) ) ) %) ) ) ) ) ) i ) %)
252 | 4 | 7 | 4 68 7 | 438 7 | 102 [ 1o R 31 | 34
First test| (15.4% | 0.658 | (149 | (13.0% | 15.8% | (129 |0.792 | (16.8% | (18.45 | (16.7% [ 0,090 | 0.9 | 1510 | (1,55 | (4 T [ 0007 f 2.3 | (@51 [ 0272
) %) ) ) %) ) ) ) ) ) el Rt ) %)
— 1
Positive 31 1 18 2 9 1 69 o 5 26 o 26
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CMR
3
62 7 13 3 2 , 1
performed | 55 053] 0 | b0 L s | © [0262] o) (%/5;58 o1 | * 0 o |ro1w] o N P <0.001
3
4 58 6 12 34
Firsttest| o o0 Jogse] 0 | 2ol im0 (027 g (%/1358 0 - 0 0 0 0 - 0 <0.001
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bs | 080 | 2 0 o own| © 002 1o (ﬁ/czjs 0 - 0 0 0 0 - 0 <0.001
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Performed | (18.2% [ 0.003 | & 7,0 [ (13.0% [ 17.6% | (258 | 0,008 | 2.7 (421 | (28.0% [ 0.057 [ 20.5% | 27.5% | (.06 | (367 | 0518 [ 26.8% | (20:0 f<0.001
) : 1) 1w ) w15 . %) | "o ) | %
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) il D) ) %) ) %) ) ) > el L)) ) %)
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) %)
Stress PET
Performed| © - 0 0 0 0 - 0 0 14 Aosoa| 2 3 lspew| o 1 ! o ]o.002
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hy
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) ) ) %) ) %) ) ) ) aated D) ) %)
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HR| ™ 1 29%) | ) % | %) ) 1| @sw) | @) | a7.4%) | o ) %)
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endpoint ) 6) ) ) 0) ) 0) ) ) ) 0) ) 0)
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first test, | (69.9% <Oi°0 ©0.8 | (95.7% | (72.6% | (61.3 <°i°° 0.7%| (205 | (62.3% <°i°° 36.5% | (84.1% (6272?%) 7.1 <0i00 “82%| (28.9
endpoin; ) %) ) ) %) ) %) ) ) ) ' %) ) %)
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Table 4B. Use of imaging tests and results in Northern, Central, and Southern Italy
NORTHERN ITALY CENTRAL ITALY SOUTHERN ITALY
PATIENTS P?J\I'I'.EFNHT PATIENTS PSAJV'IETw PATIENTS P:\Llﬁ'w
Wovtey PREVIOU Wi PREVIOU Wity PREVIOU
TABL | TO | PREVIOUS CAD 2| scan | 10| 2 | Previousca [T | 1o B PREVIOUS CAD 2| scan
E4B |TAL TAL TAL
o=l B PPLS< [orp [V | 2 [RVEL LY | = | & PP o< |ore| LY | & [LVEI LY [ = | & [PTP o< [ore | LV | & [ LV [ LV
g5) | S| < [Pl | EF | S E2  EF || S| < [Pl | EF S F2| EF |asn| § | < |PPliis| EF | & | EF | EF
59 | <15 72| <50 50 |<50 59 | <15 [ 7 = | <50 50 |<s0 5% | <157~ | <50 >50 | <50
(N=f (=] 57 | o (N=| (= (N=f (= 5000 | % (N=| (N= (N=f =] g | 9 (N=| (=
33) | 172) (N= 232)] 22) 10) | 90) (N= 103)] 8) 31) | 85) (N= 71) | 8)




15) 9) 7
Excecis
e ECG
285 2] 60 |15] 5 5 | 5 | 138 2 | 43156 [ L 3 | L | 224 2% |62 9| L % | 2
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Positvl o |l olololol-1ololol-Jolololol-Jololol-Jolololo]l-]o]o
e HR
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cT
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28 2| o 3 1 1
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%) %) | %) %) %) %
= 2 | o 15 1 1
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1 e i 6
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angiog
raphy
04 008 [20] 5 8 | 5 | 110 5 | 28]68 ] 7 1 29 |42 |3 1
Per;f:(; 67| 92 | o | 0. | &3 | @3 |9 @7 | 2 |@83| % | o || @3 Jr | 1 o | o faao] G2 a2 fas |as f@2]1fas] o
%) 39%) | 6%) | 5%) | 20) 9%) | 79%) | %) %) | 19) | 8%) | 8%) 79%) %) 9%) | 5%) | 2%) | 9%) %)
el 2 Loo 1 2 12 122015 [ool & 12 13 (00l 212 5 [ & 9 7 o2l 2 B[ 2] 3 1
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e
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71 T[]l 7 2 | o | 139 B0 3 % | 5 | & T1713215 3
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First 29 0.0 2 14 2 10 1 28 5 11 05 12 44 0.0 1 5 24 3 0.0 8 3
test 34 4'9 0 J@2)@6)@3.Jr1])@3jw@e)@®7] 1 0 1G5G6]GB5| O 9'5 (1. ] o @26 0'4 3219 (.. | (42 7'7 (11. | (37.
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P:s:_t'lF\; (12.3 S(())l 0 | @35 @4 |20 %g (15. | (22. }(15.9 S(())l 0 J@1] @4 | (22 %g (28. ] (62. ] (6.0 %5’ 0 1(B5]@®G1] O %é’ (12.] o
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gFFR| %) %) 3%) %) %) 0%) %) 0%)
measur

ed)

iFR
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ed] 3 3 1 1
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md)

iFR
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mal] 2 2
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ed)

HIGHLIGHTS

1. The 2019 ESC chronic coronary syndrome (CCS) Guidelines propose a pre-test probability-based
diagnostic strategy; however, in both the Italian and non-Italian cohorts, a substantial proportion of
patients deviate from this recommended approach.

2. In ltaly, as in other countries, the diagnostic CCS scenario is largely driven by the frequent use of
exercise ECG and the direct referral of a significant proportion of patients to invasive coronary
angiography without prior non-invasive stress imaging, highlighting implementation gaps and unequal
access to cardiac imaging

3. Within Italy, these gaps is more pronounced in the southern regions.



