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INTRODUCTION

Assessing functional severity of coronary stenoses at left main 
coronary artery (LMCA) level through coronary angiography has 
serious limitations.1 To treat angiographically intermediate stenoses 
(25% to 60% diameter) the use of invasive (ultrasound or optical 
coherence tomography) or functional imaging modalities (deter-
mining fractional flow reserve [FFR] to indicate the need for revas-
cularization) has been proposed.2 Patients with LMCA stenosis have 
traditionally been excluded from randomized clinical trials that 
assessed the prognostic capabilities of the functional assessment of 

coronary stenoses through the use of FFR.3-5 The use of FFR to 
assess LMCA stenoses is backed by a limited number of non-ran-
domized clinical trials that confirmed that FFR values > 0.80 is 
associated with a low risk of events if no revascularization is 
performed in patients with intermediate LMCA stenoses.6

The instantaneous wave-free ratio (iFR) is a new, easier-to-use, and 
cost-effective invasive index to assess the coronary function 
compared to FFR since there is no need to induce maximum coro-
nary hyperemia to estimate it.7 Although a non-inferior prognostic 
value of iFR compared to the FFR has recently been confirmed in 

Abbreviations

MLA: minimum lumen area. FFR: fractional flow reserve. iFR: instantaneous wave-free ratio. IVUS: intravascular ultrasound. 
LMCA: left main coronary artery.

Justificación y diseño del estudio Concordancia entre RFF e iFR  
en lesiones del tronco común. Estudio iLITRO-EPIC-07

RESUMEN

Introducción y objetivos: Los pacientes con estenosis en el tronco coronario izquierdo (TCI) han sido excluidos de los ensayos que 
apoyan la no inferioridad del cociente de presiones en el índice diastólico instantáneo sin ondas (iFR) respecto a la reserva fraccional 
de flujo (RFF) en la toma de decisiones sobre revascularización coronaria. El presente estudio propone valorar de manera prospectiva 
la concordancia entre los dos índices en lesiones del TCI y validar el valor de corte del iFR de 0,89 para su uso clínico.
Métodos: Registro multicéntrico nacional, prospectivo, observacional, con la inclusión de 300 pacientes consecutivos con lesiones 
intermedias (estenosis angiográfica 25-60%) en el TCI. Se realizará un estudio con guía de presión y determinación de RFF e iFR. 
En caso de resultado concordante negativo (RFF > 0,80 / iFR > 0,89), no se realizará tratamiento; en caso de resultado concordante 
positivo (RFF  ≤  0,80 / iFR  ≤  0,89), se realizará revascularización; en caso de resultado discordante (RFF  >  0,80 / iFR  ≤  0,89 o 
RFF ≤ 0,80 / iFR > 0,89), se realizará estudio con ecocardiografía intravascular y se considerará diferir la revascularización si el 
área luminal mínima es > 6 mm2. El criterio de valoración clínico primario será la incidencia del combinado de muerte cardio-
vascular, infarto no mortal relacionado con la lesión del TCI o necesidad de revascularización de la lesión del TCI a los 12 meses.
Conclusiones: La demostración de la seguridad clínica en la toma de decisiones del iFR en pacientes con lesiones intermedias en 
el TCI tendría un impacto clínico importante y justificaría su uso sistemático para la decisión del tratamiento en estos pacientes 
de potencial alto riesgo. 
Registrado en ClinicalTrials.gov (identificador: NCT03767621).

Palabras clave: iFR. RFF. Tronco coronario izquierdo.

Keywords: iFR. FFR. Left main coronary artery.

ABSTRACT

Introduction and objectives: Patients with left main coronary artery (LMCA) stenosis have been excluded from the trials that 
support the non-inferiority of the instantaneous wave-free ratio (iFR) compared to the fractional flow reserve (FFR) in the deci-
sion-making process of coronary revascularization. This study proposes to prospectively assess the concordance between the two 
indices in LMCA lesions and to validate the iFR cut-off value of 0.89 for clinical use.
Methods: National, prospective, and observational multicenter registry of 300 consecutive patients with intermediate lesions in 
the LMCA (angiographic stenosis, 25% to 60%. A pressure gudiewire study and determination of the RFF and the iFR will be 
performed: in the event of a negative concordant result (FFR > 0.80/iFR > 0.89), no treatment will be performed; in case of a 
positive concordant result (FFR ≤ 0.80/iFR ≤ 0.89), revascularization will be performed; In the event of a discordant result (FFR> 
0.80/iFR ≤ 0.89 or FFR ≤ 0.80/iFR> 0.89), an intravascular echocardiography will be performed and revascularization will be 
delayed if the minimum lumen area is > 6 mm2. The primary clinical endpoint will be a composite of cardiovascular death, LMCA 
lesion-related non-fatal infarction or need for revascularization of the LMCA lesion at 12 months.
Conclusions: Confirm that an iFR-guided decision-making process in patients with intermediate LMCA stenosis is clinically safe 
and would have a significant clinical impact. Also, justify its systematic use when prescribing treatment in these potentially high-
risk patients.
Registered at ClinicalTrials.gov (Identifier: NCT03767621).
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patients with intermediate lesions in 2 large trials, the presence of 
LMCA lesions was largely anecdotal or inexistent in both indices.8,9 
However, a non-randomized clinical trial has been published with 
a similar design to those previously conducted with the FFR that 
provides encouraging data on the value of iFR in the decision-making 
process regarding the LMCA. However, in such trial, the FFR—the 
most widely used index to assess intermediate LMCA stenoses—was 
not determined at the same time, which means that the results of 
this registry cannot be put into context.10 Also, there are signs that 
the location of the LMCA lesion is a predictor of worse concordance 
between both indices.11

Proving the clinical safety of iFR in patients with intermediate 
LMCA lesions would have a major clinical impact and justify its 
systematic use in the decision-making process regarding the 
management of these high-risk patients.

The objective of this study is to assess the concordance between 2 
physiological indices—the FFR and the iFR—in the assessment of 
intermediate LMCA lesions. Also, to validate prospectively the 
clinical safety profile of a revascularization strategy based on an 
iFR cut-off value of 0.89. 

METHODS

Study design

National, prospective, observational, and multicenter registry 
including 300 consecutive patients with intermediate LMCA lesions 
(25% to 60% angiographic stenosis). A study will be conducted in 
all patients using intracoronary guidewire pressures. Also, both the 
FFR and the iFR values will be determined distal to the LMCA. Per 

protocol it is advised that the indication for revascularization should 
be decided based on the result of the iFR in such a way that: 

– In patients with iFR and FFR values in the LMCA lesion > 0.89 
and > 0.80, respectively clinical follow-up without LMCA 
lesion revascularization is indicated. In the presence of other 
lesions outside the LMCA with percutaneous revascularization 
criteria, the revascularization of these other lesions is 
indicated.

– In patients with iFR and FFR values in the LMCA lesion ≤ 0.89 
and ≤  0.80, respectively the revascularization of the LMCA 
lesion is indicated (percutaneous through a drug-eluting stent 
or surgical). In the presence of other lesions outside the LMCA 
with revascularization criteria (whether percutaneous or 
surgical), the revascularization of these other lesions is 
indicated.

– In case of discrepancy between the FFR and the iFR (positive 
vs negative or vice versa with 2 or more points above or below 
the respective cut-off value) an intravascular ultrasound (IVUS) 
should be performed to decide whether to indicate revascular-
ization or not; with minimum lumen areas (MLA)  >  6 mm2 
revascularization is ill-advised.

Patients whose management is not consistent with what the iFR 
value recommends will not be addressed for the strategy safety 
analysis, and clinical outcomes will be assessed separately.

Figure  1 shows the decision-making algorithm based on FFR and 
iFR results. IVUS is indicated in controversial cases, and recom-
mended in the remaining cases to determine the correlation between 
the MLA and the iFR. 

Revascularization 
of the LMCA lesion

Percutaneous 
treatment with DES

Percutaneous 
treatment with DES

Medical 
therapy

Myocardial revascularization 
surgery

Study the possibility of 
IVUS (clinical indication)

Study the possibility of 
IVUS (clinical indication)

Other lesions eligible 
for revascularization

iFR ≤ 0.89
RFF ≤ 0.80

iFR ≥ 0.90
RFF ≥ 0.81

Intermediate LMCA stenosis (25% to 60% in visual 
estimations on the coronary angiography)

Comparison between iFR and FFR 
on the indication for revascularization

IVUSMLA < 6 mm2

12-month and 5-year clinical follow-up (MACE)

MLA ≥ 6 mm2

iFR ≥ 0.90
RFF ≤ 0.80

iFR ≤ 0.89
RFF ≥ 0.81

iFR and RFF measurements with 
IV adenosine on the LMCA lesion

Figure 1. Decision-making algorithm based on the FFR and iFR results. DES, drug-eluting stent; FFR, fractional flow reserve; iFR, instantaneous wave-free ratio; IV, 
intravenous; IVUS, intravascular ultrasound; LMCA, left main coronary artery; MACE, major adverse cardiovascular events, MLA, minimum lumen area.
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In patients eligible for percutaneous treatment, IVUS is highly 
recommended, and its utility will be assessed prospectively during 
the planning and optimization of the procedure.

Clinical follow-up is advised from 12 months to 5 years to deter-
mine the prognostic primary endpoint by assessing a composite 
endpoint of cardiovascular death, LMCA lesion-related non-fatal 
infarction or need for LMCA revascularization at the 12-months and 
5-year follow-up.

Notifications

The study has been approved by the reference ethics committee 
and notified to the local ethics committee of all participant centers. 
The study has been registered in Clinicaltrials.gov with registration 
number NCT03767621. Devices with CE marking have only been 
used, and only for the indications already approved. The study 
observes the principles established by the Declaration of Helsinki. 
All patients gave their prior written informed consent to participate 
in the study.

Study population

Patients with suspected or confirmed ischemic heart disease on 
whom a coronary angiography is performed that detects interme-
diate angiographic LMCA stenoses (between 25% and 60%). Also, 
patients in whom intracoronary pressure guidewires are used to 
determine the iFR and the FFR in the LMCA lesion to decide on 
the indication for myocardial revascularization—whether percuta-
neous with a DES or surgical—based on the indication considered 
more appropriate.

Inclusion and exclusion criteria are shown on table 1. In cases of 
severe lesions at left anterior descending coronary artery or left 
circumflex artery level, the patient will not be included in the study 
unless the LMCA lesion is assessed after the percutaneous treat-
ment of these lesions while taking into account that, if the LMCA 
lesion is significant, treatment will be percutaneous.

Study endpoints

The iLITRO-EPIC 07 trial has 2 primary endpoints:

1) To establish concordance before indicating revascularization 
between 2 invasive functional assessment indices through intra-
coronary pressure guidewire in intermediate LMCA lesions 
with FFR and iFR cut-off values  ≥  0.80 (with IV adenosine) 
and ≥ 0.89 to delay treatment.

2) To validate prospectively the safety profile associated with the 
decision-making process regarding the revascularization of 
intermediate LMCA stenoses based on an iFR cut-off value of 
0.89 measured using an intracoronary pressure guidewire to 
decide whether to revascularize or not based on the number of 
patients with delayed LMCA revascularization of the composite 
endpoint of cardiovascular death, LMCA lesion-related non-fatal 
infarction or need for LMCA revascularization at the 12-month 
follow-up.

Secondary endpoints are to determine the correlation between the 
iFR value in these lesions and the MLA determined by the IVUS 
and the utility of IVUS for the planning and optimization of LMCA 
lesions (table 2).

Study procedure

Figure 2 shows the procedure methodology on a flowchart.

Protocol to perform a study using a pressure guidewire

The patient is eligible for functional assessment in the presence of 
intermediate LMCA stenoses with visual estimations on the coro-
nary angiography between 25% and 60%. 

Table 1. Inclusion and exclusion criteria of the iLITRO-EPIC-07 trial

Inclusion criteria

Patients with intermediate LMCA lesions (25% to 60% angiographic stenosis  
on visual estimations) eligible for a pressure guidewire study to determine  
the iFR

Patients aged ≥ 18 years

Patients capable of giving their informed consent

Exclusion criteria

Patients with an indication for coronary artery bypass graft regardless  
of the significance of the LMCA lesion

Patients with LMCA lesions showing ulceration, dissection or thrombus

Patients with lesions in a previously non-dysfunctional arterial or venous graft 
in the territory irrigated by the LMCA (protected LMCA)

Patients with acute coronary syndrome with potentially culprit lesion  
in the LMCA

Patients incapable of giving their informed consent

iFR, instantaneous wave-free ratio; LMCA, left main coronary artery.

Table 2. Secondary endpoints of the iLITRO-EPIC-07 trial

Correlation between the assessment obtained through pressure guidewire (iFR) 
and the minimum lumen area measured through IVUS

Role of IVUS in the planning of treatment in the subgroup of patients treated with 
percutaneous therapy

Role of IVUS in the optimization of treatment in the subgroup of patients treated 
with percutaneous therapy

All-cause mortality at 12 months and 5 years

Cardiovascular death at 12 months and 5 years

Non-fatal infarction at 12 months and 5 years

LMCA lesion-related non-fatal infarction at 12 months and 5 years

Revascularization at 12 months and 5 years

Myocardial infarction associated with the revascularization of the LMCA (whether 
percutaneous or surgical)

Thrombosis of 1 or several stents in the LMCA at 12 months and 5 years

Restenosis of 1 or several stents in the LMCA at 12 months and 5 years

New target lesion revascularization in the LMCA (whether percutaneous  
or surgical) at 12 months and 5 years

iFR, instantaneous wave-free ratio; LMCA, left main coronary artery; IVUS: intravascular 
ultrasound.
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Figure 2. Study protocol and procedures. ACS, acute coronary syndrome; CABG, coronary artery bypass graft; FFR, fractional flow reserve; iFR, instantaneous 
wave-free ratio; IVUS, intravascular ultrasound; LAD, left anterior descending coronary artery; LCX, left circumflex artery; LMCA, left main coronary artery; 
MLA, minimum lumen area; PCI, percutaneous coronary intervention; QCA, quantitative coronary angiography.

CONCORDANCE BETWEEN THE RFF AND THE iFR IN THE ASSESSMENT 
OF INTERMEDIATE LEFT MAIN CORONARY ARTERY LESIONS.
PROSPECTIVE IMPLEMENTATION OF A PREDEFINED iFR VALUE IN THE 
ASSESSMENT OF INTERMEDIATE LMCA LESIONS.
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After catheterization using a guide catheter, at least, 200 μg of 
intracoronary nitroglycerin should be administered to keep coro-
nary reactivity under control. Afterwards, the intracoronary guide-
wire should be advanced with the sensor placed in the ostium of 
the guide catheter; also, pressure curves should be brought back to 
normal for 5 to 10 heart beats. if the lesion has an ostial location, 
normalization will occur by removing the guide catheter from the 
coronary artery and placing the guidewire into the aorta. After-
wards, the guidewire should be removed from the catheter, and 
coronary catheterization performed to advance the guidewire.

The pressure guidewire should be advanced until, at least, 3 times 
the diameter of the vessel beyond the most distal stenosis to be 
able to measure the iFR according to the standard protocol.

After measuring the iFR, the guidewire should be removed with 
pressure curve monitorization until the inside of the guide catheter. 
At this point, the presence of the pressure calibration loss phenom-
enon (drifting) should be discarded. In case of overt drift (Pd/Pa 
measured on the catheter tip < 0.98 or > 1.02) measures should 
be taken again.

Afterwards, the FFR will be determined during hyperemia through 
the administration of adenosine in continuous IV infusion at doses 
≥ 140 μg/kg/min for, at least, 2 minutes or an IV bolus of 0.4 mg 
of regadenoson.

After measuring the FFR, the guidewire should be removed with 
pressure curve monitorization until the inside of the guide catheter. 
At this point, the presence of drifting should be discarded. In case 
of overt drift (Pd/Pa measured on the catheter tip < 0.98 or > 1.02) 
measures should be taken again.

In case of discrepancy between the results of the FFR and the iFR 
(FFR ≤ 0.80 with iFR ≥ 0.90 or FFR ≥ 0.81 with iFR ≤ 0.89) IVUS 
will be performed, and the MLA determined. Revascularization will 
be indicated with MLAs < 6 mm2 based on the results from the 
LITRO trial.12

Protocol to conduct IVUS studies

IVUS studies will be mandatory if the FFR and the iFR disagree. 
In patients eligible for percutaneous treatment of their LMCA 
lesions, the IVUS is highly recommended to guide the procedure. 
In the remaining patients (when iFR-guided medical therapy or 
surgical revascularization is decided) the IVUS is recommended to 
establish the correlation between the iFR value and the MLA 
measured on the LMCA whenever possible. The IVUS system used 
can be mechanical or rotational with resolutions between 20 MHz 
and 60 MHz. 

An 0.014 in intracoronary guidewire will be advanced to perform 
the IVUS study (it can be the same pressure guidewire used to 
determine the iFR) towards the left anterior descending or left 
circumflex coronary arteries. After the administration of 200 μg of 
intracoronary nitroglycerin, the IVUS catheter will be advanced 
distal to the LMCA bifurcation. Afterwards, the catheter will be 
manual or automatically removed until the ascending aorta. It is 
essential that the guide catheter should remain outside the coronary 
artery to study the left main coronary artery entirely including its 
ostial region. The catheter will be placed in the left anterior 
descending coronary artery (preferably) or left circumflex artery or 
both (to conduct 2 studies with MLA determination from these 
positions and eventually pick the one with the lowest values).

In cases of catheter backward jump, even on manual mode (with 
calcified angulation) it is recommended to move the catheter 

forward from the aorta to acquire images of the region of interest 
that had not been properly assessed.

Technical aspects of the assessment of left main coronary 
artery lesions through fractional flow reserve

The study of LMCA lesions using pressure guidewires has some 
particularities that should be addressed when conducting the study.

Location of the lesion

A total of 3 different possible lesion locations can be anatomically 
distinguished on the LMCA depending on whether there is damage 
to the ostium, body or distal portion (bifurcation). The location of the 
lesion inside the LMCA has implications when conducting the study 
with the pressure guidewire. When the lesion is found in the ostium 
or the body, catheterization should be coaxial. Non-coaxial catheter-
ization involves contact of the catheter lumen with the vessel wall to 
the extent that it can dampen the aortic pressure and artificially 
elevate the value of the FFR. For this reason, non-selective catheter-
ization is advised when equalizing or normalizing the catheter and 
guidewire pressures when the latter is placed distal to the lesion to 
measure the FFR during maximum hyperemia. When the lesion is 
found in the LMCA distal portion and there is damage to its origin 
and main branches, both the distal LMCA and each one of its branches 
should be treated as 1 functional unit regardless of the degree of 
damage to these branches. To estimate the FFR, measurements are 
taken from the left anterior descending and left circumflex coronary 
arteries. The LMCA lesion is considered functionally significantly 
when the measurements of either one of the 2 main vessels is < 0.80. 

Induction of hyperemia

In the assessment of LMCA lesions the use of an intracoronary 
bolus of adenosine is ill-advised because, since the non-selective 
catheterization of the left coronary artery is required, part of the 
drugs administered never reach this coronary artery, which is why 
the induction of hyperemia can be suboptimal. For this reason, the 
IV administration of drugs whether adenosine (infusions of 140 μg/
kg/min for, at least, 2 minutes) or regadenoson (doses of 0.4 mg in 
IV bolus) is advised.13

Presence of left anterior descending or left circumflex coronary 
artery lesions

The presence of 1 isolated LMCA lesion is not rare. A series of 
all-comers treated with diagnostic coronary angiography proved 
that, in patients with damage to the LMCA, only 9% had 1 single 
LMCA lesion, 17% had 1 LMCA lesion plus damage to 1 vessel, 
35% had 1 LMCA lesion plus damage to 2 vessels, and 38% had 
LMCA disease plus damage to 3 vessels.14

Statistical analysis

Demographic, clinical, hemodynamic, and procedural data will be 
presented for the entire group. Continuous variables will be 
expressed as mean, and standard deviation (or if the distribution of 
the values do not follow a normal, as median, and interquartile 
range). Categorical variables will be expressed as frequencies and 
percentages. The data obtained will be studied using the unilateral 
analysis of variance (ANOVA) for the continuous variables, and 
Fisher’s exact test or the chi-square test for the categorical vari-
ables, when appropriate. When appropriate, non-parametric tests 
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will be used with variables without a normal distribution or when 
normalization is not possible. The Kaplan-Meier survival curves 
will be presented for the previously specified criteria. The concor-
dance analyses will be conducted using Cohen’s kappa coefficient. 
Also, sensitivity, specificity, positive and negative predictive values, 
and the area under the receiver operating characteristic (ROC) 
curve will be estimated.

Data curation and monitorization

Clinical, angiographic, physiological, and IVUS data will all be 
saved in a safe electronic CRD managed by Fundación EPIC, the 
promotor of the study. Clinical data at both the 12-month and 
5-year follow-up, as well as the presence of cardiovascular events 
at the follow-up will also be saved in the same electronic CRD.

DISCUSSION

The iLITRO-EPIC 07 trial has a double primary endpoint: on the one 
hand, to establish the concordance between 2 intracoronary physio-
logical indices, the FFR and the iFR, when assessing the severity of 
intermediate LMCA lesions; on the other hand, to study the use of 
a predetermined iFR value to indicate the revascularization of inter-
mediate LMCA lesions with an up to 5-year clinical follow-up.

Left main coronary artery disease. Implications for the 
interventional cardiologist

Significant LMCA disease, understood as a stenosis in its greater 
diameter > 50%, is associated with a poor mid-term prognosis. 
Studies prior to coronary revascularization confirmed survival rates 
< 40% at the 4-year follow-up after diagnosis.15

The limitations of the angiographic assessment of the severity of 
LMCA lesions are well established.16-18 Before suggesting revascu-
larization in a patient with LMCA lesions, in particular ostial 
lesions, it is important to know whether the lesion really needs to 
be revascularized, that is, whether it is hemodynamically signifi-
cant. LMCA stenoses are found in between 4% to 9% of all diag-
nostic coronary angiographies.1 Due to their anatomical location, 
catheter-induced artifacts or to the severity of distal lesions, among 
other factors, interpreting LMCA lesions is associated with the 
highest intra- and inter-observer variability compared to lesions 
found in other parts of the coronary tree.16 When stenoses ≥ 50% 
were found in the CASS registry,19 a second observer confirmed 
that the stenosis was not significant in 19% of the cases.

Several former studies have confirmed that the prognosis of patients 
with functionally insignificant LMCA lesions is favorable.6 Also, 
that the surgical revascularization of hemodynamically insignificant 
lesions is associated with a high rate of early graft failure.20

The LITRO trial, led by the Spanish Society of Cardiology Working 
Group on Intracoronary Diagnostic Techniques, was a multicenter 
and prospective study. It proved that, in patients with angiograph-
ically intermediate LMCA lesions, the presence of a MLA ≥ 6 mm2 
measured on the IVUS allows us to delay revascularization in a 
safely manner.12

Evidence to guide the revascularization of the left main 
coronary artery through functional assessment

To this date, no definitive data on the prognostic value of iFR 
measurements in intermediate LMCA stenoses have been published. 

The presence of a significant stenosis (>  70%) on the coronary 
angiography was an exclusion criteria in the DEFER, FAME, and 
FAME II clinical trials, as well as in the DEFINE FLAIR trial. Only 
the IFR SWEDEHEART trial included 30 patients with significant 
LMCA stenoses (1.6% of all the patients included).3-5,8,9 An obser-
vational and retrospective study of 314 patients confirmed that 
delaying the revascularization of the LMCA using a iFR cut-off 
value of 0.89 as the guide was safe at the 30-month clinical 
follow-up.10 However, in this observational registry the FFR, a 
widely validated index in the LMCA, was not obtained at the same 
time. This means that the results reported by this registry cannot 
be put into context and the concordance between both indices 
cannot be analyzed either.

The data available that support the use of the FFR in LMCA lesions 
come from several studies shown on table  1. The cut-off values 
used in these studies go from 0.75 to 0.80. In the study that has 
included, to this date, the highest number of patients with inter-
mediate angiographic lesions, 213, only patients with FFR values 
< 0.80 were treated. However, in patients with higher values a 
conservative manage was used. No differences in the mortality or 
severe cardiovascular event rates were reported at the 5-year 
follow-up.6 Therefore, the reference FFR value for LMCA lesions, 
as well as the remaining lesions, is < 0.80.

A metanalysis that included data from 8 landmark studies found 
no differences in the primary endpoint of death, non-fatal myocar-
dial infarction or revascularization. However, the need for revas-
cularization was greater in the group on medical therapy: whether 
this was primarily due to the revascularization of the LMCA is still 
under discussion.21

A recent study that assessed the correlation between the FFR and 
the iFR values based on the location of the lesion studied revealed 
that such correlation was weaker when the lesion was found on 
the LMCA or in the proximal left anterior descending coronary 
artery compared to other locations. This was attributed to a greater 
amount of vessel-dependent myocardium in these proximal lesions. 
Taking the FFR value and an iFR cut-off value ≥ 0.89 as a reference, 
both the false positives (21.9%) and the false negatives (26.7%) were 
more evident when the lesion was found on the LMCA or the 
proximal left anterior descending coronary atery.11 Some studies 
have suggested that resting indices like the iFR could provide better 
measurements of coronary flow during hyperemia compared to the 
FFR.22,23 This means that using the FFR as the gold standard could 
be questionable in this setting. Also, the scientific evidence avail-
able indicates that the discrepancies seen between the iFR and the 
FFR are not associated with a worse prognosis.24 This means that 
the present study could clarify whether the iFR is associated with 
a weaker indication for revascularization in intermediate LMCA 
lesions with the exact same clinical safety compared to the FFR.

CONCLUSIONS

The iLITRO-EPIC 07 trial is the first prospective study to assess 
the concordance between the FFR and the iFR in intermediate 
LMCA lesions. Also, that it is safe to guide the indication for 
revascularization based on an iFR cut-off value of 0.89.
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