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Abstract: We sought to determine the effects of the use of a Bioengineered Combo Dual-Therapy
CD34 Antibody-Covered Sirolimus-Eluting Coronary Stent (Combo® DTS) in patients with chronic
total occlusion (CTO) by evaluating clinical outcomes and by performing an optical coherence
tomography (OCT) analysis. We retrospectively analyzed data from 39 patients who had successfully
undergone OCT-guided revascularization of a CTO being treated with a Combo® DTS. Clinical
assessment, angiography (with quantitative coronary angiography analysis) and OCT examination
were performed at baseline and at follow-up. The median follow-up period was 189 days, ranging
from 157 to 615 days. At follow-up, revascularization was required due to angiographic restenosis
in 40% (14 of 35) of patients. OCT analysis detected neointima proliferation in 23 (76.6%) patients.
Neointima formation was often associated with microvessels in 18 patients (60%). Neoatheroslcerosis
was observed in 2 (6.6%) patients. Malapposition was found in 4 patients (13.3%), and stent fractures
were found in 11 patients (36.6%). Rate of strut coverage was 96.3% at follow-up. In conclusion, the
implantation of a Combo® DTS after successful CTO recanalization was associated with a restenosis
rate of 40% despite good stent implantation at baseline, proven by OCT. Neointima formation
was found as a main contributor to restenosis. Nevertheless, we observed a low rate of major
cardiovascular events in our follow-up.

Keywords: Combo® DTS; chronic total occlusion; optical coherence tomography

1. Introduction

About 15-20% of patients with coronary heart disease suffer from a chronic total
occlusion (CTO) of a coronary artery. CTO is defined as a lesion with a 100% stenosis
and a thrombolysis in myocardial infarction (TIMI) grade 0 that exists for more than three
months [1]. The therapy and treatment success of CTO lesions has improved significantly
in recent years due to new devices and catheter techniques [1-3]. Despite these advances,
CTO lesions have a high risk of in-stent stenosis after successful recanalization. The mecha-
nisms of restenosis following recanalization are multifactorial and often remain unclear.
Risk factors and predictors that have already been described are clinical, angiographic
and procedural characteristics as well as the chosen procedural techniques (e.g., dissection

J. Clin. Med. 2021, 10, 80. https:/ /doi.org/10.3390/jcm10010080

https:/ /www.mdpi.com/journal /jcm


https://www.mdpi.com/journal/jcm
https://www.mdpi.com
https://orcid.org/0000-0002-9935-8293
https://orcid.org/0000-0001-5503-4150
https://orcid.org/0000-0002-5397-2781
https://www.mdpi.com/2077-0383/10/1/80?type=check_update&version=1
https://doi.org/10.3390/jcm10010080
https://doi.org/10.3390/jcm10010080
https://creativecommons.org/
https://creativecommons.org/licenses/by/4.0/
https://creativecommons.org/licenses/by/4.0/
https://doi.org/10.3390/jcm10010080
https://www.mdpi.com/journal/jcm

J. Clin. Med. 2021, 10, 80

20f 10

re-entry technique with subintimal wire tracking) [4-8]. Likewise, stent type—and here in
particular bare metal stents (BMSs) and first-generation drug eluting stents (DESs)—is an
important determinant of a future incidence of restenosis [1] High rates of stent strut malap-
position and incomplete stent strut coverage after CTO percutaneous coronary intervention
(PCI) are observed, which is related to stent thrombosis [9-11] The Bioengineered Combo
Dual-Therapy CD34 Antibody-Covered Sirolimus-Eluting Coronary Stent (Combo® DTS;
ORBUSNEICH MEDICAL.,, Ft. Lauderdale, FL, USA) is designed to enable faster endothe-
lial healing by combining traditional components of DESs with an anti-CD34 antibody
coating. The abluminal layer consists of a biodegradable polymer coated with sirolimus in
order to prevent excessive neointima formation. In addition, the luminal layer consisting
of anti-CD34 antibodies is intended to promote rapid endothelial healing [12-14].

The Combo® DTS showed encouraging results after percutaneous coronary inter-
vention (PCI) in different patient groups with high rates of stent strut coverage [15-18].
As delayed endothelialization after CTO PCI is known, we investigated the use of the
Combo®DTS, which is said to have a rapid endothelialization and high rate of stent cov-
erage. However, the impact of Combo®DTS use has not been studied in patients after
successful revascularization of CTO lesions. In this study we investigated by retrospective
data analysis the efficacy of the Combo®DTS in patients with CTO lesions based on clini-
cal outcome and quantitative coronary angiography analysis (QCA). Stent implantation
and vascular response after Combo® DTS implantation was controlled by using optical
coherence tomography (OCT) imaging.

2. Methods
2.1. Study Object

The Combo® DTS is made of stainless steel with a dual-helix design. The stent struts
have a width of 90 pm and a thickness of 100 um. The abluminal bioabsorbable polymer is
layered with sirolimus (5 um/mm); the luminal side is covered with an anti-CD34 antibody
layer. According to the manufacturer’s specifications, sirolimus is released over 30 days,
and the polymer is absorbed over 90 days.

The antiproliferative effect of the sirolimus layer leads to a reduction of the restenosis
rate. It also causes delayed reendothelialization, which could increase the risk of stent
thrombosis in the long term. The abluminal anti-CD34 antibody layer binds to endothelial
progenitor cells (EPCs) in order to improve endothelial healing [14-23].

2.2. Study Design and Study Population

From September 2018 to March 2019 at the University Medical Center Mainz, we
retrospectively analyzed data from 39 patients who had successfully undergone OCT-
guided revascularization of a CTO due to stable angina with noninvasive ischemia testing
or due to acute coronary syndrome. All patients were treated with a Combo® DTS,

Clinical assessment, angiography (with quantitative coronary angiography analysis
(QCA)) and OCT examination were performed at baseline and at follow-up surveillance
angiography. The clinical follow-up was performed 6 months after stent implantation
as part of routine clinical care. Patients with a restenosis in the first follow-up were
re-examined after 6 months with additional coronary angiography. In consideration of
ischemic and bleeding risks, the patients were treated with dual antiplatelet therapy for
12 months after complex PCI. One patient on anticoagulants received aspirin at the time of
index PCI followed by 12 months therapy with clopidogrel [1].

2.3. Clinical Endpoints and Definitions

Successful CTO recanalization was defined as restoration of TIMI flow grade 3 and
<30% stenosis within the treated CTO segment by visual estimation and quantitative
coronary angiography analysis (QCA). The primary endpoint was target vessel failure
(TVF, defined as the presence of total re-occlusion with TIMI flow grade 0, restenosis
(>50%)) and target vessel revascularization (TVR, defined as any revascularization within
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the treated vessel). Restenosis of the CTO vessel was defined as stenosis >50% by visual
estimation and late lumen loss >50% quantified by QCA (Philips Healthcare, Andover, MA,
USA). Major adverse clinical events were all-cause death and myocardial infarction.

Myocardial infarction was defined according to the Fourth Universal Definition of
Myocardial Infarction Guidelines [24].

2.4. Optical Coherence Tomography Image Analysis

OCT imaging was performed directly after PCI and in the follow-up to evaluate stent
implantation and vascular healing. OCT was carried out with the OCT imaging system
ILUMIEN™ OPTIS™ (St Jude Medical, MN) and with a Dragonfly™ OPTIS™ imaging
catheter (Abbott Medical, Westford Massachusetts, US) using the nonocclusive technique.
The qualitative and quantitative analysis of OCT imaging was performed by two observers
with the QCU-CMS Software (research edition, Medis Medical Imaging Systems; Leiden,
the Netherlands). Quantitative measurements were analyzed at 1 mm intervals.

OCT analysis included minimal, maximal and average stent and lumen diameter and
area.

Stent expansion and apposition were assessed by using stent asymmetry (minimum
lumen diameter/maximum lumen diameter > 0.7), stent eccentricity ((maximum stent di-
ameter minus minimum stent diameter)/maximum stent diameter > 0.7) and no significant
residual stenosis causing minimal lumen area <4 mm?. Incomplete strut apposition (ISA)
was defined as stent area minus lumen area [25-28].

Neointima was defined as the tissue between the vessel lumen border and the lu-
minal border of the stent struts, and it was classified as homogenous or heterogenous.
Homogenous neointima was defined as tissue with uniform optical patterns. Heterogenous
neointima was defined as tissue with different patterns [29,30]. Neointima thickness was
calculated as stent area minus in-stent lumen area [23,31,32].

Microvessels were defined as signal-poor vesicular structures <200 um which could
be followed over several consecutive frames [31]. Evagination was defined as a cavity
between luminal vessel contour and apposed struts [33]. Neoatherosclerosis was defined
as atherosclerotic changes (presence of lipid or calcified plaque) within the neointima [23].
Stent fracture was defined as strut fracture with stent deformation and intraluminal pro-
truding stent strut [28,34]. The evaluation of strut coverage was done in all frames, and all
visible struts were analyzed.

2.5. Statistical Analysis

Continuous normally distributed data are presented as mean and standard deviation
and compared using the Student’s ¢-test; values not normally distributed are presented
as median and minimum and maximum values and compared using the Mann-Whitney
U-test. Categorial data are presented as numbers and frequencies and compared using
the chi square test. A two-sided p-value of <0.05 was considered to be significant. The
statistical analyses were performed using SPSS (Version 23, IBM SPSS Statistics, SPSS Inc.,
Chicago, IL, USA).

3. Results

Thirty-nine patients were analyzed in the study and treated with Combo® DTS af-
ter successful revascularization of a CTO. Follow-up data of 35 patients were available;
4 patients refused surveillance coronary angiography and were lost to follow-up. The
median follow-up period was 189 days, ranging from 157 to 615 days. During this period,
coronary angiography was performed to investigate the result after CTO recanalization.
The majority of patients underwent surveillance coronary angiography after 6 months, as
recommended at our center after complex PCI. Because the study was retrospective, the
follow-up was carried out later in a few patients.
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3.1. Clinical and Angiographic Parameters

Clinical and angiographic baseline characteristics are listed in Table 1. We investigated
a complex study population with a high J-CTO Score (2.49 + 0.5) and a high rate of
multivessel coronary vessel disease (CVD). Thirty-eight CTO lesions were de-novo lesions;
one CTO lesion was an in-stent-stenosis. More than two-thirds of the CTO lesions were
located in the right coronary artery. A retrograde approach was performed in 23.1% of
the cases. Stent implantation was controlled by OCT imaging. At baseline, there was no
malapposition or stent fracture.

Table 1. Demographic and procedural characteristics.

.. . L. All Patients Restenosis No-Restenosis
Clinical Characteristics (1 = 39) Present (1 = 14) Present (1 = 21) p-Value
Demographics
Characteristics
Age, yrs 67.21 £ 11.57 64.29 + 13.29 68.81 + 10.78 1
Male 34 (87.2) 12 (30.7) 18 (46.2) 0.29
Diabetes mellitus 10 (25.6) 5(12.8) 3(7.7) 0.22
Hypertension 38 (97.4) 14 (35.9) 20 (51.3) 1
Hyperlipidemia 31 (79.5) 9 (23.7) 18 (46.2) 0.22
Current smoking 12 (30.8) 4 (10.2) 7 (17.9) 1
Multivessel CVD 37 (94.8) 13 (33.3) 20 (51.3) 0.48
Glomerular filtration 75 (20.99) 76 (23-99) 77 (20-95) 096
LVEF 55 (30-61) 55 (32-61) 55 (34-61) 0.89
BMI 29.31 +3.94 28.64 +2.4 30.67 +4.26 0.11
Procedural
characteristics
RCA 29(74.4) 11 (28.2) 16 (41.0) 1
LAD 5 (12.8) 2 (5.12) 2 (5.1) 1
LCX 5(12.8) 1(2.6) 3(7.7) 0.63
J-CTO Score 249 £ 05 2.64 +0.49 2.33 £ 048 0.07
Antegrade approach 30 (76.9) 10 (25.6) 17 (43.6) 0.68
Retrograde approach 9(23.1) 4(10.3) 4(10.3) 0.68
Number of stents < 3 16 (41) 8 (20.5) 6 (15.4) 0.09
Number of stents 2 (1-4) 3(1-4) 2 (1-4) 0.14
Stent diameter (mm) 2.75 (2.5-4) 2.75 (2.5-3.5) 2.8 (2.5-4) 0.19
Stent length (mm) 24 (13-34) 24 (18-33) 23 (13-34) 0.5
Clopidogrel 29 (74.3) 8 (57.1) 17 (80.9) 0.2
Prasugrel 6 (15.3) 4 (28.5) 2(9.5) 0.1
Ticagrelor 3(7.6) 1(7.2) 2 (9.5) 0.8
Oral anticoagula-
tion/Clopidogrel 123 125 0 04

Values are n (%), median (interquartile range) or mean £ SD; yrs = years, CVD = cardiovascular disease,
LVEEF = left ventricular ejection fraction, BMI = body mass index, RCA = right coronary artery, LAD = left
anterior descending coronary artery, LCX = left circumflex coronary artery.

3.2. Quantitative Coronary Angiography Analysis

At follow-up, revascularization was required in 40% (14 of 35) of patients with an-
giographic restenosis (confirmed by QCA). Quantitative coronary angiography analysis is
presented in Table 2.

One patient (2.9%) had a total re-occlusion with TIMI flow grade 0. The remaining
patients had restenosis of <50% in the treated vessel. Eleven patients (31.4%) with in-stent
restenosis were treated with a drug eluting balloon (DEB). Three patients (8.6%) were
treated with implantation of a drug-eluting stent (DES). In the next control, the patients
who were treated with DESs showed a good angiographic result without need for further
treatment. In 4 of the 11 patients who were treated with DEBs, the DEB had to be repeated.
The overall major adverse clinical event rate was 8.5% (3/35). One patient died of cancer.
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One patient with myocardial infarction in the follow-up was treated with coronary bypass
surgery due to rapid progression of coronary heart disease. One patient presented with
myocardial infarction and acute heart failure due to left main disease after 615 days. Both
patients showed good angiographic results of the treated vessel after revascularization.
None of the clinical and procedural characteristics were associated with the incidence of
restenosis at six months.

Table 2. Quantitative coronary angiography analysis.

QCA Measurements Baseline PCI (n = 39) Follow-Up PCI (n = 35)
Minimum lumen diameter (mm) 2.03 +0.43 1.54 +0.63
Maximum lumen diameter (mm) 3.64 £0.71 3.6 +0.81

Mean lumen diameter (mm) 2.81 £ 0.53 2.25+£0.46
Stenosis (%) 17.7 (3-25) 34 (13-100)
Late lumen loss (mm) 0.66 + 0.47

Values are n (%), median (interquartile range) or mean + SD; PCI = percutaneous coronary intervention.

3.3. Results of Optical Coherence Tomography

The results of the OCT imaging at baseline and in the follow-up are shown in Table 3.
Stent asymmetry was 0.73 =+ 0.17, and stent eccentricity was 0.7 £ 0.09. Minimal lumen
area was 2.11 mm? + 1.23 at follow-up.

Table 3. Results of quantitative OCT assessment at follow-up.

All Patients

Restenosis

No Restenosis

OCT Measurements (n =30) Present (1=13) Present(n=17) F ~Value
Baseline
Number of struts 41997 +164.32  385.38+ 147.57 44594 £ 179.5 0.31
CTO length (mm) 39.08 £+ 15.65 36.58 + 13.48 42.24 +17.04 0.23
Stent volume (mm?) 282.75 + 158.83  238.83 + 14292  315.56 + 170.14 0.19
Stent-lumen volume (mm?) 5.77 £16.38 2.77 £ 9.69 8.02 + 20.27 0.35
Residual stenosis (%) 31.56 £+ 13.55 25.38 £+ 12.93 36.11 £+ 12.87 0.03
Maximum stent asymmetry 0.73 £0.17 0.75 £ 0.08 0.72 £0.22 0.65
Maximum stent eccentricity 0.7 +0.09 0.69 + 0.12 0.66 + 0.09 0.58
Stent asymmetry > 0.3 17 (43.6) 4 (28.6) 12 (66.7) 0.04
Stent eccentricity < 0.7 15 (38.5) 6 (42.9) 9 (50) 0.8
ISA (mm) 0.19 +£0.22 0.13 £0.19 0.24 £0.24 0.17
Follow-up

Number of struts 394.19 4+ 165.8 385 + 154.61 397.2 £178.5 0.84
Mlmmu(r;rlr‘g’)m area 211 +1.23 1.5+ 0.89 253 +1.29 0.57
Stent volume (mm?) 263.83 £ 1674  247.02 +170.73  275.7 £169.23 0.19
Stent-lumen volume (mm?®)  93.18 + 158.04 91.8 £117.72 94.15 4 184.87 0.30
Maximum stent asymmetry 0.41 £0.15 0.41 £0.13 0.41 £ 0.17 0.96
Maximum stent eccentricity 0.89 £1.19 0.66 + 0.07 1.06 £ 1.6 0.37
Stent asymmetry > 0.3 24 (61.5) 12 (85.7) 13 (61.9) 0.37
Stent eccentricity < 0.7 27 (71.1) 12 (85.7) 11 (52.4) 0.02
Neointima thickness (mm) 1.18 £ 0.59 1.33 £042 1.08 £ 0.69 0.25
uncovered struts (%) 372 £5.19 2.62 £ 3.89 449 £5.93 0.31

Incomplete stent apposition (ISA), values are 1 (%), median (interquartile range), or mean =+ SD.

Neointima proliferation was detected in 23/30 patients; 14/23 showed homogenous
and 9/23 showed heterogenous neointima. Neointima formation was often associated with
microvessels (18/30). Neoatheroslcerosis was observed in 2/30 patients. Malapposition
was found in 4/30 patients, and stent fractures were found in 11/30 patients. A stent
thrombosis was detected in only one patient with a stent fracture. Rate of strut coverage
was 96.3% at follow-up. Results are presented in Tables 3 and 4.
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Table 4. Qualitative OCT assessment at follow-up.

OCT All Patients Restenosis No Restenosis Val
Assessments (n = 30) Present (n = 13) Present (n = 17) p-vatue
Evagination 8 (26.6) 4 (13.3) 4 (13.3) 0.76
Stent fracture 11 (36.6) 7 (23.3) 4(13.3) 0.13

Malapposition 4(13.3) 2 (6.6) 2 (6.6) 0.87
Neointima 23 (76.6) 12 (40) 11 (36.6) 0.02
Homogenous 14 (46.6) 5 (16.6) 9 (30) 0.7
Heterogenous 9 (30) 7 (23.3) 2 (6.6) 0.01
Microvessels 18 (60) 9 (30) 9 (30) 0.37
Neoatherosclerosis 2 (6.6) 1(3.3) 1(3.3) 0.9
Stent thrombosis 1(3.3) 1(3.3) 0 0.4

Values are n (%).

4. Discussion

A CTO lesion was found in 15-20% of patients with chronic stable coronary artery
disease. The improvement in quality of life, clinical symptoms and prognostic benefits
after successful recanalization of a CTO has been demonstrated in several studies [1,35-37].
One of the main challenges after CTO PCI is the occurrence of restenosis. The rate of
restenosis can be reduced by the use of newer-generation DESs compared to bare metal
stents, but it remains as high as 10-15% [1,35,36]. Various risk factors for restenosis
after successful recanalization have been described. Important clinical characteristics
include sex, age and diabetes mellitus. Angiographic and procedural characteristics for
restenosis are longer lesion length, higher number of implanted stents (>3) and smaller stent
diameter. Recent studies focused on catheter techniques and showed that the dissection
re-entry technique with subintimal wire tracking retrograde access is also associated with
an increased restenosis rate compared to intraluminal wire tracking. Subintimal wire
tracking probably occurs much more frequently than expected, but can only be reliably
detected by intracoronary imaging [4-7].

In a previously published study by Geyer at al., possible predictors for target vessel
failure after recanalization of chronic total occlusions were investigated in a collective of
93 patients at our center. The incidence of target vessel failure was 15.1% after successful
chronic total occlusion intervention. Female gender and reduced TIMI flow immediately
after recanalization were found to be predictors for TVFE. Target vessel failure was a com-
bined endpoint, defined as re-occlusion (in 7.5% of the patients), restenosis (defined as
lumen loss >50% in the CTO vessel quantified by QCA) (in 11.8% of the patients) and target
vessel revascularization (in 5.4% of the patients). This rate of TVF is lower than the rate
we found (15.1% vs. 40%). It should be noted that the complexity of the study collectives
differs. The J-CTO score was higher and different catheter techniques were used in our
collective (e.g., retrograde approach and subintimal wire tracking) [8].

Stent diameter and length as well as the number of implanted stents also increased
restenosis rate after CTO recanalization [5-7]. In 41% (16/39) of the patients in our collec-
tive, three or more DESs were implanted; the mean lesion length was 39.08 & 15.65 mm.
The J-CTO score uses a lesion length greater than 20 mm and calcification within the CTO
segment to calculate the difficulty category. Considering these risk factors for TVR, the pa-
tients in our collective fulfill several predictors for TVE. In our collective, stent eccentricity
<0.7 was the only OCT measurement associated with restenosis. Stent eccentricity <0.7 is
known to be related to a higher rate of clinical events, malapposition, stent thrombosis and
target vessel revascularization. These findings could be confirmed in our collective. One
reason for our finding could be an increased calcification of CTO lesions [38-40].

The clinical and angiographic outcome of the Combo® DTS has already been in-
vestigated in many studies, some of them involving large patient populations and long
follow-up periods. Implantation of a Combo® DTS seems to be safe and feasible. The rate
of clinical events is low.
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Of the patients treated with a Combo® DTS, target lesion revascularization occurred
in 1.4-7.5%, and stent thrombosis occurred in 0.5-0.8% [21,41,42]. There are few studies
published which compare the efficacy of Combo® DTSs to other newer-generation DESs.
Haude et al. showed comparable rates of clinical events and target vessel revascularization
between Combo® DTSs to TAXUS™ Liberté™ DESs in a five-year follow-up [22]. It should
be noted that the TAXUS™ Liberté™ DES is a first-generation DES. A meta-analysis
already showed a better clinical and angiographic outcome in patients with CTO PCI after
implantation of second-generation DESs compared to first generation DESs [43].

Based on this promising data after implantation of a Dual-Therapy Endothelial Pro-
genitor Cell Capturing Sirolimus-Eluting Stent, the present study investigated, for the first
time, clinical and angiographic outcomes after implantation of Combo® DTS in CTO lesions
in a complex collective. Compared to the mentioned rates of target lesion revascularization
after standard PCI, we found a substantially higher rate in our collective after CTO PCI
(1.4-7.5% vs. 40%).

So far there is only limited data from studies using intravascular imaging to investigate
CTO PCL Based on OCT imaging, delayed DES coverage, neointima formation and high
rates of malapposed stent struts were described after CTO PCI. Studies with intravascular
imaging suggest that optimal stent implantation in a CTO lesion is challenging [10,11,33].
For this reason, we used OCT imaging after baseline PCI to verify the result of a good stent
implantation and expansion and at follow-up to examine possible reasons for restenosis.

Neointima hyperplasia was found in 76.6% (23/30) of our patients, and was the main
cause for restenosis in our collective. Other studies have also found enhanced neointima
formation after Combo® DTS implantation in standard PCI visualized by OCT imaging.
Lee et al. showed an increase in neointima formation in the first nine months, and Saito et al.
found a greater neointimal hyperplasia thickness in the Combo® DTS group compared to
the DES group (Xience, Abbott Vascular, Santa Clara, CA, USA) after one year (0.18 mm vs.
0.107 mm, p < 0.001) [23,44].

A recently published meta-analysis of five studies was conducted to analyze whether
the DTS was superior to standard DESs. One year, TLR was higher in a DTS arm compared
to a second-generation DES arm [45]. The outcome after stent implantation depends mainly
on the stent design, polymer coating and drug type. Thicker stent struts especially seem
to promote neointima formation as well as procoagulant and proinflammatory elements.
Compared to other second-generation drug-eluting stents, Combo® DTSs have thicker
stent struts (82 pm vs. 100 um) [46]. Anti-CD34 antibody labeling is intended to attract
EPCs in order to improve endothelial healing. EPCs are multipotent adult stem cells
that have the potential to differentiate in both endothelial cells and smooth muscle cells.
They are intended to provide an endogenous repair mechanism due to the promotion of
rapid endothelialization. On the other hand, higher numbers of circulating EPCs correlate
with increased numbers of restenosis [47]. The role of EPCs after CTO PCI is unclear.
Our data suggest augmented EPC recruitment due to anti-CD34 antibody labeling in the
DTS promoted neointima formation. Possible pathomechanisms could be an excessive
differentiation of EPCs in the proinflammatory environment of a CTO lesion as well as
enhanced attraction of myeloid cells to the lesion side [48].

Larger prospective and randomized studies are needed to confirm our results of a
high restenosis rate and increased neointima formation in a complex patient collective after
CTO PCI and Combo® DTS implantation.

5. Conclusions

Our study is the first to investigate clinical and angiographic outcome after Combo®
DTS implantation in CTO lesions. The implantation of a Combo® DTS after successful
CTO recanalization was associated with a restenosis rate as high as 40% despite good stent
implantation at baseline proven by OCT. Neointima formation was found as a main cause
of restenosis. Nevertheless, we observed a low rate of major cardiovascular events in our
follow-up.



J. Clin. Med. 2021, 10, 80 80f10

Author Contributions: Conceptualization, Z.D. and T.G.; methodology, Z.D.; software, R.B.; valida-
tion, Z.D., T.G. and R.B.; formal analysis, R.B.; investigation, Z.D., T.G. and R.B.; resources, T.M.; data
curation, R.B.; writing—original draft preparation, R.B.; writing—review and editing, PW., M.A.,
M.G., M.B. and A.M.Z.; visualization, R.B.; supervision, Z.D. and T.G.; project administration, T.M.;
All authors have read and agreed to the published version of the manuscript.

Funding: PW. is supported by grants of the German Federal Ministry for Education and Research
(BMBW 01EO1503). T.G., T.M. and P.W. are Principal Investigators of the DZHK.

Institutional Review Board Statement: Ethical review and approval were waived for this study be-
cause it was a retrospective data analysis. We retrospectively evaluated the clinical and angiographic
data of patients treated with a Combo®DTS. The treatment of patients is carried out according to
clinical standards at our center, the choice of the DES which is implanted after CTO recanalization is
up to the examiner, only CE certified Stents were implanted. Also the Combo Stent is CE certified for
Europe.

Informed Consent Statement: Patient consent was waived since it is a retrospective data analysis.

Data Availability Statement: The data presented in this study are available on request from the
corresponding author. The data are not publicly available due to ongoing research.

Conflicts of Interest: The authors declare no conflict of interest.

References

1.

10.

11.

12.

13.

Galassi, A.R.; Werner, G.S.; Boukhris, M.; Azzalini, L.; Mashayekhi, K.; Carlino, M.; Avran, A.; Konstantinidis, N.V.; Grancini, L.;
Bryniarski, L.; et al. Percutaneous recanalisation of chronic total occlusions: 2019 consensus document from the EuroCTO Club.
Eurolntervention 2019, 15, 198-208. [CrossRef] [PubMed]

Galassi, A.R.; Sianos, G.; Werner, G.S.; Escaned, J.; Tomasello, S.D.; Boukhris, M.; Castaing, M.; Biittner, ].H.; Bufe, A.; Kalnins, A.;
et al. Retrograde Recanalization of Chronic Total Occlusions in Europe: Procedural, In-Hospital, and Long-Term Outcomes from
the Multicenter ERCTO Registry. J. Am. Coll Cardiol. 2015, 65, 2388-2400. [CrossRef] [PubMed]

Giilker, J.-E.; Bansemir, L.; Klues, H.G.; Bufe, A. Chronic total coronary occlusion recanalization: Current techniques and new
devices. J. Saudi Heart Assoc. 2017, 29, 110-115. [CrossRef] [PubMed]

Finn, M.T.; Doshi, D.; Cleman, J.; Song, L.; Maehara, A.; Hatem, R.; Redfors, B.; Kalra, S.; Fried, J.A.; Liao, M.; et al. Intravascular
ultrasound analysis of intraplaque versus subintimal tracking in percutaneous intervention for coronary chronic total occlusions:
One year outcomes. Catheter. Cardiovasc. Interv. 2019, 93, 1048-1056. [CrossRef]

Betge, S.; Krack, A.; Figulla, H.R.; Werner, G.S. Analysis of Location and Pattern of Target Vessel Failure in Chronic Total
Occlusions after Stent Implantation and Its Potential for the Efficient Use of Drug-Eluting Stents. |. Interv. Cardiol. 2006, 19,
226-231. [CrossRef]

Werner, G.; Bahrmann, P.; Mutschke, O. Determinants of target vessel failure in chronic total coronary occlusions after stent
implantation: The influence of collateral function and coronary hemodynamics. J. Am. Coll Cardiol. 2003, 42, 219-225. [CrossRef]
Kim, G.-S.; Kim, B.-K,; Shin, D.-H.; Kim, J.-S.; Hong, M.-K.; Gwon, H.-C.; Kim, H.-S.; Yu, C.W.,; Park, H.S.; Chae, L; et al. Predictors
of poor clinical outcomes after successful chronic total occlusion intervention with drug-eluting stents. Coron. Artery Dis. 2017,
28, 381-386. [CrossRef]

Geyer, M.; Wild, J.; Hirschmann, M.; Dimitriadis, Z.; Mtinzel, T.; Gori, T.; Wenzel, P. Predictors for Target Vessel Failure after
Recanalization of Chronic Total Occlusions in Patients Undergoing Surveillance Coronary Angiography. J. Clin. Med. 2020, 9, 178.
[CrossRef]

Jia, H.; Hu, S,; Liu, H.; Zhu, Y.; Zhe, C.-Y,; Li, L.; Mustafina, I.; Hou, J.; Zhang, S.; Yu, B. Chronic total occlusion is associated with
a higher incidence of malapposition and uncovered stent struts: OCT findings at 6 months following DES implantation. Catheter.
Cardiovasc. Interv. 2017, 89, 582-591. [CrossRef]

Sherbet, D.P.; Christopoulos, G.; Karatasakis, A.; Danek, B.A.; Kotsia, A.; Navara, R.; Michael, T.T.; Roesle, M.; Rangan,
B.V.; Haagen, D.; et al. Optical coherence tomography findings after chronic total occlusion interventions: Insights from
the “AngiographiC evaluation of the everolimus-eluting stent in chronic Total occlusions” (ACE-CTO) study (NCT01012869).
Cardiovasc. Revasc. Med. 2016, 17, 444-449. [CrossRef]

Heeger, C.-H.; Busjahn, A.; Hildebrand, L.; Fenski, M.; Lesche, F.; Meincke, F.; Kuck, K.-H.; Bergmann, M.W. Delayed coverage of
drug-eluting stents after interventional revascularisation of chronic total occlusions assessed by optical coherence tomography:
The ALSTER-OCT-CTO registry. Eurolntervention 2016, 11, 1004-1012. [CrossRef] [PubMed]

den Dekker, WK; Houtgraaf, ].H.; Onuma, Y.; Benit, E.; de Winter, R.J.; Wijns, W.; Grisold, M.; Verheye, S.; Silber, S.; Teiger, E.;
et al. Final results of the HEALING IIB trial to evaluate a bio-engineered CD34 antibody coated stent (Genous™Stent) designed
to promote vascular healing by capture of circulating endothelial progenitor cells in CAD patients. Atherosclerosis 2011, 219,
245-252. [CrossRef] [PubMed]

Sethi, R.; Lee, C.-H. Endothelial Progenitor Cell Capture Stent: Safety and Effectiveness. J. Interv. Cardiol. 2012, 25, 493-500.
[CrossRef] [PubMed]


http://dx.doi.org/10.4244/EIJ-D-18-00826
http://www.ncbi.nlm.nih.gov/pubmed/30636678
http://dx.doi.org/10.1016/j.jacc.2015.03.566
http://www.ncbi.nlm.nih.gov/pubmed/26046732
http://dx.doi.org/10.1016/j.jsha.2016.08.003
http://www.ncbi.nlm.nih.gov/pubmed/28373785
http://dx.doi.org/10.1002/ccd.27958
http://dx.doi.org/10.1111/j.1540-8183.2006.00134.x
http://dx.doi.org/10.1016/S0735-1097(03)00624-7
http://dx.doi.org/10.1097/MCA.0000000000000498
http://dx.doi.org/10.3390/jcm9010178
http://dx.doi.org/10.1002/ccd.26969
http://dx.doi.org/10.1016/j.carrev.2016.04.002
http://dx.doi.org/10.4244/EIJY14M10_01
http://www.ncbi.nlm.nih.gov/pubmed/25287264
http://dx.doi.org/10.1016/j.atherosclerosis.2011.06.032
http://www.ncbi.nlm.nih.gov/pubmed/21763653
http://dx.doi.org/10.1111/j.1540-8183.2012.00740.x
http://www.ncbi.nlm.nih.gov/pubmed/22612275

J. Clin. Med. 2021, 10, 80 9 of 10

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

Haude, M.; Lee, SW.L.; Worthley, S.G.; Silber, S.; Verheye, S.; Erbs, S.; Rosli, S.; Rosli, M.A.; Botelho, R.; Meredith, I.; et al. The
REMEDEE trial: A randomized comparison of a combination sirolimus-eluting endothelial progenitor cell capture stent with a
paclitaxel-eluting stent. JACC Cardiovasc. Interv. 2013, 6, 334-343. [CrossRef]

Chandrasekhar, J.; Zeebregts, D.; Kalkman, D.N.; Sartori, S.; Roumeliotis, A.; Aquino, M.B.; De Wilde, P.; De Winter, V.C.; Baber,
U.; Woudstra, P.; et al. 1-Year outcomes with COMBO stents in small vessel coronary disease: Subgroup analysis from the
COMBO collaboration. Cardiovasc. Revasc. Med. 2020. [CrossRef]

Chandrasekhar, J.; Sartori, S.; Aquino, M.B.; Baber, U.; Héjek, P.; Atzev, B.; Hudec, M.; Ong, T.K.; Mates, M.; Borisov, B.; et al.
Comparison of One-Year Outcomes in Patients >75 Versus <75 Years With Coronary Artery Disease Treated With COMBO Stents
(From The MASCOT Registry). Am. ]. Cardiol. 2020, 127, 1-8. [CrossRef]

Chandrasekhar, J.; Kerkmeijer, L.S.; Kalkman, D.N.; Sartori, S.; Ms, M.B.A.; Woudstra, P,; Beijk, M.A.; Tijssen, J.G.; Koch, K.T.;
Hijek, P; et al. Sex differences in 1-year clinical outcomes after percutaneous coronary intervention with COMBO stents: From
the COMBO collaboration. Catheter. Cardiovasc. Interv. 2020. [CrossRef]

Chandrasekhar, J.; Kalkman, D.N.; Aquino, M.B.; Sartori, S.; Héjek, P.; Atzev, B.; Hudec, M.; Ong, T.K.; Mates, M.; Borisov, B.; et al.
1-year results after PCI with the COMBO stent in all-comers in Asia versus Europe: Geographical insights from the COMBO
collaboration. Int. J. Cardiol. 2020, 307, 17-23. [CrossRef]

Baldetti, L.; Beneduce, A.; Gramegna, M.; Colombo, A.; Giannini, F. The dual-therapy COMBO stent: A rationale for a light dual
antiplatelet therapy treatment. Future Cardiol. 2018, 14, 471-482. [CrossRef]

Chandrasekhar, J.; Kok, M.M.; Kalkman, D.N.; Aquino, M.B.; Zocca, P.; Woudstra, P,; Beijk, M.A.; Kerkmeijer, L.S.; Sartori, S.;
Baber, U,; et al. 1-Year Clinical Outcomes of All Comers Treated with 2 Bioresorbable Polymer-Coated Sirolimus-Eluting Stents:
Propensity Score-Matched Comparison of the COMBO and Ultrathin-Strut Orsiro Stents. JACC Cardiovasc. Interv. 2020, 13,
820-830. [CrossRef]

Colombo, A.; Chandrasekhar, J.; Aquino, M.; Ong, T.K,; Sartori, S.; Baber, U.; Lee, M.; Iniguez, A.; Hajek, P.; Borisov, B.; et al.
Safety and efficacy of the COMBO bio-engineered stent in an all-comer PCI cohort: 1-Year final clinical outcomes from the
MASCOT post-marketing registry. Int. J. Cardiol. 2019, 283, 67-72. [CrossRef] [PubMed]

Haude, M.; Lee, S.W.L.; Worthley, S.G.; Silber, S.; Verheye, S.; Rosli, M.A; Botelho, R.; Sim, K.H.; Abizaid, A.; Mehran, R.; et al.
The REMEDEE trial: 5-Year results on a novel combined sirolimus-eluting and endothelial progenitor cells capturing stent.
Catheter. Cardiovasc. Interv. 2020, 95, 1076-1084. [CrossRef] [PubMed]

Lee, SW.L.; Lam, S.C.C.; Tam, EC.C.; Chan, KK.W.; Shea, C.P,; Kong, S.-L.; Wong, A.Y.T.; Yung, A.; Zhang, L.-W.; Tse, H.-F.; et al.
Evaluation of Early Healing Profile and Neointimal Transformation Over 24 Months Using Longitudinal Sequential Optical
Coherence Tomography Assessments and 3-Year Clinical Results of the New Dual-Therapy Endothelial Progenitor Cell Capturing
Sirolimus-Eluting Combo Stent: The EGO-Combo Study. Circ. Cardiovasc. Interv. 2016, 9, e003469. [CrossRef] [PubMed]
Thygesen, K.; Alpert, ].S; Jaffe, A.S.; Chaitman, B.R; Bax, J.J.; Morrow, D.A.; White, H.D.; Mickley, H.; Crea, F; van de Werf, F;
et al. Fourth universal definition ofmyocardial infarction (2018). Kardiol. Pol. 2018, 76, 1383-1415. [CrossRef]

Tearney, G.J.; Regar, E.; Akasaka, T.; Adriaenssens, T.; Barlis, P.; Bezerra, H.G.; Bouma, B.; Bruining, N.; Cho, J].-M.; Chowdhary, S.;
et al. Consensus standards for acquisition, measurement, and reporting of intravascular optical coherence tomography studies: A
report from the International Working Group for Intravascular Optical Coherence Tomography Standardization and Validation. J.
Am. Coll Cardiol. 2012, 59, 1058-1072. [CrossRef]

Réber, L.; Mintz, G.S.; Koskinas, K.C.; Johnson, T.W.; Holm, N.R.; Onuma, Y.; Radu, M.D.; Joner, M.; Yu, B.; Jia, H.; et al. Clinical
use of intracoronary imaging. Part 1: Guidance and optimization of coronary interventions. An expert consensus document of
the European Association of Percutaneous Cardiovascular Interventions. Eurolntervention 2018, 14, 656—677. [CrossRef]

Lee, C.H.; Hur, S.-H. Optimization of Percutaneous Coronary Intervention Using Optical Coherence Tomography. Korean Circ. |.
2019, 49, 771-793. [CrossRef]

Cuculi, F; Puricel, S.; Jamshidi, P.; Valentin, J.; Kallinikou, Z.; Toggweiler, S.; Weissner, M.; Miinzel, T.; Cook, S.; Gori, T. Optical
Coherence Tomography Findings in Bioresorbable Vascular Scaffolds Thrombosis. Circ. Cardiovasc. Interv. 2015, 8, e002518.
[CrossRef]

Nagoshi, R.; Shinke, T.; Otake, H.; Shite, J.; Matsumoto, D.; Kawamori, H.; Nakagawa, M.; Kozuki, A.; Hariki, H.; Inoue, T.; et al.
Qualitative and quantitative assessment of stent restenosis by optical coherence tomography: Comparison between drug-eluting
and bare-metal stents. Circ. J. 2013, 77, 652-660. [CrossRef]

Yamamoto, W.; Fujii, K.; Otsuji, S.; Takiuchi, S.; Kakishita, M.; Ibuki, M.; Hasegawa, K.; Ishibuchi, K.; Tamaru, H.; Yasuda, S.; et al.
Optical coherence tomography characteristics of in-stent restenosis after drug-eluting stent implantation: A novel classification
and its clinical significance. Heart Vessels 2019, 35, 38—45. [CrossRef]

Kim, B.-K.; Kim, J.-S.; Shin, D.; Ko, Y.-G.; Choi, D.; Jang, Y.; Hong, M.-K. Optical coherence tomography evaluation of in-stent
restenotic lesions with visible microvessels. J. Invasive Cardiol. 2012, 24, 116-120. [PubMed]

Lee, S.-Y.; Shin, D.-H.; Mintz, G.S.; Kim, ].-S.; Kim, B.-K.; Ko, Y.-G.; Choi, D.; Jang, Y.; Hong, M.-K. Optical coherence tomography-
based evaluation of in-stent neoatherosclerosis in lesions with more than 50% neointimal cross-sectional area stenosis. Eurolnter-
vention 2013, 9, 945-951. [CrossRef] [PubMed]


http://dx.doi.org/10.1016/j.jcin.2012.10.018
http://dx.doi.org/10.1016/j.carrev.2020.05.002
http://dx.doi.org/10.1016/j.amjcard.2020.04.014
http://dx.doi.org/10.1002/ccd.28853
http://dx.doi.org/10.1016/j.ijcard.2020.01.045
http://dx.doi.org/10.2217/fca-2018-0051
http://dx.doi.org/10.1016/j.jcin.2019.11.023
http://dx.doi.org/10.1016/j.ijcard.2019.01.053
http://www.ncbi.nlm.nih.gov/pubmed/30826192
http://dx.doi.org/10.1002/ccd.28483
http://www.ncbi.nlm.nih.gov/pubmed/31489742
http://dx.doi.org/10.1161/circinterventions.115.003469.pmid:27418609
http://www.ncbi.nlm.nih.gov/pubmed/27418609
http://dx.doi.org/10.5603/KP.2018.0203
http://dx.doi.org/10.1016/j.jacc.2011.09.079
http://dx.doi.org/10.4244/EIJY18M06_01
http://dx.doi.org/10.4070/kcj.2019.0198
http://dx.doi.org/10.1161/CIRCINTERVENTIONS.114.002518
http://dx.doi.org/10.1253/circj.CJ-12-0610
http://dx.doi.org/10.1007/s00380-019-01461-7
http://www.ncbi.nlm.nih.gov/pubmed/22388303
http://dx.doi.org/10.4244/EIJV9I8A158
http://www.ncbi.nlm.nih.gov/pubmed/24384291

J. Clin. Med. 2021, 10, 80 10 of 10

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

Teeuwen, K.; Spoormans, E.M.; Bennett, J.; Dubois, C.; Desmet, W.; Ughi, G.J.; Belmans, A.; Kelder, ].C.; Tijssen, ].G.P.; Agostoni,
P; et al. Optical coherence tomography findings: Insights from the “randomised multicentre trial investigating angiographic
outcomes of hybrid sirolimus-eluting stents with biodegradable polymer compared with everolimus-eluting stents with durable
polymer in chronic total occlusions” (PRISON 1V) trial. Eurolntervention 2017, 13, €522-e530. [CrossRef] [PubMed]

Popma, ]J.J.; Tiroch, K.; Almonacid, A.; Cohen, S.; Kandzari, D.E.; Leon, M.B. A Qualitative and Quantitative Angiographic
Analysis of Stent Fracture Late Following Sirolimus-Eluting Stent Implantation. Am. J. Cardiol. 2009, 103, 923-929. [CrossRef]
[PubMed]

Obedinskiy, A.A.; Kretov, E.I,; Boukhris, M.; Kurbatov, V.P; Osiev, A.G.; Ibn Elhadj, Z.; Obedinskaya, N.R.; Kasbaoui, S.;
Grazhdankin, 1.O.; Prokhorikhin, A.A.; et al. The IMPACTOR-CTO Trial. JACC Cardiovasc. Interv. 2018, 11, 1309-1311. [CrossRef]
[PubMed]

Werner, G.S.; Martin-Yuste, V.; Hildick-Smith, D.; Boudou, N.; Sianos, G.; Gelev, V.; Rumoroso, J.R.; Erglis, A.; Christiansen, E.H.;
Escaned, J.; et al. A randomized multicentre trial to compare revascularization with optimal medical therapy for the treatment of
chronic total coronary occlusions. Eur. Heart J. 2018, 39, 2484-2493. [CrossRef]

Elias, ].; Van Dongen, LM.; Hoebers, L.P.; Ouweneel, D.M.; Claessen, B.; Ramunddal, T.; Laanmets, P.; Eriksen, E.; Van Der Schaaf,
R.J.; Ioanes, D.; et al. Improved recovery of regional left ventricular function after PCI of chronic total occlusion in STEMI patients:
A cardiovascular magnetic resonance study of the randomized controlled EXPLORE trial. J. Cardiovasc. Magn. Reson. 2017, 19, 53.
[CrossRef]

Suwannasom, P.; Sotomi, Y.; Ishibashi, Y.; Cavalcante, R.; Albuquerque, FN.; Macaya, C.; Ormiston, J.A.; Hill, J.; Lang, I.M.;
Egred, M; et al. The Impact of Post-Procedural Asymmetry, Expansion, and Eccentricity of Bioresorbable Everolimus-Eluting
Scaffold and Metallic Everolimus-Eluting Stent on Clinical Outcomes in the ABSORB II Trial. JACC Cardiovasc. Interv. 2016, 9,
1231-1242. [CrossRef]

Boeder, N.; Weissner, M.; Blachutzik, F.; Ullrich, H.; Anadol, R.; Trobs, M.; Miinzel, T.; Hamm, C.W.; Dijkstra, J.; Achenbach,
S.; et al. Incidental Finding of Strut Malapposition Is a Predictor of Late and Very Late Thrombosis in Coronary Bioresorbable
Scaffolds. J. Clin. Med. 2019, 8, 580. [CrossRef]

Shimamura, K.; Guagliumi, G. Optical Coherence Tomography for Online Guidance of Complex Coronary Interventions. Circ. J.
2016, 80, 2063-2072. [CrossRef]

Kalkman, D.N.; Kerkmeijer, L.S.; Woudstra, P.; Menown, I.B.A.; Suryapranata, H.; den Heijer, P; Iiiiguez, A.; van’t Hof, AWJ,;
Erglis, A.; Arkenbout, K.E.; et al. Three-year clinical outcomes after dual-therapy COMBO stent placement: Insights from the
REMEDEE registry. Catheter Cardiovasc. Interv. 2019, 94, 342-347. [CrossRef] [PubMed]

Kerkmeijer, L.S.; Kalkman, D.N.; Woudstra, P.; Menown, I.B.; Suryapranata, H.; Heijer, P.D.; Ifiiguez, A.; Hof, AW.V,; Erglis,
A.; Arkenbout, K.E.; et al. Long-Term Performance of the COMBO Dual-Therapy Stent: Results from the REMEDEE Registry.
Cardiovasc. Revasc. Med. 2020, 21, 567-570. [CrossRef] [PubMed]

Lanka, V.; Patel, V.G.; Saeed, B.; Kotsia, A.; Christopoulos, G.; Rangan, B.V.; Mohammad, A.; Luna, M.; Garcia, S.; Abdullah,
S.M.; et al. Outcomes with first- versus second-generation drug-eluting stents in coronary chronic total occlusions (CTOs): A
systematic review and meta-analysis. ]. Invasive Cardiol. 2014, 26, 304-310. [PubMed]

Saito, S.; Krucoff, M.W.; Nakamura, S.; Mehran, R.; Maehara, A.; Al-Khalidi, H.R.; Rowland, S.M.; Tasissa, G.; Morrell, D.; Joseph,
D.; et al. Japan-United States of America Harmonized Assessment by Randomized Multicentre Study of OrbusNEich’s Combo
StEnt (Japan-USA HARMONEE) study: Primary results of the pivotal registration study of combined endothelial progenitor cell
capture and drug-eluting stent in patients with ischaemic coronary disease and non-ST-elevation acute coronary syndrome. Eur.
Heart J. 2018, 39, 2460-2468. [CrossRef]

Ndunda, P;; Vindhyal, M.R.; Muutu, T.; Fanari, Z. Clinical Outcomes of the Dual-Therapy CD34 Antibody-Covered Sirolimus-
Eluting Stent Versus Standard Drug-Eluting Coronary Stents: A Meta-Analysis. Cardiovasc. Revasc. Med. 2020, 21, 213-221.
[CrossRef]

Torii, S.; Jinnouchi, H.; Sakamoto, A.; Kutyna, M.; Cornelissen, A.; Kuntz, S.; Guo, L.; Mori, H.; Harari, E.; Paek, K.H.; et al.
Drug-eluting coronary stents: Insights from preclinical and pathology studies. Nat. Rev. Cardiol. 2020, 17, 37-51. [CrossRef]
Pelliccia, F; Cianfrocca, C.; Rosano, G.; Mercuro, G.; Speciale, G.; Pasceri, V. Role of endothelial progenitor cells in restenosis and
progression of coronary atherosclerosis after percutaneous coronary intervention: A prospective study. JACC Cardiovasc Interv.
2010, 3, 78-86. [CrossRef]

Wu, X,; Yin, T.; Tian, J.; Tang, C.; Huang, J.; Zhao, Y.; Zhang, X.; Deng, X.; Fan, Y.; Yu, D.; et al. Distinctive effects of CD34- and
CD133-specific antibody-coated stents on re-endothelialization and in-stent restenosis at the early phase of vascular injury. Regen.
Biomater. 2015, 2, 87-96. [CrossRef]


http://dx.doi.org/10.4244/eij-d-17-00261
http://www.ncbi.nlm.nih.gov/pubmed/28512069
http://dx.doi.org/10.1016/j.amjcard.2008.12.022
http://www.ncbi.nlm.nih.gov/pubmed/19327417
http://dx.doi.org/10.1016/j.jcin.2018.04.017
http://www.ncbi.nlm.nih.gov/pubmed/29976368
http://dx.doi.org/10.1093/eurheartj/ehy220
http://dx.doi.org/10.1186/s12968-017-0369-z
http://dx.doi.org/10.1016/j.jcin.2016.03.027
http://dx.doi.org/10.3390/jcm8050580
http://dx.doi.org/10.1253/circj.CJ-16-0846
http://dx.doi.org/10.1002/ccd.28047
http://www.ncbi.nlm.nih.gov/pubmed/30565371
http://dx.doi.org/10.1016/j.carrev.2019.09.015
http://www.ncbi.nlm.nih.gov/pubmed/31662276
http://www.ncbi.nlm.nih.gov/pubmed/24993986
http://dx.doi.org/10.1093/eurheartj/ehy275
http://dx.doi.org/10.1016/j.carrev.2019.04.016
http://dx.doi.org/10.1038/s41569-019-0234-x
http://dx.doi.org/10.1016/j.jcin.2009.10.020
http://dx.doi.org/10.1093/rb/rbv007

	Introduction 
	Methods 
	Study Object 
	Study Design and Study Population 
	Clinical Endpoints and Definitions 
	Optical Coherence Tomography Image Analysis 
	Statistical Analysis 

	Results 
	Clinical and Angiographic Parameters 
	Quantitative Coronary Angiography Analysis 
	Results of Optical Coherence Tomography 

	Discussion 
	Conclusions 
	References

