
Outcomes of Deferred Revascularization  Shaik et al.
THIEME

190 ﻿Original Article

Outcomes of Deferred Revascularization Following 
Physiological Coronary Assessment Using Fractional 
Flow Reserve
Shabbir Ali Shaik1  Aramalla Sunitha1  Indrani Garre1  VS Bharathi Lakshmi1

1Department of Cardiology, Nizam’s Institute of Medical Sciences, 
Hyderabad, Telangana, India

published online
December 26, 2019

Address for correspondence  V. S. Bharathi Lakshmi, MD, DM, 
Department of Cardiology, Nizam’s Institute of Medical Sciences, 
Punjagutta, Hyderabad, Telangana 500082, India  
(e-mail: bharathivanaparty@gmail.com).

Objective  Outcomes of patients with deferred revascularization for intermediate 
stenosis coronary lesion based upon physiological assessment using fractional flow 
reserve ([FFR] >0.80).
Methods  Patients with chest pain with angiographic intermediate stenosis, (40–70% 
stenosis) without noninvasive test evidence of ischemia were selected and underwent 
an FFR assessment between January 1, 2015, and August 31, 2018. Patients with inter-
mediate lesions of FFR > 0.80 were followed, and those patients with lesion with FFR 
< 0.8 were excluded from the study. The primary outcomes of the study were to know 
the composite of target lesion revascularization (TLR), myocardial infarction (MI), and 
other vascular complications (major adverse cardiovascular events [MACE]).
Results  In 102 patients who underwent deferred revascularization (FFR > 0.80), 104 
FFR studies were done and followed over one year. Four patients needed target lesion 
revascularization (3.92%). Three patients underwent percutaneous coronary interven-
tion (2.94%) within nine months of follow-up, and one patient underwent coronary 
artery bypass graft (CABG) (0.98%) at one year of follow-up. Two patients died with 
acute MI with sudden cardiac arrest (1.96%). Two patients developed right hemipare-
sis (2.94%) on one year of follow-up due to acute ischemic stroke of a middle cerebral 
artery, and one patient underwent permanent pacemaker implantation for complete 
heart block (CHB). The incidence of the total events was 8.82%, TLR was 3.92%, Coro-
nary event rate was 5.88%, and MACE was 7.84%.
Conclusions  Our study shows that there was a significant increase in the incidence 
of coronary event rate (5.88%) and the MACE rate (7.84%) in patients of deferred cor-
onary revascularization based on higher FFR values (>0.8).
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Introduction
Percutaneous coronary intervention (PCI) has been shown 
to improve the symptomatic state and mortality bene-
fit in acute coronary syndromes, but not in chronic sta-
ble angina.1-5 Physiological assessment by fractional flow 
reserve (FFR)–guided PCI is better for long outcomes than 
the anatomical severity of the lesion.6-9 The differed PCI 
as there is > 0.8 of FFR value shown to be beneficial in 

previous studies.10-12 We want to see the accuracy of an 
FFR cutoff value of 0.8 to predict the coronary events at 
one year.

Objective
This study aims to assess the outcome of intermediate ste-
nosis coronary lesions whose revascularization was deferred 
based on FFR values ≤0.8.
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Methods
Study Design: An Observational Study
Inclusion criteria include the following:

1.	 Patients with an acute coronary syndrome or chronic sta-
ble angina, with

2.	 Presence of at least one stenosis, of 40 to 70% in one 
major native epicardial coronary artery supplying viable 
myocardium.

Exclusion criteria include the following:

1.	 Presence of thrombus
2.	 Distal thrombolysis in Myocardial infarction (TIMI) flow <3
3.	 Spontaneous dissection or ulcerated plaque

•• Number of enrolled: 102
•• Duration of follow-up: 1 year

The study was conducted at our center; we analyzed all 
procedures between January 1, 2015, and August 31, 2018, 
which involved the FFR measurement of the angiographically 
moderate (40–70%) stenosis lesion on visual assessment.

FFR Procedure
As per the standard protocol, all patients are loaded with 
dual antiplatelets, that is, aspirin (325 mg of loading dose) 
and clopidogrel (75 mg or 600 mg loading dose if not tak-
ing previously) before taken to the procedure. After securing 
intra-arterial access, 5,000 U intravenous heparin sodium 
was administered. Using a 6-Fr appropriate guide catheter, 
angiographic projections were taken, to get the best possi-
ble view of the lesion, with greatest diameter stenosis by 
visual assessment without any superimposed branches. The 
physiological assessment was done with a 0.014” FFR intra-
coronary pressure wire (wireless FFR). FFR is measured by 
administering intracoronary adenosine. The optimal dose of 
adenosine given for the right coronary artery was 100 µg and 
for left coronary artery was 200 µg. Special precautions were 
taken not to wedge the guide catheter to the coronary ostium 
after giving injection adenosine bolus. Maximal hyperemia 
was confirmed by the fall of arterial pressure with bradycar-
dia. FFR was measured during maximal hyperemia. For all 
lesions, FFR was calculated for at least 2 times, and the low-
est value obtained was taken for deciding revascularization. 
Lesions with FFR of ≥ 0.8 were deferred.

Follow-up
All enrolled patients in the study were followed for a mini-
mum of one year. Follow-up was conducted by regular out-
patient visits, telephonic interviews, and the medical records 
of patients were taken when they are hospitalized during the 
study period.

Statistical Analysis
All the variables were taken in percentages to represent, 
and binary logistic regression analysis was done for events 
with other factors using Minitab version 17 (Minitab Ltd., 
United Kingdom).

Results
Between the period of January 1, 2015, and August 31, 2018, 
102 patients (with a mean age of 58.1 years) who fulfilled 
our inclusion criteria were recruited. The baseline charac-
teristics of the study population are shown in ►Table 1 and 
►Fig. 1. Among them, one-third were females.

We studied 104 lesions in 102 patients. In 2 patients, 
we studied two lesions (1.9%); the adverse events observed 
during the procedure were transient episodes of atrioven-
tricular block and nonspecific chest pain after injecting ade-
nosine bolus, which reverted spontaneously. Of the coronary 
lesions studied, most of them nearly 73.78% in a left anterior 
descending coronary artery (LAD), second common in the 
right coronary artery (RCA) followed by left circumflex artery 
(LCX) 11.76% and 9.8%, respectively, as shown in ►Fig. 2.

All l02 patients were followed-up for one year. The mean 
FFR value observed in the study was 0.8938 ± 0.041. Three 
men, aged 64, 52, and 53 years, expired during follow-up of 
FFR 0.96, 0.86, and 0.86, respectively. The incidence of the 
total events was 8.82%, TLR was 3.92%. The coronary event 
rate was 5.88%. MACE was 7.84%.

Two patients died in 10 months with acute myocardial 
infarction (MI) with sudden cardiac arrest (FFR 0.96 and 
0.86). Three patients, aged 71, 65, and 60 years, were admit-
ted (FFR 0.92, 0.96, 0–91) with one year following discharge 
for unstable angina, and PCI was done for the lesions which 
studied previously during FFR. One patient aged 54 years of 
FFR 0.88 in LAD and insignificant lesions in other territories 
with exertional angina underwent coronary artery bypass 
graft (CABG) due to rapid progression of obstructive athero-
sclerosis at one year. Two patients aged 61 years (FFR 0.87) 
and 64 years (FFR 0.89) developed cerebrovascular accident 
(right hemiparesis) at 10 months. One patient aged 73 years 

Table 1   Baseline patient characteristics

Variable Parameter

Patients total 102

Age (years) mean ± standard deviation 58.1 ± 10.06

Male (%) 68 (66.67%)

Female (%) 34 (33.33%)

Fig. 1  Gender distribution.
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(FFR 0.94) developed degenerative conduction system dis-
eases (complete heart block) unrelated to coronary artery 
disease and underwent permanent pacemaker implantation 
at 11 months of follow-up; 91.18% of patients remained free 
of events (►Table 2 and ►Fig. 3).

Binary logistic regression showed that MACE was not 
dependent on age, FFR, and sex (►Table 3).

Discussion

FFR calculated using pressure wire was proved to be a use-
ful parameter for determining the physiological signifi-
cance of angiographically intermediate stenosis lesions1-10 
and in deciding the revascularization.11 Not only in sin-
gle-vessel disease, but its value is also proved in multives-
sel coronary artery disease.

FFR was significantly underutilized in the clinical prac-
tice even though the data have shown long-term bene-
fits and improved outcomes with FFR-guided PCI, which is 
used only in 6.1% of interventions for intermediate coronary 
lesions (40–70% stenosis).12,13 FAME 2 trial confirmed the 

Fig. 2  Bar diagram showing the description of FFR lesion containing coronary vessel.

Table 2   Details of Events at one year

Parameter No. 
(%)

Percentage of total patients 
(%)

Events total 
no.(%)

9 8.82%

PCI 3 (34%) 2.94%

CABG 1 (11%) 0.98%

MI 2 (22%) 1.96%

CVA 2 (22%) 1.96%

PPI 1(11%) 0.98%

Abbreviations: PCI, percutaneous coronary intervention; CABG, coronary 
artery bypass graft; MI, myocardial infarction; CVA, cerebrovascular 
accident; PPI, permanent pace maker.

Fig. 3  Cardiovascular events at one year.

Table 3   Determinants of MACE by binary logistic regression

Variables Chi-square P-value

Regression constant 2.04 0.565

Age (y) 1.13 0.388

FFR 0.45 0.504

Sex 0.17 0.682

Abbreviations: MACE, major adverse cardiovascular events; FFR, frac-
tional flow reserve.
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usefulness of FFR-guided PCI, as there were less MACE rates 
in PCI deferred patients. Various studies comparing FFR with 
noninvasive functional testing has demonstrated a good cor-
relation. The cutoff values for the physiological significance 
of FFR were 0.75, which denotes that coronary pressure is 
reduced by 25% from normal. However, it was validated from 
various randomized trials, for increasing the sensitivity of 
FFR, the cut values were increased to 0.80.14

In our study, neither the FFR value nor the demographic 
factors (age/sex) found statistical significance in causing the 
events. FAME substudy has shown that female patients have 
higher FFR value for a given severity of coronary artery ste-
nosis, and FFR-guided PCI just as beneficial in women as for 
men. Even though in our study we have not seen the compa-
rable values in women and men, the study showed that there 
was no difference in MACE rates in patients of either sex in 
whom revascularization differed based on FFR values.

As we excluded the lesions with angiographic signs of 
instability like the presence of visible thrombus, dissections, 
ulcerations, we cannot extrapolate our data to these lesions 
to predict the event rates when FFR values are low in those 
population.

Recent data show there is limitation even for FFR. Hence, 
additional invasive hemodynamics for measurement of the 
functional significance of intermediate lesions like resting 
full cycle ratio (RFR) and instantaneous wave-free ratio (iFR) 
need to be considered. iFR-SWEDEEHEART trail and DEFINE-
FLAIR trail showed iFR was noninferior to FFR for physio-
logical assessment of coronary artery stenosis in relation to 
subsequent clinical outcomes and had less periprocedural 
complications and shorter procedural times. A study by 
Sen et al showed that in LAD lesions, iFR-guided deferral is 
safer than FFR-guided deferral and significantly lower MACE 
rates.15 However, our study was only with FFR, not in compar-
ison with other functional modalities of assessment.

In the present study, FFR measurement in all patients was 
done with the administration of intracoronary adenosine. 
Various studies have shown that intracoronary adenosine 
has achieved a lower level of hyperemia than intravenous 
adenosine.16-19 One comparative study showed that there is 
no statistical significance difference between intravenous 
and intracoronary administration of 150 µg adenosine,20 and 
another study showed maximum hyperemia with intracoro-
nary adenosine.21 In our study, the intracoronary adenosine 
dose used for the left system was 200 µg, and the right sys-
tem was 100 µg, given after the properly aligned engagement 
of the guide catheter.

Additional imaging with OCT along with FFR was studied in 
the FORZA study (Fractional Flow Reserve versus optical coher-
ence tomography [OCT] to Guide RevasculariZAtion of Inter-
mediate Coronary Stenoses). This study showed a decreased 
occurrence of acute kidney injury (AKI), hospitalizations 
duration, overall cost burden, and MACE rates and angina at 
13 months. Probably this advantage is due to the morphological 
guidance by the OCT in addition to physiological significance.22

The results of our study give the information that FFR mea-
sured with the intracoronary pressure wire alone, may not 
be a sufficient tool for guiding revascularization in patients 

admitted with moderate coronary lesions. Probably addition 
of clinical data like risk factors, especially diabetes mellitus, 
clinical presentation, left ventricular function, prior PCI/
CABG status, and associated comorbidities along with FFR 
values are better predictors for the MACE. The introduction 
of combined fusion imaging like IVUS with FFR may predict 
the complexity of the lesion better than a single test.

Limitations
Important contributing factors for the outcome like diabetes, 
LV dysfunction, and ACS presentation were not considered 
for the multivariate analysis.

Conclusions
The present study shows that there was an increased inci-
dence of target lesion failure (5.88%) in patients of FFR deferred 
revascularization, in contrast to previous studies. As already 
mentioned in limitations, further analysis in patients with 
diabetes, LV dysfunction, and ACS subgroup was not done.

Recommendations
Probably combined clinical, morphological (intravascular 
imaging like optical coherence tomography), and func-
tional assessment of the lesions may be more appropriate 
than only FFR.
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