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Pre-operative Diagnosis of Silent Coronary Ischaemia May Reduce Post-
operative Death and Myocardial Infarction and Improve Survival of Patients
Undergoing Lower Extremity Surgical Revascularisation
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WHAT THIS PAPER ADDS

This study shows that pre-operative evaluation of patients undergoing lower extremity surgical revascularisation
using coronary computed tomography derived fractional flow reserve can identify high risk patients with silent
coronary ischaemia. This information can facilitate a multidisciplinary team approach to improve patient
outcome. Increased focus on peri-operative cardiac care combined with selective post-operative coronary
revascularisation of patients with silent ischaemia resulted in fewer cardiovascular deaths and myocardial in-
farctions, and improved one year survival compared with patients having standard pre-operative cardiac eval-
uation. If confirmed by future studies, this strategy may improve long term survival of patients with peripheral
vascular disease.

Objective: Patients undergoing peripheral vascular surgery have increased risk of death and myocardial infarction
(M1), which may be due to unsuspected (silent) coronary ischaemia. The aim was to determine whether pre-
operative diagnosis of silent ischaemia using coronary computed tomography (CT) derived fractional flow
reserve (FFRc7) can facilitate multidisciplinary care to reduce post-operative death and MI, and improve survival.
Methods: This was a single centre prospective study with historic controls. Patients with no cardiac symptoms
undergoing lower extremity surgical revascularisation with pre-operative coronary CTA-FFRcr testing were
compared with historic controls with standard pre-operative testing. Silent coronary ischaemia was defined as
FFRcr < 0.80 distal to coronary stenosis with FFRer < 0.75 indicating severe ischaemia. End points included
cardiovascular (CV) death, MI, and all cause death through one year follow up.

Results: There were no statistically significant differences between CT angiography (CTA-FFRcy) (n = 135) and
control (n = 135) patients with regard to age (66 + 8 years), sex, comorbidities, or surgery performed. Coronary
CTA showed > 50% stenosis in 70% of patients with left main stenosis in 7%. FFRct revealed silent coronary
ischaemia in 68% of patients with severe ischaemia in 53%. The status of coronary ischaemia was unknown in
the controls. At 30 days, CV death and Ml in the CTA-FFRq group were not statistically significantly different
from controls (0% vs. 3.7% [p = .060] and 0.7% vs. 5.2% [p = .066], respectively). Post-operative coronary
revascularisation was performed in 54 patients to relieve silent ischaemia (percutaneous coronary intervention
in 47, coronary artery bypass graft in seven). At one year, CTA-FFR¢r patients had fewer CV deaths (0.7% vs.
5.9%; p = .036) and Mls (2.2% vs. 8.1%; p = .028) and improved survival (p = .018) compared with controls.
Conclusion: Pre-operative diagnosis of silent coronary ischaemia in patients undergoing lower extremity
revascularisation surgery can facilitate multidisciplinary patient care with selective post-operative coronary
revascularisation. This strategy reduced post-operative death and MI and improved one year survival
compared with standard care.
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INTRODUCTION

Patients undergoing surgery for symptomatic peripheral
arterial disease (PAD) are at high risk of death and
myocardial infarction (MI) due to co-existing coronary ar-
tery disease (CAD). In hospital mortality for major vascular
surgery is 3%, and 30 day cardiovascular (CV) death and Ml
rates exceed 5%.” Mortality is particularly high for patients
with critical limb threatening ischaemia (CLTI), with 20%
mortality at six months and 50% at four years.>” Patients,
successfully revascularised, have reduced long term sur-
vival, with high mortality in those with post-operative
myocardial ischaemia.” While it is well known that most
vascular surgery patients have statistically significant CAD
by pre-operative coronary angiography,® randomised trials
have shown no survival benefit from pre-operative coronary
revascularisation.” Accordingly, systematic pre-operative
cardiac testing is not recommended, as testing usually
does not lead to modification of management strategy.®’
The increased risk to patients with combined PAD and
CAD is highlighted in the 2017 European Society of Cardi-
ology (ESC)/European Society of Vascular Surgery (ESVS)
guidelines, with a strong recommendation for multidisci-
plinary vascular team management of patients presenting
with PAD.? At the same time, guidelines emphasise that
cardiac testing is not indicated for patients presenting with
PAD symptoms but no symptoms of CAD.” Thus, despite
strong evidence that symptomatic PAD is a consistent and
powerful independent predictor of peri-operative cardiac
events and mortality, patients with no cardiac symptoms
usually undergo surgery with no knowledge of the extent
and functional significance of CAD,° leaving them at high
risk of early and late cardiac events.

A new non-invasive cardiac diagnostic modality, coronary
computed tomography (CT) derived fractional flow reserve
(FFRct) can identify patients with haemodynamically sta-
tistically significant, ischaemia producing coronary stenosis.
FFRcr analysis uses anatomical data provided by standard
coronary CT angiography (CTA) imaging and mathematical
modelling of coronary blood flow to compute FFR values
throughout the coronary tree.™ Prospective clinical trials
have shown good correlation between computed FFRcr and
invasively measured FFR with accurate identification of
patients with ischaemia producing coronary stenosis.™* The
clinical usefulness of FFRcr in patients presenting with
symptoms of CAD is well documented,”*> *® and FFR¢r
analysis has been used to evaluate > 50 000 patients with
suspected CAD in Europe, the USA, Canada, and Japan. The
value of FFR¢r in patients with no cardiac symptoms who
are at high risk of coronary events, such as those presenting
with symptomatic PAD in need of revascularisation surgery,
is unknown. Initial experience with CTA-FFRq in patients
with CLTI showed a high prevalence of unsuspected (silent)
ischaemia producing coronary stenosis,”” and prompted the
current investigation. The purpose of this study was to
determine whether pre-operative diagnosis of silent coro-
nary ischaemia using CTA and FFRq can facilitate multi-
disciplinary care to reduce post-operative cardiac events
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and improve survival of patients undergoing peripheral
vascular surgery vs. the current standard of care.

MATERIALS AND METHODS

Study design

Two consecutive cohorts of patients with symptomatic lower
extremity PAD and no cardiac symptoms who were admitted
to the Pauls Stradins Clinical University Hospital, Riga, Latvia,
for elective open surgical revascularisation were compared:
(1) patients enrolled in a prospective, open label study of pre-
operative cardiac evaluation using coronary CTA and FFRcy;
and (2) patients with standard pre-operative cardiac evalua-
tion who met the inclusion/exclusion criteria of the pro-
spective study and had open surgical revascularisation during
earlier year serving as controls. CTA-FFR¢y evaluation was not
available to any patients during the control period, whereas
in the prospective study all patients who met the inclusion/
exclusion criteria and signed informed consent underwent
CTA-FFRct evaluation. The primary study end point was CV
death at 30 days, six months, and one year. Secondary end
points included all cause death, MI, and major adverse car-
diovascular event (MACE) rate consisting of death, MI, or
unplanned coronary revascularisation over a one year follow
up. End points were adjudicated by an interdisciplinary end
points committee in accordance with the Academic Research
Consortium-2 consensus document.®

CTA-FFRcr group

The prospective study was approved by the institutional
ethics committee and initiated in October 2017. The patient
population comprised patients with stable CLTI or limiting
claudication who were admitted for lower extremity
revascularisation and cleared for open surgery following
standard pre-operative cardiac evaluation, including resting
electrocardiography (ECG). Criteria for study inclusion were
age > 50 years, stable, symptomatic PAD needing revas-
cularisation, and no cardiac history or symptoms of CAD.
Exclusion criteria included ischaemic changes on pre-
operative ECG, prior MI, coronary revascularisation or
pacemaker, suspicion of acute coronary syndrome, severe
dysrhythmia, chronic renal failure (creatinine >130 pmol/
L), any active disease with life expectancy < 1 year, inability
to obtain coronary CTA, and contraindication to beta
blocking agents or nitroglycerin. After signing an informed
consent form, standard coronary CTA imaging was per-
formed using a single source 64 row scanner with beta
blockers for heart rate control and sublingual nitroglycerin
for coronary vasodilation in accordance with guidelines.™
CTA image datasets were sent via a secure web based
interface to HeartFlow (Redwood City, CA, USA) for
computational analysis of FFRcr Results were available
within 24 hours for patient management decisions, guided
by a multidisciplinary vascular team comprised of vascular
surgery, anaesthetics, cardiology, and cardiac surgery.
Follow up care was provided by the vascular team in
collaboration with local medical providers for each patient.
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Coronary calcium score was determined using the Agat-
ston method.?” Statistically significant coronary stenosis by
CTA was defined as > 50% stenosis. Lesion specific coronary
ischaemia was defined as FFRc; < 0.80 distal to > 30%
stenosis in a > 2 mm diameter coronary artery. Severe
lesion specific ischaemia was defined as FFR-r < 0.75 distal
to stenosis in @ > 2 mm diameter vessel.

Control group

The registry of all vascular surgery operations performed
at the Pauls Stradins Clinical University Hospital during the
year prior to initiation of the prospective study was
reviewed to identify patients who had had elective open
surgical revascularisation for CLTI or limiting claudication.
All patients signed informed consent at the time of
operation with planned follow up. The institutional ethics
committee granted approval for review of medical records
and gathering of follow up information. From September
2016 to September 2017, a total of 470 vascular surgery
operations were performed of which 295 were elective,
lower extremity surgical revascularisations. Of these, 160
patients did not meet the inclusion/exclusion criteria for
the following reasons: prior cardiac history or documented
cardiac symptoms (n = 108); severe dysrhythmia (n = 32);
chronic renal failure (n = 13); and comorbid condition
with life expectancy < 1 year (n = 7). The selected control
group of 135 patients met the inclusion/exclusion criteria
of the prospective study and had undergone standard pre-
operative cardiac evaluation consisting of history, physical
examination, chest Xray, and resting ECG. No pre-
operative cardiac stress testing was performed, and
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operations were carried out by the same experienced
team of vascular surgeons, medical staff, and critical care
team as in the prospective study with access to cardiology
or specialty consultation as needed. Medical care and long
term follow up were provided by the vascular surgery
team in collaboration with each patient’s local medical
provider.

Statistical analysis

Continuous variables were tested for normal distribution
with the Shapiro—Wilk test and were expressed as
mean = standard deviation if normally distributed and as
median (interquartile range [IQR]) if non-normally distrib-
uted. Continuous variables were compared between the
two groups using the Student’s t test if normally distributed
and the Mann—Whitney U test if non-normally distributed.
Categorical variables were expressed as count (percentage)
and were compared using chi square test or Fisher’s exact
test as appropriate. Kaplan—Meier survival curves were
compared using the log rank test. Statistical analyses were
performed using SPSS Statistics version 23.0 (IBM, Armonk,
NY, USA) with significance defined as p < .05.

RESULTS

Study groups

The baseline characteristics of the two study groups are
shown in Table 1. There were no statistically significant
differences between the CTA-FFRt and control groups with
respect to age, sex distribution, comorbidities, medications,
or pre-operative ankle brachial index. The primary

Table 1. Baseline characteristics of patients undergoing lower extremity surgical revascularisation with pre-operative coronary
computed tomography angiography (CTA) and computed tomography derived fractional flow reserve (FFRcr) evaluation or
standard pre-operative evaluation (control) for detecting silent coronary ischaemia

Patient characteristics CTA-FFR¢r (n = 135) Control (n = 135) P
Mean age + SD — years 65+ 8 66 + 8 .66
Males 106 (78.5) 109 (80.7) .66
Comorbidities
Hypertension 104 (77.0) 101 (74.8) .70
Hyperlipidaemia 42 (31.1) 52 (38.5) 17
Diabetes mellitus 15 (11.1) 23 (17.0) .15
Smoking history 88 (65.2) 91 (67.4) .70
Medications
Antihypertensives 75 (55.5) 69 (51.1) .55
Statins 51 (37.8) 53 (39.2) .73
Insulin 15 (11.1) 23 (17.0) .15
Antiplatelets/anticoagulants 80 (59.2) 71 (52.6) .33
Primary indication for surgery
CLTI 116 (85.9) 110 (81.5) .32
Limiting claudication 19 (14.1) 25 (18.5) .32
Median pre-operative ABI (IQR)' 0.62 (0.47—0.71) 0.67 (0.48—0.74) 13
Operation performed
Aorto-iliofemoral 52 (38.5) 53 (39.2) .90
Femoropopliteal /tibial 78 (57.8) 82 (60.7) .90

Data are presented as n (%) unless stated otherwise. SD = standard deviation; CLTI = chronic limb threatening ischaemia; ABI = ankle brachial

index; IQR = interquartile range.
* p value of difference between groups.

T Data available for 124 patients in the FFRcr group and 120 patients in the control group.
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indication for revascularisation surgery was CLTI in 86% of
FFRcr patients and 82% of control patients. The surgical
procedures in both groups were performed by the same
team of vascular surgeons and cardiovascular anaesthetists
with no changes in protocol. Neuraxial anaesthesia was
used in 95% of patients in both groups with continuous
blood pressure, ECG, oxygenation, and urine output moni-
toring. Approximately 40% of operations in each group were
inflow procedures (aorto-iliofemoral) and 60% were outflow
procedures (femoropopliteal/distal). There were no statis-
tically significant differences between groups with regard to
duration of operation, blood loss during surgery, or post-
operative haemoglobin level.

CTA-FFR¢r

Calcium scoring in 135 patients revealed extensive coronary
calcification (median Agatston score 905 [IQR 390—1 674],
total range 0—4 810). Coronary stenosis > 50% by CTA was
present in 70% of patients with left main stenosis in 7%.
FFRcr analysis was performed in 126 patients (93%). In nine
patients FFRcr analysis could not be performed because of
excessive cardiac motion or image misregistration; there
were no exclusions due to excess coronary calcification.
Lesion specific coronary ischaemia (FFRcr < 0.80) was
present in 86 patients (68.2%) with no coronary ischaemia
in 40 patients (31.7%) (Fig. 1). Single vessel ischaemia was
present in 38 of 126 patients (30.1%), with multivessel
ischaemia in 48 patients (38.1%). Mean FFR¢y in patients
with ischaemia was 0.70 + 0.14 and severe ischaemia
(FFRcr < 0.75) was present in 72 of 135 patients (53.3%).

With knowledge of the results of FFRcr analysis, planned
revascularisation surgery was performed in 130 patients
(96.3%) using cardiac anaesthesia, continuous intra-
operative monitoring, post-operative intensive care, and
optimal medical management. There were no post-
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operative deaths. One patient had a Ml on day three af-
ter aortofemoral bypass and had successful emergency
percutaneous coronary intervention (PCI) with uneventful
one year outcome. This patient did not have pre-operative
FFRcr analysis owing to poor coronary CT image quality.
Vascular surgery was postponed in five patients, four of
whom had coronary ischaemia. One patient had PCl fol-
lowed by lower extremity bypass three months later. One
patient with CLTI and severe three vessel coronary
ischaemia declined recommended CABG surgery and left
the hospital. He subsequently had femoropopliteal bypass
at another facility and is well at one year. Surgery was
cancelled in two patients with ischaemic ulcers because of
absent target vessels for distal bypass, and both had below
knee amputation during follow up. One patient with clau-
dication with no coronary ischaemia decided on medical
treatment rather than surgery.

Post-hospital care

All patients remained free of chest pain symptoms and
received optimal medical therapy, including statins, anti-
platelet or anticoagulant agents, antihypertensives, and
diabetes control as appropriate. On the basis of the results
of pre-operative FFRcr analysis, patients with significant
silent coronary ischaemia were selected for post-operative
coronary angiography one to three months after lower ex-
tremity revascularisation. Criteria for selection included
evidence of left main stenosis or lesion specific ischaemia in
a major coronary artery. Coronary angiography was per-
formed in 75 patients with confirmation of significant cor-
onary stenosis in each patient. Elective coronary
revascularisation was performed in 54 patients (63% of
patients with silent ischaemia) with PCl in 47 patients and
CABG in seven patients. Representative patient examples
are shown in Fig. 2. One patient suffered a procedure
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Figure 1. Silent coronary ischaemia in patients undergoing lower extremity revascularisation. Ischaemia
producing coronary artery stenosis (computed tomography derived fractional flow reserve [FFRcr] < 0.80)
was found in 86 of 126 patients (68.2%) in a spectrum of disease with representative examples of (A) no
coronary ischaemia in 32%, as in a 67 year old woman with claudication; (B) single vessel coronary
ischaemia in 30%, as in a 67 year old man with ischaemic rest pain; and (C) multivessel coronary ischaemia
in 38% of patients, as in a 59 year old man with limiting claudication. RCA = right coronary artery;
LAD = left anterior descending coronary artery; LCx = left circumflex coronary artery.
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Figure 2. Coronary revascularisation after recovery from vascular surgery. Coronary revascularisation
was performed in 63% of patients with silent ischaemia one to three months after lower extremity
revascularisation. Percutaneous coronary intervention in 47 patients and coronary artery bypass grafting
(CABG) in seven patients with representative examples: (A—C) 66 year old man with limiting claudica-
tion, hypertension, hyperlipidaemia, and smoking history. Computed tomography derived fractional flow
reserve (FFRcr) analysis (A) reveals silent ischaemia producing coronary stenosis within left anterior
descending coronary artery (LAD) FFRct 0.70. Two months after aortofemoral bypass, coronary stents (C,
between the white lines) were placed in tandem LAD lesions (B, red arrows). The patient was free of
symptoms at one year. (D, E) Sixty-two year old man with ischaemic rest pain, hypertension, hyper-
lipidaemia, and smoking history. (D) Coronary computed tomography angiography reveals severely
calcified coronary arteries with a calcium score of 2323 and (E) FFRcr analysis documents severe left
main and three vessel coronary ischaemia with FFRcr < 0.50. One month after femoral endarterectomy
and profundaplasty, CABG was performed. The patient had an uneventful recovery and was well at one

year.

related MI during PCI of a severe left anterior descending
lesion, which required coverage of the first diagonal branch.
The patient experienced chest discomfort during the pro-
cedure and had post-procedure troponin elevation. Another
patient with silent ischaemia declined recommended post-
operative coronary angiography and had a spontaneous
Ml at six months, which was successfully treated by PCI.

Control

All 135 control patients had pre-operative clinical risk
assessment with no evidence of ischaemia on resting ECG
and underwent open lower extremity revascularisation

surgery. The vascular surgical procedure was performed
with cardiac anaesthesia, continuous intra-operative
monitoring, post-operative intensive care, and medical
management. All patients received guideline directed
medical care and were discharged on optimal medical
therapy, including statins, antiplatelet agents, antihyper-
tensives, and diabetes control, as appropriate. During the
30 day post-operative period, seven patients (5.2%) had
Mils, of which five were fatal (3.7%). Two patients with Ml
survived: one with medical treatment and one with ur-
gent coronary revascularisation (PCl). During follow up
there were four additional Mls, three of them fatal. No
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patient had elective post-operative

revascularisation.

coronary

Study end points

The study end points are shown in Table 2. Primary end
point analysis at 30 days revealed no cardiovascular deaths
in the CTA-FFRq group vs. five deaths due to Ml in the
control group (p = .060). At six months the CV death rate in
the CTA-FFR¢r group was zero vs. 4.4% in the control group
(p = .030). At one year, the CV death rate in the CT-FFR¢r
group was 0.7% vs. 5.9% in the control group (p = .036).
The one death in the CT-FFR¢r group was due to a stroke at
11 months, whereas all eight deaths in the control group
were due to MI.

Secondary end point analysis

At 30 days, the Ml rate was 0.7% in the CTA-FFR¢t group vs.
5.2% in the control group (p = .066). At one year, the Ml
rate was lower in the CTA-FFRq; group (2.2%) than in the
control group (8.1%; p = .028). There were no statistically
significant differences in MACE rates between the groups
over the one year follow up. At one year, all cause death
was lower in the CTA-FFRcr group (0.7%) vs. the control
group (5.9%; p = .036).

Survival analysis

Over the one year follow up, in the CTA-FFRt group there
were no cardiac deaths and one death due to stroke at 11
months. In the control group, all eight deaths were due to
Mils. Survival curves by Kaplan—Meier estimates are shown

Table 2. Patients outcomes at 30 days, six months, and one
year after lower extremity surgical revascularisation with
pre-operative coronary computed tomography angiography
(CTA) and computed tomography derived fractional flow
reserve (FFRcp) evaluation or standard pre-operative
evaluation (control) for detecting silent coronary ischaemia
Outcome CTA-FFRcr Control p*
(n = 135) (n = 135)
30 days
CV death 0 (0) 5(3.7) .060
MI 1 (0.7) 7 (5.2) .066
MACE 1 (0.7) 7 (5.2) .066
All cause death 0 (0) 5(3.7) .060
Six months
CV death 0 (0) 6 (4.4 .030
MI 3(2.2) 9 (6.7) .076
MACE 3(2.2) 9 (6.7) .076
All cause death 0 (0) 6 (4.4) .030
One year
CV death 1(0.7)! 8 (5.9) .036
MI 3(2.2) 11 (8.1) .028
MACE 4 (3.0) 11 (8.1) .063
All cause death 1 (0.7) 8 (5.9) .036
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Figure 3. Cumulative Kaplan—Meier estimates of patients with (A)
cardiovascular death, or (B) myocardial infarction, or (C) patients
alive one year after lower extremity surgical revascularisation in
patients with no coronary artery disease symptoms and pre-
operative cardiac evaluation using coronary computed tomogra-
phy angiography and computed tomography derived fractional
flow reserve (FFRcr) or standard pre-operative cardiac evaluation
(control).
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in Fig. 3. One year survival in the CTA-FFRcr group was
99.3% vs. 94.1% in the control group (p = .018 [log rank
test]).

DISCUSSION

This study demonstrates the potential value of pre-
operative CTA-FFRc; evaluation of patients with no coro-
nary symptoms undergoing lower extremity revascularisa-
tion surgery. While it is well known that most patients with
PAD have anatomical evidence of significant CAD by pre-
operative coronary angiography,® this is the first study to
document the functional significance of coronary lesions in
patients undergoing peripheral vascular surgery using non-
invasive FFRcr analysis. Determining the haemodynamic
significance of coronary lesions by invasive measurement of
FFR during coronary angiography is now the standard of
care for guiding coronary revascularisation.”>° The finding
that 68% of patients in this study had lesion specific coro-
nary ischaemia by FFRcr was unexpected in view of the fact
that patients had no CAD symptoms and were cleared for
surgery, in accordance with the current standard of care.
Perhaps more surprising was the extent and depth of
ischaemia, with > 50% of patients having FFR¢r < 0.75 and
38% having multivessel ischaemia. The mean FFRq; value
was 0.70 = 0.14 in patients with silent ischaemia. Among
medically treated patients with CAD with measured FFR,
patients with a FFR < 0.70 had the highest adverse cardiac
event rates,’® and the benefit of coronary revascularisation
was greatest in patients with lower FFR values.”

Despite the severity of coronary ischaemia found in this
study, vascular surgery was performed as scheduled in
almost all patients, in accordance with guideline directed
care.” This was driven by the primary clinical need, which
was CLTI in 86% of patients. However, identification of high
risk patients with silent coronary ischaemia resulted in
more focused attention on peri-operative cardiac care, and
early involvement of cardiology with selective post-
operative coronary revascularisation. During the control
period, guideline directed medical care was given to all
patients, but cardiology was not involved in patient care
unless there was a cardiac event such as Ml or acute cor-
onary syndrome. With the objective of improving long term
survival, elective coronary revascularisation was performed
in 63% of patients with silent ischaemia after recovery from
vascular surgery. Through one year follow up, patient sur-
vival in the CTA-FFRcr group was 99.3% with no cardiac
related deaths and one death due to stroke at 11 months.
By comparison, in the historic control group with no sys-
tematic pre-operative cardiac testing and no post-operative
coronary revascularisation, one year patient survival was
statistically significantly lower (94.1%), and all deaths were
cardiac related. The new patient management strategy of
systematic pre-operative CTA and FFRy testing to identify
patients with coronary ischaemia, optimisation of peri-
operative cardiac care, and selective coronary revascular-
isation after recovery from peripheral vascular surgery is
shown in Fig. 4.
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The high prevalence of CAD in patients with lower ex-
tremity PAD and the “invariably worse clinical outcomes”
seen in patients with multisite artery disease are high-
lighted in the 2017 ESC/ESVS guidelines.” More recent ESVS
position statements emphasise the importance of prevent-
ing atherosclerotic disease progression to avoid future
cardiovascular events and call for extended surveillance of
revascularised patients to document long term outcomes of
specific vascular treatments.”””*®* However, little attention
has been paid to the gap in evidence with regard to iden-
tifying patients with multisite artery disease and improving
survival. This gap was identified in the 2017 ESC/ESVS
guidelines, with a call for further investigation of “whether
screening for other sites of atherosclerosis (e.g. CAD) in
patients with PAD may improve their outcome”.’

The current guideline recommendation that “systematic
screening for asymptomatic disease is not indicated for any
presentation of PAD as it would not consistently lead to
modification of management strategy”’ is largely based on
the results of the Coronary Artery Revascularisation Pro-
phylaxis (CARP) study, which found no difference in long
term survival of vascular surgery patients randomised to
pre-operative coronary revascularisation or no revascular-
isation.” It should be noted that the CARP study was
performed > 15 years ago using visual angiography to guide
coronary revascularisation, before publication of strong
evidence in favour of FFR guided revascularisation.?>** In a
recent report of 18 000 patients in a real world setting, FFR
guided revascularisation resulted in a 43% reduction in one
year mortality vs. angioguided revascularisation.”” Further-
more, the requirement for pre-vascular surgery coronary
revascularisation in CARP delayed vascular surgery by
almost two months, which may have obscured potential
benefits of coronary revascularisation. In this study, the aim
was to improve long term survival with FFR¢r guided cor-
onary revascularisation after performing the limb salvage
surgery rather than before. Finally, it should be noted that
coronary angiography was used to screen patients for the
CARP study with inclusion of those with > 70% stenosis and
exclusion of patients with > 50% left main (LM) stenosis
(4.6% of patients). Subsequent analysis revealed that cor-
onary revascularisation statistically significantly improved
the survival of LM patients at 2.5 years compared with
those not revascularised (p < .01).>° In the present study
systematic pre-operative screening of vascular surgery pa-
tients identified LM stenosis in 7% of patients. This is similar
to the 5%—7% LM stenosis rate found in patients with CAD
screened by angiography or CTA prior to randomisation in
large prospective, randomised CAD trials.>!

The benefit of coronary revascularisation in patients with
asymptomatic, haemodynamically significant CAD, as seen
by invasively measured FFR, has been shown in a sub-
analysis of the prospective, randomised FAME 2 (Fractional
Flow Reserve vs. Angiography for Multivessel Evaluation 2)
trial.>> Of patients with angiographic coronary stenosis and
a FFR < .80 randomised to the medical treatment arm, 11%
had no cardiac symptoms (had silent coronary ischaemia).
During the five year follow up, asymptomatic coronary
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Figure 4. An example of a patient management strategy to diagnose silent coronary ischaemia in a patient
undergoing lower extremity revascularisation. (A) Sixty-seven year old man with insulin dependent diabetes
and limb threatening ischaemic left foot rest pain, with an ankle brachial index 0.45. There were no cardiac
history or symptoms of coronary artery disease; electrocardiogram was normal. Peripheral computed to-
mography angiography (CTA) revealed multilevel occlusion of left femoral artery with reconstitution of the
popliteal artery. (B) Pre-operative coronary CTA revealed severe coronary calcification (Agatston score 3
873) with 70% right coronary artery (RCA) stenosis and < 50% left anterior descending coronary artery
(LAD) stenosis. (C) CT derived fractional flow reserve (FFRcr) analysis showed no ischaemia in the RCA but
severe ischaemia in the LAD (FFRcr 0.52), with focal stenosis in the mid-LAD (arrow). (D) Using cardiac
anaesthesia with optimal medical management, a femoropopliteal saphenous vein bypass was performed
with complete relief of rest pain symptoms. One month later, coronary angiography confirmed the absence
of RCA stenosis and 90% LAD stenosis (red arrow); placement of a coronary stent (white markings) relieved

the LAD stenosis. The patient was asymptomatic and fully ambulatory one year later.

patients had a more than twofold higher risk of death or Mi
vs. symptomatic coronary patients (31% vs. 14%; p = .002),
leading the authors to conclude that in patients with hae-
modynamically statistically stenosis, FFR guided revascu-
larisation should be considered, even in the absence of
symptoms.>?

The benefit of systematic cardiac screening of patients
undergoing carotid endarterectomy (CEA) with no clinical
evidence of CAD using pre-operative coronary angiography
has been shown in a recent prospective, randomised
controlled trial. Pre-operative coronary revascularisation
was performed in 31% of patients with a statistically sig-
nificant reduction in post-CEA Ml and improved six year
survival compared with patients randomised to no pre-
operative angiography.®® As a result, the 2017 ESC/ESVS
guidelines indicate that patients undergoing elective CEA
may be considered for pre-operative CAD screening with
coronary angiography (Class Ilb, Level B).° It is now
possible to evaluate patients with suspected CAD non-
invasively using coronary CTA and FFRcn**'® Further-
more, CTA-FFRcr has been shown to be equivalent to

coronary angiography for planning coronary revascularisa-
tion.>® In this study, the potential benefit of systematic
pre-operative screening for CAD and selection of patients
for revascularisation with a single non-invasive test in pa-
tients with lower extremity PAD was demonstrated.
Through one year follow up, survival was improved vs. the
current standard of care.

This study is limited by the fact that it is a single centre,
non-randomised study with a non-concurrent control group
and has the potential for selection bias. As the objective
was to determine the value of a new cardiac diagnostic
modality in improving the outcomes of high risk vascular
surgery patients, the results of all patients evaluated with
the new diagnostic test were compared with historic con-
trols treated during a time period when the new diagnostic
test was not available. This eliminated the potential of se-
lection bias with regard to the method of pre-operative
coronary testing. The patient groups were from two
consecutive one year time periods and were cared for by
the same group of physicians with no changes in treatment
protocols. There were no statistically significant differences
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in baseline patient characteristics and both groups were
cleared to undergo vascular surgery in accordance with the
current standard of care. However, the actionable infor-
mation provided by FFR¢y analysis enabled multidisciplinary
patient management decisions, which impacted on patient
care in the FFR¢r group. In addition, there was a disparity
between groups because planned vascular surgery was
postponed or cancelled in five patients in CTA-FFRcy
whereas all patients in the control group underwent
revascularisation surgery. If these five patients are excluded
from the analysis and 130 operated on CTA-FFR¢r patients
are compared with 135 operated on control patients, the
study end points remain unchanged, with statistically
significantly fewer CV deaths and Mls, and improved sur-
vival in the CTA-FFR¢t group vs. the control group. It should
be noted that the majority of adverse cardiac events in the
control group occurred within 30 days of surgery, and cor-
onary revascularisation in CTA-FFRcr was performed one to
three months after surgery. Thus, it is unknown whether the
improved outcomes seen at one year are due to more
focused peri-operative cardiac care or selective post-
operative coronary revascularisation in patients with silent
coronary ischaemia or a combination of the two. It seems
reasonable to expect that the benefit of coronary revascu-
larisation will become increasingly apparent with longer
follow up, but this remains to be seen. The results of this
single centre study are promising but are not generalisable
and should be considered as hypothesis generating.
Adequately powered, prospective, multicentre, controlled
trials are needed to define the role of CTA-FFRqt in the
evaluation and treatment of patients with peripheral
vascular disease.

CONCLUSION

Patients with no cardiac symptoms undergoing elective
lower extremity surgical revascularisation have a high
prevalence (68%) of unsuspected, silent coronary
ischaemia, which may increase their risk of death and M.
Pre-operative testing using coronary CT derived fractional
flow reserve can identify high risk patients with silent
ischaemia and facilitate multidisciplinary patient care with
increased focus on peri-operative cardiac care and selective
post-operative coronary revascularisation. This resulted in
fewer deaths and Mis and improved one year survival
compared with historical controls with standard pre-
operative cardiac evaluation. If confirmed by future
studies, this strategy may improve the long term survival of
patients with peripheral vascular disease.

FUNDING

HeartFlow Inc. has provided institutional support to Pauls
Stradins clinical university hospital for CT-FFRc; analysis. The
University of Latvia Foundation donor SIA MIKROTIKLS
provided a research grant for this project.

CONFLICT OF INTEREST

C.K.Z. has a financial interest in HeartFlow, Inc.

419

ACKNOWLEDGEMENTS

The authors wish to acknowledge Aija Caune, Dace Jako-
vicka, Inguna Lulaka, and Erika Sprindzuka for their help
with data collection.

REFERENCES

1 Siracuse JJ, Meltzer EC, Gill HL, Graham AR, Schneider DB,
Connolly PH, et al. Outcomes and risk factors of cardiac arrest
after vascular surgery procedures. J Vasc Surg 2015;61:197—
202.

2 Kristensen SD, Knuuti J, Saraste A, Anker S, Botker HE, Hert SD,
et al. 2014 ESC/ESA Guidelines on non-cardiac surgery: cardio-
vascular assessment and management: the Joint Task Force on
non-cardiac surgery: cardiovascular assessment and management
of the European Society of Cardiology (ESC) and the European
Society of Anaesthesiology (ESA). Eur Heart J 2014;35:2383—431.

3 Menard MT, Farber A, Assmann SF, Choudhry NK, Conte MS,
Creager MA, et al. Design and rationale of the best endovascular
versus best surgical therapy for patients with critical limb
ischemia (BEST-CLI) trial. J Am Heart Assoc 2016;5:e003219.

4 Reinecke H, Unrath M, Freisinger E, Bunzemeier H, Meyborg M,
Luders F, et al. Peripheral arterial disease and critical 1 imb
ischaemia: still poor outcomes and lack of guideline adherence.
Eur Heart J 2015;36:932—8.

5 Simons JP, Baril DT, Goodney PP, Bertges DJ, Robinson WP,
Cronenwett JL, et al. The effect of postoperative myocardial
ischemia on long-term survival after vascular surgery. J Vasc Surg
2013;58:1600—-8.

6 Hur DJ, Kizilgul M, Aung WW, Roussillon KC, Keeley EC. Fre-
quency of coronary artery disease in patients undergoing pe-
ripheral artery disease surgery. Am J Cardiol 2012;110:736—40.

7 McFalls EO, Ward HB, Moritz TE, Goldman S, Krupski WC,
Littooy F, et al. Coronary-artery revascularization before elective
major vascular surgery. N Engl J Med 2004;351:2795—804.

8 Fleisher LA, Fleischmann KE, Auerbach AD, Barnason SA,
Beckman JA, Bozkurt B, et al. 2014 ACC/AHA guideline on
perioperative cardiovascular evaluation and management of pa-
tients undergoing noncardiac surgery: a report of the American
Collage of Cardiology/American Heart Association Task Force on
practice guidelines. J Am Coll Cardiol 2014;64:e77—137.

9 Aboyans V, Ricco JB, Bartelink MEL, Bjorck M, Brodmann M,
Cohnert T, et al. 2017 ESC guidelines on the diagnosis and
treatment of peripheral arterial diseases, in collaboration with the
European society for vascular surgery (ESVS). Eur J Vasc Endovasc
Surg 2018;55:305—68.

10 Beaulieu RJ, Sutzko DC, Albright J, Jeruzal E, Osborne NH,
Henke PK. Association of high mortality with postoperative
myocardial infarction after major vascular surgery despite use of
evidence-based therapies. JAMA Surg 2020;155:131—7.

11 Taylor CA, Fonte TA, Min JK. Computational fluid dynamics
applied to cardiac computed tomography for noninvasive quan-
tification of fractional flow reserve: scientific basis. J Am Coll
Cardiol 2013;61:2233—41.

12 Norgaard BL, Leipsic J, Gaur S, SeneviratneS, Ko BS, Ito H, et al.
Diagnostic performance of noninvasive fractional flow reserve
derived from coronary computed tomographic angiography in
suspected coronary artery disease: the NXT trial (Analysis of
Coronary Blood Flow Using CT Angiography: next Steps). J Am
Coll Cardiol 2014;63:1145—55.

13 Douglas PS, De Bruyne B, Pontone G, Patel MR, Norgaard BL,
Byrne RA, et al. 1-year outcomes of FFRCT-guided care in patients
with suspected coronary disease: the PLATFORM study. J Am Coll
Cardiol 2016;68:435—45.

14 Norgaaard BL, Terkelsen CJ, Mathiassen ON, Grove EL,
Botker HE, Parner E, et al. Coronary CT angiographic and flow
reserve-guided management of patients with stable ischemic heart
disease. J Am Coll Cardiol 2018;72:2123—34.


http://refhub.elsevier.com/S1078-5884(20)30449-4/sref1
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref1
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref1
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref1
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref2
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref2
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref2
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref2
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref2
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref2
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref2
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref3
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref3
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref3
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref3
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref4
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref4
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref4
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref4
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref4
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref5
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref5
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref5
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref5
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref5
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref6
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref6
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref6
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref6
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref7
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref7
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref7
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref7
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref8
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref8
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref8
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref8
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref8
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref8
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref8
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref9
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref9
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref9
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref9
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref9
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref9
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref10
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref10
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref10
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref10
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref10
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref11
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref11
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref11
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref11
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref11
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref12
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref12
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref12
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref12
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref12
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref12
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref12
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref13
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref13
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref13
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref13
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref13
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref14
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref14
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref14
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref14
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref14

420

15

16

17

18

19

20

21

22

23

24

25

Patel MR, Norgaard BL, Fairbairn TA, Nieman K, Akasaka T,
Berman DS, et al. 1-year impact on medical practice and clinical
outcomes of FFRCT. The ADVANCE registry. JACC Cardiovasc
Imaging 2020;13:97—105.

Thdayhid AR, Norgaard BL, Gaur S, Leipsic J, Nerlekar N,
Osawa K, et al. Prognostic value and risk continuum of noninva-
sive fractional flow reserve derived from coronary CT angiog-
raphy. Radiology 2019;292:343—51.

Krievins D, Zellans E, Erglis A, Zvaigzne L, Lacis A, Jegere S, et al.
High prevalence of asymptomatic ischemia-producing coronary
stenosis in patients with critical limb ischemia. Vasc Dis Manage
2018;15:E96—101.

Garcia-Garcia HM, McFadden EP, Farb A, Mehran R, Stone GW,
Spertus J, et al. Standardized end point definitions for coronary
intervention trials: the academic research consortium-2 consensus
document. Circulation 2018;137:2635—50.

Abbara S, Blanke P, Maroules CD, Cheezum M, Choi AD, Han BK,
et al. SCCT guidelines for the performance and acquisition of
coronary computed tomographic angiography. J Cardiovasc Com-
put Tomogr 2016;10:435—49.

Agatston AS, Janowitz WR, Hildner FJ, Zusmer NR,
Viamonte Jr M, Detrano R. Quantification of coronary artery
calcium using ultrafast computed tomography. J Am Coll Cardiol
1990;15:827—32.

Pijls NH, Sels JW. Functional measurement of coronary stenosis.
J Am Coll Cardiol 2012;59:1045—57.

Pijls NH, Fearon WF, Tonino PA, Siebert U, Ikeno F, Bornschein B,
et al. Fractional flow reserve versus angiography for guiding
percutaneous coronary intervention in patients with multivessel
coronary artery disease: 2-year follow-up of the FAME. J Am Coll
Cardiol 2010;56:177—84.

Xaplanteris P, Fournier S, Pijls NHJ, Fearon WF, Barbato E,
Tonino PAL, et al. Five-year outcomes with PCI guided by frac-
tional flow reserve. N Engl J Med 2018;379:250—9.

Neumann FJ, Sousa-Uva M, Ahlsson A, Alfonso F, Banning AP,
Benedetto U, et al. 2018 ESC/EACTS Guidelines on myocardial
revascularization. Eur Heart J 2019;40:87—165.

Ciccarelli G, Barbato E, Toth GG, Gahl B, Xaplanteris P,
Fournier S, et al. Angiography versus hemodynamics to predict
the natural history of coronary stenoses: fractional flow reserve
versus angiography in multivessel evaluation 2 substudy. Circu-
lation 2018;137:1475—85.

26

27

28

29

30

31

32

33

34

Dainis Krievins et al.

Johnson NP, Toth GG, Lai D, Zhu H, Acar G, Agostoni P, et al.
Prognostic value of fractional flow reserve: linking physiologic
severity to clinical outcomes. J Am Coll Cardiol 2014;64:1641—54.
Venermo M, Sprynger M, Desormais I, Bjorck M, Brodmann M,
Cohnert, et al. Follow-up of patients after revascularisation for
peripheral arterial diseases: a consensus document from the Eu-
ropean society of cardiology working group on aorta and pe-
ripheral vascular diseases and the European society for vascular
surgery. Eur J Vasc Endovasc Surg 2019;58:641—53.

Sillesen H, Debus S, Dick F, Eiberg J, Halliday A, Houlon S, et al.
Long term evaluation should be an integral part of the clinical
implementation of new vascular treatments — an ESVS executive
committee position statement. Eur J Vasc Endovas Surg 2019;58:
315-7.

Parikh RV, Liu G, Plomondon ME, Sehested TSG, Hlatky MA,
Waldo SW, et al. Utilization and outcomes of measuring fractional
flow reserve in patients with stable ischemic heart disease. J Am
Coll Cardiol 2020;75:409.

Garcia S, Moritz TE, Ward HB, Pierpont G, Goldman S, Larsen GC,
et al. Usefulness of revascularization of patients with multivessel
coronary artery disease before elective vascular surgery for
abdominal aortic and peripheral occlusive disease. Am J Cardiol
2008;102:809—13.

Maron DJ, Hochman JS, O’Brien SM, Reynolds HR, Boden WE,
Stone GW, et al. International study of comparative health effec-
tiveness with medical and invasive approaches (ISCHEMIA) trial.:
rationale and design. Am Heart J 2018;201:124—35.

Fournier S, Kobayashi Y, Fearon WF, Collet C, Roza da Costa B,
Rioufol G, et al. Asymptomatic patients with abnormal fractional
flow reserve treated with medication alone or with PCI. J Am Coll
Cardiol 2019;74:1642—4.

Mluminati G, Schneider F, Greco C, Mangieri E, Schiariti M,
Tanzilli G, et al. Long-term results of a randomized controlled trial
analyzing the role of systematic pre-operative coronary angiog-
raphy before elective carotid endarterectomy in patients with
asymptomatic coronary artery disease. Eur J Vasc Endovasc Surg
2015;49:366—74.

Collet C, Onuma Y, Andreini D, Sonck J, Pompilio G, Mustaq S,
et al. Coronary computed tomography angiography for heart team
decision-making in multivessel coronary artery disease. Eur Heart
J 2018;39:3689—98.


http://refhub.elsevier.com/S1078-5884(20)30449-4/sref15
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref15
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref15
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref15
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref15
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref16
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref16
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref16
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref16
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref16
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref17
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref17
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref17
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref17
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref17
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref18
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref18
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref18
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref18
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref18
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref19
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref19
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref19
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref19
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref19
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref20
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref20
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref20
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref20
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref20
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref21
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref21
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref21
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref22
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref22
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref22
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref22
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref22
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref22
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref23
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref23
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref23
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref23
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref24
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref24
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref24
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref24
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref25
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref25
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref25
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref25
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref25
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref25
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref26
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref26
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref26
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref26
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref27
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref27
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref27
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref27
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref27
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref27
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref27
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref28
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref28
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref28
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref28
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref28
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref28
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref28
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref29
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref29
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref29
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref29
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref30
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref30
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref30
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref30
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref30
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref30
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref31
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref31
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref31
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref31
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref31
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref32
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref32
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref32
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref32
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref32
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref33
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref33
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref33
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref33
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref33
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref33
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref33
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref34
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref34
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref34
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref34
http://refhub.elsevier.com/S1078-5884(20)30449-4/sref34

	Pre-operative Diagnosis of Silent Coronary Ischaemia May Reduce Post-operative Death and Myocardial Infarction and Improve  ...
	Introduction
	Materials and methods
	Study design
	CTA-FFRCT group
	Control group
	Statistical analysis

	Results
	Study groups
	CTA-FFRCT
	Post-hospital care
	Control
	Study end points
	Secondary end point analysis
	Survival analysis

	Discussion
	Conclusion
	Funding
	Conflict of interest
	Acknowledgements
	References


