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Abstract The aim of this study was to describe vaso-
reactivity (by Acetylcholine and Methergine tests) at
2 year follow-up in parallel with the individual changes
in the echogenicity characteristics of the polymer struts
of the everolimus eluting bioresorbable vascular scaf-
fold (BVS), from post-treatment to 2 year follow-up,
in patients enrolled in the ABSORB Cohort A study.

G. Sarno - N. Bruining - Y. Onuma - S. Garg -
S. Brugaletta - S. De Winter - E. Regar -

P. W. Serruys (X))

Thoraxcenter, Erasmus Medical Center, Bd583a,
Dr. Molewaterplein 40, 3015-GD Rotterdam,
The Netherlands

e-mail: p.w.j.c.serruys @erasmusmc.nl

L. Thuesen

Skejby Sygehus, Aarhus University Hospital, Skejby,
Denmark

D. Dudek
Jagiellonian University, Krakov, Poland

S. Veldhof - C. Dorange
Abbott Vascular, Diegem, Belgium

H. M. Garcia-Garcia
Cardialysis B.V., Rotterdam, The Netherlands

J. A. Ormiston
Auckland City Hospital, Auckland, New Zealand

Published online: 07 January 2011

Intravascular ultrasound assessment was performed
with a phased array catheter (EagleEye, Volcano
Corporation, Cordova, CA, USA) with automated
pullback at 0.5 mm per second. The % ratio at 6 months
and 2 years [(Scaffold Area post PCI- Lumen Area)/
Scaffold Area post PCI] was calculated as a measure of
scaffold shrinkage. The % change of hyperechogenicity
was defined as: ([post-procedural hyperechogenici-
ty] — [2 year follow up hyperechogenicity])/[post-pro-
cedural hyperechogenicity]) x 100. The vasomotion
test with intracoronary acetylcholine (107® M) or
intravenous methergine (0.4 mg) was performed at
2 years. Overall nine patients received all these analyses
and were enrolled in the present analysis. A 50-96%
reduction in hyperechogenicity was observed between
baseline and 2 years, which corresponded to a change in
vasoreactivity between 2 and 22%. A vasoconstriction
of the scaffolded segment was observed in the 5 patients,
who underwent the methergine test, with a mean
decrease in lumen diameter after methergine of
9 £+ 7% (P = 0.06), while vasodilatation occurred in
the 4 patients who underwent the acetylcholine test with
amean increase in lumen diameter after acetylcholine of
8 + 5% (P = 0.125). Bioresorption of the BVS is
accompanied by re-establishment of both endothelial
and non-endothelial dependent vasomotion.
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Introduction

The everolimus eluting Bioresorbable Vascular Scaf-
fold (BVS) (Abbott Vascular, Santa Clara, CA, USA)
is expected to perform similar to a metal stent post
implantation by preventing acute recoil, providing a
scaffold to the vessel during healing, and then being
completely bioresorbed within 2-3 years [1]. The
advantages of using bioresorbable scaffolds are the
potential for the restoration of normal vascular
function once the bioresorption process has been
completed such that vessels can once again react to
pulsatile flow, positively remodel and respond nor-
mally to endothelial factors.

In the ABSORB A clinical study echogenicity
assessment, with grey-scale intra-vascular ultrasound
(IVUS) computer aided analysis, has shown a significant
reduction in percent hyperechogenic tissue between
post-procedure and 6 month follow-up, with a further
reduction observed between 6 months and 2 year
follow-up [2]. The same study also demonstrated the
restoration of vasomotion within the scaffolded and
peri-scaffolded segments in response to acetylcholine
and methergine at 2 year follow-up [2].

Amongst those patients enrolled in the ABSORB
A study there has been no detailed comparison as yet
on an individual patient level of the vasomotion and
echogenicity changes from post-procedure to 2 year
follow-up. The aim of this study was to describe
vasoreactivity at 2 years (by Acetylcholine and
Methergine tests) in parallel with the individual
changes in the echogenicity characteristics of the
polymer struts of the BVS, from post-treatment to
2 year follow-up, using a computer aided grey scale
value analysis program, in patients enrolled in the
ABSORB A study.

Methods
Patient population

The ABSORB Cohort A study design has been
already described previously [1]. Briefly, in this
single-arm, prospective study 30 patients, with a
diagnosis of stable or unstable angina or silent
ischemia, were enrolled in four participating centres
between March and July 2006. All treated lesions
were single, de novo lesions in a native coronary
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artery of 3.0 mm, shorter than 8 mm for the 12 mm
device and shorter than 14 mm for the 18 mm device,
with a diameter stenosis greater than 50% and less
than 100%, and with a thrombolysis in myocardial
infarction (TIMI) flow grade more than 1. Major
exclusion criteria were patients with an acute myo-
cardial infarction or unstable arrhythmias, those who
had a left ventricular ejection fraction less than 30%,
restenotic lesions, lesions located in the left main
coronary artery, lesions involving a side branch more
than 2 mm in diameter, and the presence of thrombus
or another clinically significant stenosis in the target
vessel. The protocol was approved by the ethics
committee at the four participating centres. All
enrolled patients signed a written informed consent.
Angiography, IVUS and derived IVUS parameters
(virtual histology, palpography and echogenicity)
were assessed at 6 month and 2 year follow-up.
Vasomotion testing with acetylcholine or methergine
was performed at 2 years.

Study device

The BVS revision 1.0 has a polymer backbone of
Poly-L (racemic)-lactic acid (PLLA) coated a thin
layer of a 1:1 mixture of an amorphous matrix of
Poly-D,L. (racemic)-lactic acid (PDLLA) polymer,
and 100 micrograms/cm?® of the anti-proliferative
drug everolimus. Both PLLA and PDLLA are fully
absorbable. The polymer degrades via a bulk erosion
process through hydrolysis of the ester bonds in the
backbone. The resulting lactic acid oligomers even-
tually leave the polymer matrix and are metabolized
in surrounding tissues and blood into the pyruvate
and Kreb’s energy cycles. Small particles <2 microns
in diameter are phagocytosed by macrophages. The
time for complete absorption of the polymer back-
bone is predicted from preclinical studies to be about
2 years whereas the polymer coating is absorbed in a
faster timeframe. The implant is radiolucent, but has
two platinum markers at each end that allow easy
visualization on angiography and with other imaging
modalities.

Quantitative coronary angiography (QCA)
and vasomotion test

QCA was performed with the CAAS II analysis sys-
tem (Pie Medical BV, Maastricht, The Netherlands)
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by an independent central research organization (Car-
dialysis B.V., Rotterdam, The Netherlands). The
following QCA parameters were computed for the
scaffolded segments and the proximal and distal
references: minimal lumen diameter, reference vessel
diameter, percent diameter stenosis, and lesion length.
The accuracy of this method has been reported in detail
previously [3]. The scaffolded segment was defined as
the segment between the 2 radio-opaque platinum
markers on both ends of the BVS.

To study vasomotion at 2 years, either the endo-
thelium independent vasoconstrictor methylergo-
metrine maleate (methergine, Novartis, Basel,
Switzerland), or the endothelium dependent acetyl-
choline (Ovisot, Daiichi-Sankyo, Tokyo, Japan) was
given, dependent on local practice. Calcium channel
blockers and nitrates were withheld at least 48 h
before the coronary angiogram. Mean lumen diam-
eter in the scaffolded segment was measured by QCA
after a baseline infusion of saline, and a sub-selective
intracoronary administration of acetylcholine infused
through a microcatheter at increasing dose up to 107°
M. For the methergine test, QCA was measured
5 min after an intravenous bolus injection of mether-
gine (0.4 mg). Both tests were terminated by intra-
coronary administration of 200 pg of nitroglycerin
(nitronal, Pohl-Boskamp GmbH, Hohenlockstedt,
Germany).

The two vasomotion tests produce two different
responses in normal coronaries: vasodilation by
Acetylcholine, vasoconstriction by Methergine. Me-
thergine stimulates both alpha-adrenergic and sero-
tonergic receptors and therefore exerts a direct
constrictive effect on vascular smooth cells [4].
Acetylcholine infusion in the coronary artery causes
the release of NO through activation of the
muscarinic receptor on the surface of the endothe-
lial cell with consequent relaxation of the smooth
muscle cell and therefore vasodilation. This mech-
anism is disturbed in case of endothelial dysfunc-
tion, where a paradox vasoconstriction may be
observed [5, 6], due to the direct activation of
muscarinic receptors on the surface of smooth
muscle cells.

Intravascular ultrasound

Intravascular ultrasound (IVUS) assessment was
performed with a phased array catheter (EagleEye,

Volcano Corporation, Cordova, CA, USA) with
automated pullback at 0.5 mm per second. The
region beginning 5 mm distal to and extending
5 mm proximal to the scaffolded segment was
examined. The following parameters were measured
with a computer-based contour detection software
(Curad, version 3.1): [7, 8] vessel area, scaffold area,
lumen area, neointimal area and luminal area steno-
sis. The appearance of the BVS struts on IVUS has
been clearly defined previously [7]. The percentage
ratio at 6 months [(Scaffold Area post PCI- Lumen
Area at 6 months)/(Scaffold Area post PCI)] was
calculated as a measure of scaffold shrinkage [9].
At 2 year follow up as a consequence of biore-
sorption the majority of struts were not visible on
IVUS grey-scale imaging; thus the scaffold area at
this time was assumed to be equal to the luminal area.

Automated echogenicity

A computer-aided grey-scale value analysis pro-
gramme [9, 10] was used to assess the echogenicity
of the polymeric struts after treatment, at 6 month
and at 2 year follow up. The applied algorithms of
this software have been previously published [10].
The mean grey-value of the adventitia is used to
classify tissue components as either hypechogenic
(e.g., grey-values lower than the mean adventitia
level) or as hyperechogenic (e.g., grey-values at
higher levels than that of the adventitia). The final
automated echogenicity quantification was measured
at each cross-section and hyper- and hypo-echoge-
nicity tissues were colour coded in green and red,
respectively. The difference (A) between the 2 year
follow up and the post-procedural hyperechogenicity
percentage was assessed in the treated segment.
The percentage change of hyperechogenicity was
defined as: {([post-procedural hyperechogenicity] —
[2 year follow up hyper-echogenicity])/[post-proce-
dural hyperechogenicity]} x 100.

Statistics

Binary variables are presented as percentages. Con-
tinuous variables are presented as mean £ SD. Paired
comparisons between the post-procedure, 6 month
and the 2 year follow-up of IVUS parameters were
done by Friedman’s test and Dunn’s post-test for
multiple comparisons of all pairs.
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Paired comparisons between hyperechogenicity
and vasomotion data were done by a Wilcoxon
matched pairs test. Taking into account the small
sample size, P values presented in this paper are
exploratory and should therefore be interpreted with
caution.

Results

The patient demographics are shown in Table 1. All
patients were on secondary prevention with statins.
At 2 year clinical follow-up all patients were asymp-
tomatic and there were no reported major adverse
cardiac events (MACE). Table 2 shows IVUS
results on a patient level from post-procedure,
6 month and 2 year follow-up. The mean vessel area
was 12.64 & 3.72 mm? post-procedure, 13.22 +
3.47 mm® at 6 months; and 12.32 £+ 3.74 mm?® at
2 years; P =NS. The mean lumen area was
6.17 & 1.01 mm? post-procedure, 5.45 + 1.28 mm’
at 6 months, and 6.05 £+ 1.73 mm?at?2 years; P = NS.

The complete dataset of vasomotion and echoge-
nicity was available in 9 patients enrolled in the
ABSORB A trial (Table 3).

Four patients showed no significant intimal hyper-
plasia ranging from 0.42 to 0.71 mm? at 6 month
follow-up.

Seven patients showed an enlargement of the mean
lumen area ranging from 0.64 to 1.85 mm? at 2 years,
without significant changes in the mean vessel area.

The percentage ratio at 6 months [(Scaffold Area
post PCI — Lumen Area at 6 months)/(Scaffold Area
post PCI)] ranged between —7.42 and 28; whilst the

Table 1 Clinical characteristics

percentage ratio at 2 years [{(scaffold area post-
PCI) — (lumen area at 2 years)}/(scaffold area post-
PCI)] was in the range of —27-50%, P = 0.31.

Of note, two patients (pt 8, 9) showed a percentage
ratio at 6 months [(Scaffold Area post PCI — Lumen
Area at 6 months)/(Scaffold Area post PCI)] of 26
and 28%, respectively. At 2 year follow-up the ratio
in patient 8 decreased from 26 to 5%, whilst in
patient 9 the ratio increased from 28 to 50%. There
was no evidence of intimal hyperplasia in either of
these 2 patients at 6 months.

The IVUS echogenicity and vasomotion findings
on a patient level are shown in Table 3.

The mean hyperechogenicity percentage in all
patients was 21 £ 12% (range: 5-38) post-procedure
and 6 £ 6% (range: 0-19) at 2 year follow up, with a
mean percentage change of 77 £ 17% (range: 50-96,
P = 0.004). The residual level of hyperechogenicity
at 2 years was similar to the natural hyperchogenicity
of plaque pre-procedure (6 & 6% vs. 6 = 5%).

The vasomotion test at 2 years showed vasocon-
striction of the scaffolded segment in the 5 patients
who underwent the methergine test, with a mean
decrease in lumen diameter after methergine of
—9 £+ 7% (P = 0.06), while vasodilatation occurred
in the 4 patients who underwent the acetylcholine test
with a mean increase in lumen diameter after
acetylcholine of 8 & 5% (P = 0.125). Patient 9,
who had a ratio [((scaffold area post-procedure)
— (lumen area at 2 years))/(scaffold area post-proce-
dure)] of 50% at 2 year follow-up showed the
smallest response to acetylcholine with a change of
only 2%, and a difference in mean lumen diameter
of 0.03 mm between baseline and after infusion

Sex Age  Hypercholesterolemia  Hypertension =~ Smoker  Diabetes  Prior MI  Prior PCI ~ SA UA
Pt1 Female 69 Yes Yes No No No No No Yes
Pt2 Male 58 No Yes No No No No No Yes
Pt3 Male 72 No No No No No No Yes No
Pt4  Male 60 Yes Yes No No No No Yes No
Pt5 Female 47 Yes Yes No No No No Yes No
Pt6  Male 70 No No No No No No No Yes
Pt7 Female 61 Yes Yes No No Yes No No Yes
Pt8 Male 66 Yes Yes No No No No Yes No
Pt9 Male 78 No No No No No No No Yes

MI myocardial infarction, PCI percutaneous coronary intervention, Pt patient, SA stable angina, UA unstable angina
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Table 2 IVUS findings post-BVS implantation, at 6 month and 2 year follow-up

Post-BVS implantation 6 Month follow-up

2 Year follow-up

VA SA PA VA* SAFT LA* IH

PA (SA post PCI- VA LAY  pA&
(mm? (mm?) (mm?) (mm? (mm? (mm? (mm? (mm?) LA 6mo)/SA

(SA post PCI-
(mm* (mm? (mm? LA 2 y)SA

post PCI (%) post PCI (%)

Pt1 1693 7.80 9.13 1699 7.64 711 0.54
Pt2 1940 7.23 12.17 17.67 6.66  6.16 0.5
Pt3 11.01 5.66 535 1426 6.08 6.08 0
Pt4 14.64 6.57 8.07 16.17 670 670 0
Pt5 1234 6.15 6.19 1303 596 596 0
Pt6 1047 5.73 474 11.04 484 475 042
Pt7 1053 6.21 432 11.50 554 484 071
Pt8 11.15 598 517 11.64 443 443 0
Pt9 730 4.24 306 670 3.05 305 0

9.88 2 1591 7.75 8.16 1
11.51 8 16.02  7.05 8.97 2
8.18 —7 13.62 575 7.87 -1
947 -2 15.74 6.85 8.89 —4
7.07 3 13.64 7.81 5.83 =27
629 15 10.04 5.17  4.87 10
6.66 11 7772 6.28 1.44 -1
721 26 12.45 5.7 6.75 5
3.65 28 571 213 358 50

Dunn’s post-test multiple comparison for all pairs: * P value 6 Month Follow-up versus post-implantation = NS; § P value 2 year
Follow-up versus post-implantation = NS; 6 P value 2 year versus 6 Month follow-up = NS; F P value versus post-
implantation < 0.05; & P value 2 year versus 6 Month follow-up < 0.05

IH intimal hyperplasia, LA lumen area, PA plaque area, SA scaffold area

Table 3 Post-implantation and 2 year follow-up IVUS based hyperechogenicity and vasomotion test at 2 years

Hyperechogenicity (%)

Angiographic mean lumen diameter (mm) of the scaffolded
segment after methergine or acetylcholine* test

Post-implantation ~ §2 years follow-up % change Baseline JMeth/Ach* % change after Meth/Ach

Patient 1 16 6 65 2.61 2.52 -3
Patient2 5 0 96 2.64 2.08 —21
Patient 3 35 7 80 231 2.10 -9
Patient 4 11 5 59 2.57 2.35 -9
Patient 5 12 0 93 2.98 2.84 =5
Patient 6 16 1 92 1.90* 2.16% 14
Patient 7 33 11 67 1.81* 1.96*

Patient 8 38 19 50 2.47* 2.70%*

Patient 9 25 2 93 1.29% 1.32% 2

* Acetylcholine test, § P value < 0.05, post-implantation versus 2 year follow-up

0 P value < 0.05, Meth/Ach versus baseline
Ach acetylcholine, Meth methergine

of acetylcholine. In this patient a decrease in the
mean lumen diameter after nitrates was also observed
in the scaffolded segment, and in the 5 mm segments
proximal and distal to the scaffold (Fig. 1).

A 50-96% reduction in hyperechogenicity was
observed between baseline and 2 years and this
corresponded to a change in vasomotion of between
2 and 21%.

Discussion

The main finding of this study is that the bioresorption
of the BVS is accompanied by the re-establishment of
endothelial and non-endothelial dependent vasomo-
tion. The bioresorption of the implant, as assessed by
echogeniticity, is concomitant with lumen area
enlargement at 2 years, and occurs without significant
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changes in the vessel area between 6 months and
2 years.

Despite this, it is unclear if the plaque reduction
that occurs between 6 months and 2 years after the
device implantation is the result of the mass loss due
to the bioresorption process, and/or an actual
decrease in the pre-scaffolding atherosclerotic pla-
que. Both situations could potentially explain the
plaque shrinkage that was observed in these patients.
Preclinical studies in the atherosclerotic rabbit model
have shown that the implantation of metallic everol-
imus eluting scaffold results in a reduction of
macrophages that is resulting from the triggering of
an autophagic process through the mTor pathway
inhibition by everolimus [11, 12]. Porcine histolog-
ical studies 3 years after BVS device implantation
have shown that the voids in the vessel wall that were
previously occupied by the polymeric struts were still
preserved but filled by proteoglycan material and a
mineralization process was observed around them
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[2]. A further evaluation of these observations in
relation to the pre-scaffolding atherosclerotic plaque
would be useful to clarify the exact mechanism
underlying the plaque shrinkage.

Our observations support the hypothesis that in the
future the introduction of bioresorbable scaffolds
could potentially overcome the three main mecha-
nisms leading to the in-scaffold/vessel restenosis:
acute recoil, constrictive vessel remodelling and neo-
intimal hyperplasia.

In vivo acute recoil of the first generation BVS
was slightly larger (6.9 & 7.0% vs. 4.3 + 7.1%,
P = 0.25) but insignificantly different from that of
the metallic everolimus eluting stent (EES), implying
the radial strength of the BVS was similar to that of a
metallic stent [13].

At 2 year follow-up the vasoreactivity to endothe-
lial dependant and non-endothelial dependant agents
was restored in eight of the nine patients. Patient 9
was the only subject who did not sufficiently
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Fig. 2 Panel a presents a RAO Caudal angiographic image
after ABSORB device (3.0 x 12 mm, white line) implantation
on the Obtuse Marginal of the LCX; the post-procedural
Intravascular Ultrasound longitudinal pullbacks (b, ¢) show the
scaffold (yellow lines) and the frame (white line) corresponding
to the cross-sectional image (d) on the top right with the color-
coded hyperchogenicity on the bottom (e). The BVS struts are
color coded as green. On the bottom left (f) the 2 year follow-

vasodilate (<3%) after an infusion of acetylcholine.
This may have been anticipated considering the
angiographic and IVUS findings in this patient
(Fig. 2), which demonstrated a reduction in vessel
and lumen area, and the presence of calcium within
the treated segment.

The re-establishment of vasoreactivity after bior-
esorption of the scaffold could potentially lead to a
decreased risk of stent thrombosis. The restoration of
the vessel wall reactivity may ensure a normal
response to shear stress in the scaffolded and peri-
scaffold segments. This could facilitate a risk free
discontinuation of dual anti-platelet therapy, and
could prevent plaque progression.

The main limitation of this study is the small
sample size. In the ABSORB Cohort A study the
sample size was not defined on the basis of an

Lumen Area: 4.4 mm?

up angiographic image shows a decreased lumen diameter of
the scaffolded region (white line). This finding is confirmed on
the intravascular ultrasound longitudinal pullbacks (g, h). The
IVUS cross-sectional image (i) on the bottom right shows a
reduced lumen area, the bioresorption of the BVS device struts
is almost completed and no hyperechogenic tissue components
are identified (j)

endpoint hypothesis, but rather to provide informa-
tion about the feasibility of the study and device
safety. Therefore this sub-study should be seen as
hypothesis-generating. The potential advantages of
this drug-eluting bioresorbable implant are currently
being assessed with a second-generation device in the
ABSORB Cohort B study. This device, BVS revision
1.1, has a polymer that is processed differently so that
its integrity and radial force can be retained for a
longer time. The improved design- zigzag hoops
linked by straight bridges- should provide a more
uniform vessel support and drug application. The
study will enrol 80 patients, with an acetylcholine test
in all patients at 2 year follow-up. Therefore we
expect to clarify the correlation between scaffold
bioresorption and the restoration of vasoreactivity in
the near future.
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Conclusions

The bioresorption of the BVS is accompanied by re-
establishment of both endothelial and non-endothelial
dependent vasomotion. This is concomitant with
lumen area enlargement without significant changes
in the vessel area.

The ABSORB Cohort A study has proved the
safety and feasibility of the everolimus eluting BVS.
Our results support the hypothesis that in the near
future the introduction into clinical practice of
bioresorbable scaffolds could represent a real break-
through in the field of interventional cardiology.

Acknowledgments The authors of this manuscript have
certified that they comply with the Principles of Ethical
Publishing in the International Journal of Cardiology [14].

References

1. Ormiston JA, Serruys PW, Regar E, Dudek D, Thuesen L,
Webster MWI, Onuma Y, Garcia-Garcia HM, McGreevy
R, Veldhof S (2008) A bioabsorbable everolimus-eluting
coronary stent system for patients with single de novo
coronary artery lesions (ABSORB): a prospective open-
label trial. Lancet 371:899-907

2. Serruys PW, Ormiston JA, Onuma Y, Regar E, Gonzalo N,
Garcia-Garcia HM, Nieman K, Bruining N, Dorange C,
Miquel-Hérbert K, Veldhof S, Webster MWI, Thuesen L,
Dudek D (2009) A bioabsorbable everolimus-eluting cor-
onary stent system for patients with single de novo coro-
nary artery lesions (ABSORB): a prospective open-label
trial. Lancet 373:897-910

3. Popma JJ, Gibson MC (2003) Qualitative and quantitative
angiography. In: Topol EJ (ed) Textbook of interventional
cardiology, 4th edition edn. WB Saunders, Philadelphia,
PA, pp 827-846

4. Tatineni S, Kern MJ, Aguirre F (1992) The effect of
ergonovine on coronary vasodilatory reserve in patients
with angiographically normal coronary arteries. Am Heart
J123(3):617-620

@ Springer

10.

11.

12.

13.

14.

. Drexler H, Zeiher AM (1991) Progression of coronary

endothelial dysfunction in man and its potential clinical
significance. Basic Res Cardiol 86(Suppl 2):223-232

. Ludmer PL, Selwyn AP, Shook TL, Wayne RR, Mudge

GH, Alexander RW, Ganz P (1986) Paradoxical vasocon-
striction induced by acetylcholine in atherosclerotic coro-
nary arteries. N Engl J Med 315(17):1046-1051

. Hamers R, Bruining N, Knock M, Sabate M, Roelandt JR

(2001) A novelapproach to quantitative analysis of intra-
vascular ultrasound images. Comput Cardiol 589-592

. von Birgelen C, de Very EA, Mintz GS (1997) ECG gated

three-dimensional intravascular ultrasound: feasibility and
reproducibility of the automated analysis of coronary
lumen and atherosclerotic plaque dimensions in humans.
Circulation 96:2944-2952

. Tanimoto S, Bruining N, van Domburg RT, Rotger D,

Radeva P, Ligthart JM, Serruys PW (2008) Late stent
recoil of the bioabsorbable everolimus-eluting coronary
stent and its relationship with plaque morphology. J Am
Coll Cardiol 52:1616-1620

Bruining N, Verheye S, Knaapen M, Somers P, Roelandt
JRTC, Regar E, Heller I, de Winter S, Ligthart J, Van Lan-
genhove G, de Feijter PJ, Serruys PW, Hamers R (2007)
Three-dimensional and quantitative analysis of atheroscle-
rotic plaque composition by automated differential echog-
enicity. Catheter Cardiovasc Interv 70:968-978

Verheye S, Martinet W, Kockx MM, Michiel W, Knaapen
M, Salu K, Timmermans JP, Ellis JT, Kilpatrick DL, De
Meyer GRY (2007) Selective clearance of macrophages in
atherosclerosis plaques by authophagy. J Am Coll Cardiol
49:706-715

Martinet W, Verheye S, De Meyer GRY (2007) Everolimus-
induced mTOR inhibition selectively depletes macrophages
in atherosclerotic plaques by autophagy. Autophagy 3:
241-244

Tanimoto S, Serruys PW, Thuesen L et al (2007) Com-
parison of in vivo acute stent recoil between the bioab-
sorbable everolimus-eluting coronary stent and the
everolimus-eluting cobalt chromium coronary stent:
insights from the ABSORB and SPIRIT trials. Catheter
Cardiovasc Interv 70:515-523

Coats AJ (2009) Ethical publishing. Int J Cardiol 131:
149-150



	Morphological and functional evaluation of the bioresorption of the bioresorbable everolimus-eluting vascular scaffold using IVUS, echogenicity and vasomotion testing at two year follow-up: a patient level insight into the ABSORB A clinical trial
	Abstract
	Introduction
	Methods
	Patient population
	Study device
	Quantitative coronary angiography (QCA) and vasomotion test
	Intravascular ultrasound
	Automated echogenicity
	Statistics

	Results
	Discussion
	Conclusions
	Acknowledgments
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (ISO Coated v2 300% \050ECI\051)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Perceptual
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /sRGB
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 149
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 149
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 599
  /MonoImageMinResolutionPolicy /Warning
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
    /DEU <>
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.276 841.890]
>> setpagedevice


