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ABSTRACT
Background
Minimally invasive aortic valve replacement (AVR) through a ministernotomy has been developed as an
alternative approach to conventional full sternotomy AVR. During recent years, sutureless aortic bioprostheses
were introduced with the aim to facilitate implantation, especially in minimally invasive procedures. The aim of
this thesis was to evaluate minimally invasive and sutureless AVR on the aspects of clinical outcomes, cardiac
function, and prosthetic valve function.
Methods and Results
Study I Early postoperative outcomes and 2-year survival after isolated AVR with the Perceval sutureless
bioprosthetic valve (LivaNova, Milan, Italy) performed through ministernotomy compared with full sternotomy
was investigated. Of 267 patients, 189 (70.8%) were performed through ministernotomy and 78 through full
sternotomy. Aortic cross-clamp (44 minutes in both groups) and cardiopulmonary bypass time (69 vs. 74
minutes, p=0.363) did not differ between the groups after propensity score matching. Apart from slightly higher
postoperative transvalvular gradients in the ministernotomy group, early postoperative outcomes did not differ.
There were no differences regarding in-hospital mortality rate or 2-year survival between the groups.
Study II Early postoperative outcomes and 2-year survival after isolated AVR through ministernotomy with
implantation of a sutureless bioprosthesis compared with full sternotomy with implantation of a stented
bioprosthesis was studied. Of 565 patients, 182 (32%) underwent ministernotomy with a sutureless bioprosthesis
and 383 full sternotomy with a stented bioprosthesis. Aortic cross-clamp (40 vs. 65 min, p<0.001) and
cardiopulmonary bypass time (69 vs. 87 min, p<0.001) were shorter in the ministernotomy sutureless group after
propensity score matching. Patients undergoing ministernotomy received less packed red blood cells but the risk
for postoperative permanent pacemaker implantation was higher. There were no differences regarding 30-day
mortality or 2-year survival between the two groups.
Study III Right ventricular function after AVR was investigated in forty patients undergoing primary isolated
AVR randomized to ministernotomy or full sternotomy. Four days postoperatively, tricuspid annular plane
systolic excursion had decreased in both the ministernotomy and the sternotomy group (ministernotomy: 25 vs.
16 mm, p<0.001; sternotomy: 22.5 vs. 8 mm, p<0.001) but was higher in the ministernotomy group (p<0.001).
Pulsed wave tissue Doppler right ventricular velocity decreased significantly in patients who underwent
sternotomy (10.5 vs. 6.5 cm/s, p<0.001) but did not decrease significantly in patients who underwent
ministernotomy (11.5 cm/s vs. 10 cm/s, p=0.054). Right ventricular fractional area change was equally decreased
in both groups (ministernotomy: 46 vs. 38 %, p<0.001; sternotomy: 45 vs. 37 %, p=0.003). The differences
between the groups were similar 40 days postoperatively.
Study IV Hypo-attenuated leaflet thickening (HALT) and reduced leaflet motion (RLM) assessed with cardiac
computed tomography were studied in 47 patients who underwent AVR and received a Perceval sutureless
bioprosthetic valve. Also, the relation between HALT and RLM and the influence of anticoagulation treatment
on HALT and RLM were investigated. Hypo-attenuated leaflet thickening was found in 18 (38%) patients and
RLM in 13 (28%) patients. All patients with RLM had HALT. Both HALT and RLM was found in patients with
ongoing anticoagulation treatment. Hypo-attenuated leaflet thickening and RLM were not associated with
clinical symptoms.
Conclusions
[1] AVR with implantation of the Perceval sutureless bioprosthetic valve through a ministernotomy was a safe
procedure with early postoperative outcomes and 2-year survival comparable to full sternotomy AVR.
Procedural times were not prolonged in patients undergoing ministernotomy compared to patients undergoing
full sternotomy. [2] AVR through a ministernotomy with implantation of a sutureless bioprosthetic valve was
associated with shorter procedural times and less transfusion of packed red blood cells, but a higher risk for
permanent pacemaker implantation compared with a full sternotomy with implantation of a stented
bioprosthesis. [3] Right ventricular long axis function was reduced after both ministernotomy and full
sternotomy aortic valve replacement, but the reduction was more pronounced in the full sternotomy group.
Global right ventricular function was equally impaired after ministernotomy and full sternotomy AVR. [4]
Hypo-attenuated leaflet thickening and RLM were prevalent in the Perceval sutureless bioprosthetic valve. Both
HALT and RLM was found in patients with ongoing anticoagulation treatment.
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LIST OF ABBREVIATIONS
AVR

Aortic valve replacement

CT

Computed tomography

FAC

Fractional area change

HALT

Hypo-attenuated leaflet thickening

RLM

Reduced leaflet motion

RV

Right ventricular

TAPSE

Tricuspid annular plane systolic excurison

TAVI

Transcatheter aortic valve implantation

INTRODUCTION
Aortic valve replacement (AVR) is the definitive treatment for severe aortic stenosis and has
traditionally been performed through a median full sternotomy. Minimally invasive AVR was
developed as an alternative approach to full sternotomy AVR to reduce surgical trauma while
maintaining the efficacy and safety of a full sternotomy and was first described in 1993 [1]. Today,
minimally invasive AVR is predominantly performed through an upper hemisternotomy, also known
as a ministernotomy. Previous studies have demonstrated that ministernotomy AVR can be performed
safely without risk for increased early mortality and with possible benefits in terms of shorter
intensive care unit and hospital stay compared with conventional AVR [2-6].
One drawback of minimally invasive AVR is that it is associated with a reduction of surgical exposure
and working space, which makes it a more technically demanding procedure compared with
conventional AVR. This is reflected in prolonged aortic cross-clamp and cardiopulmonary bypass
time [2, 3], which may offset the benefits of minimally invasive incisions [7-9]. Therefore, it has been
hypothesized that ways to shorten procedural time may be of importance in minimally invasive AVR.
During recent years sutureless aortic bioprosthetic valves have been introduced in order to facilitate
implantation, especially in minimally invasive procedures, and thereby possibly shorten procedural
time [10-13].
The aim of this thesis was to evaluate minimally invasive and sutureless AVR on the aspects of
clinical outcomes, cardiac function, and prosthetic valve function.
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BACKGROUND
Aortic stenosis
Aortic stenosis is the most prevalent cardiac valve pathology in the western world, with a prevalence
of 2-7% for individuals over the age of 65 years [14, 15]. The primary etiology in adults is
calcification of the valve and the incidence is increasing, which reflects an ageing of the general
population. Aortic stenosis is a chronic disease, slowly progressing over a long subclinical period
which varies in duration between individuals. After the onset of symptoms the expected survival is
very low with a 5-year estimated survival rate within the range of 15-50% [16]. The classic symptom
triad consists of effort dyspnea, angina, and syncope. Echocardiography is used to confirm the
diagnosis and assess the severity of the valve disease. No medical treatment for aortic stenosis has
been shown to improve outcomes. Retrospective studies have shown positive effects of statins but this
has not been confirmed in randomized trials [17].

Aortic valve replacement
AVR is the definitive treatment for severe aortic stenosis and is strongly recommended in
symptomatic patients with no contraindications for cardiac surgery. Decision regarding operation is
largely based on presence of symptoms. Aortic valvotomy was first described in 1947 but a more
effective treatment for aortic valve disease was possible after the introduction of cardiopulmonary
bypass in 1954. Initially, only aortic valvotomy and decalcification was performed but a single-leaflet
prosthesis was soon developed, followed by the first single-unit prosthesis, the polytetrafluoroethylene
sleeve prosthesis, first implanted in 1961. The ball valve prosthesis was first reported in 1963, the
pulmonary autograft for AVR first used in 1967, and sequentially other biological autograft valves
were implanted. Stentless porcine aortic valves was first implanted in 1965 followed by stent-mounted
porcine valves in 1967 and frame-mounted bovine pericardial valves in 1971 [18]. The first
transcatheter bioprosthetic valve implantation was performed in 2002 [19].
Today operative mortality is low in patients undergoing AVR (1-3% in patients younger than 70
years) and factors associated with increased mortality include advanced age, female gender,
comorbidities, symptoms of heart failure, left ventricular dysfunction, and previous cardiac surgery
[16, 20]. Surgery improves symptoms and quality of life and increases survival. For older patients,
long-term survival after AVR is similar to the age-matched population whereas younger patients have
a lower survival compared to the age-matched population [16].
In patients undergoing AVR through a full median sternotomy (FIGURE 1), a vertical midline skin
incision is made from the suprasternal notch to the xiphoid, the suprasternal ligament is cut, followed
by the complete midline division of the sternum. The pericardium is fully opened in the midline.
Cardiopulmonary bypass is established with central venous and arterial cannulation and catheters for
cardioplegia delivery are placed in the ascending aorta and possibly in the coronary sinus. The
3

ascending aorta is occluded with a cross-clamp and blood or crystalloid cardioplegia is delivered into
the coronary arteries antegrade through the aortic root or retrograde through the coronary sinus. The
aorta is incised anteriorly above the origin of the coronary arteries and continued either transversely or
caudally through the sinotubular junction. The native aortic valve is excised and the aortic annulus
decalcified and sized with prosthesis-specific sizers. Sutures are most frequently placed in the aortic
annulus from the ventricular side using an interrupted mattress suturing technique and the prosthesis
parachuted into the aortic annulus. After prosthesis implantation, the aortotomy is closed,
cardiopulmonary bypass weaned, and cannulas removed. After weaning from cardiopulmonary
bypass, proper function of the prosthetic valve and presence of any paravalvular regurgitation are
assessed with transesophageal echocardiography. The pericardium is left open and the sternum
sutured with steel wires.
Minimally invasive aortic valve replacement
Minimally invasive heart valve surgery is defined as a valve surgery procedure not performed through
a full sternotomy but with a small chest wall incision [21, 22]. Minimally invasive AVR was
developed as an alternative approach to full sternotomy AVR with the aim to reduce surgical trauma,
while maintaining the efficacy and safety of a median full sternotomy conventional AVR procedure
[22]. Minimally invasive AVR was first described in 1993 when anterior thoracotomy was described
as an incision for AVR [1]. A wide variety of incisions have been used during the years, including
upper, lower, and transverse sternotomy as well as parasternal incisions. Today, minimally invasive
AVR is predominantly performed through an upper hemisternotomy, also known as a ministernotomy
(FIGURE 2), but the anterior thoracotomy approach is also frequently used (FIGURE 3) [23]. Previous
studies of the current era of ministernotomy AVR have shown good results without risk for increased
early mortality and with possible small benefits in shorter intensive care unit and hospital stay
compared with conventional AVR [2-6]. Generally, the evidence is based on retrospective reports and
randomized trials are lacking [4]. The few randomized trials that have been performed have likely
been underpowered to demonstrate potential differences in clinical outcomes [24-27], but a metaanalysis of randomized trials demonstrated a marginally decreases in intensive care unit length of stay
in patients undergoing ministernotomy [28].
However, minimally invasive AVR is associated with a reduction of surgical exposure and working
space, which makes it a more technically demanding procedure than conventional AVR. This is
reflected in prolonged aortic cross-clamp and cardiopulmonary bypass time [2, 3], which may offset
the benefits of minimally invasive incisions [7-9].
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FIGURE 1-4. Incisions used for aortic valve replacement: full median sternotomy (upper left), ministernotomy (upper right),
and anterior thoracotomy (lower left). The Perceval sutureless bioprosthetic valve (LivaNova, Milan, Italy; lower right).
Images provided courtesy of Edwards Lifesciences, Irvine, CA, USA, and LivaNova, Milan, Italy.

Transcatheter aortic valve implantation
In patients with severe symptomatic aortic stenosis deemed not suitable for cardiac surgery,
transcatheter aortic valve implantation (TAVI) can be considered [29, 30]. Transcatheter aortic valve
implantation is recommended for patients who are assessed as inoperable or at very high surgical risk
by a heart team including a cardiac surgeon and an interventional cardiologist. Patients that are not
candidates for surgical AVR benefit from TAVI compared with medical treatment [30]. For high-risk
patients the decision between AVR and TAVI is individualized after discussion in the heart team, and
the estimation of surgical risk includes clinical judgment and risk scoring methods. In trials comparing
TAVI with AVR in patients with high surgical risk, 1-year mortality has been similar between the two
treatments [29]. Thirty-day mortality is approximately 5-15% and 1-year survival 60-80%, largely
determined by patient risk factors [29, 30]. Trials comparing TAVI with AVR in intermediate risk
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patients are ongoing but surgical AVR is still the recommended treatment in this patient group.
Paravalvular regurgitation is more frequent after TAVI than after AVR and more than mild
paravalvular regurgitation has been associated with increased mortality [29, 30]. Approximately 1-2%
of patients need peroperative conversion to surgical AVR owing to life-threatening complications [31]
and TAVI should therefore not be performed at hospitals where cardiac surgery is not performed.
Since TAVI is a relatively recently introduced therapy, long-term durability of transcatheter heart
valves is not excessively studied, however, outcomes at 5 years after implantation have proven to be
satisfactory [32].
The transfemoral approach is the first choice in most centers but the use of this access is dependent on
the ileofemoral vascular anatomy. The procedure is performed in a catheter lab or hybrid operating
room and predominantly with a fully percutaneous technique without surgical cut-down and with the
use of sedation rather than general anesthesia. Other access routes used are the transapical (via a left
lateral minithoracotomy), the transaortic (via a right anterior thoracotomy), and the subclavian. In the
transfemoral approach, the valve delivery catheter is inserted through the right or left femoral artery.
Balloon aortic valvuloplasty is usually performed before prosthesis implantation. Fluoroscopy, or at
some centers transesophageal echocardiography, is used for positioning of the transcatheter heart
valve. Some prosthetic valves need balloon expansion, while some are self-expandable systems.

Aortic bioprosthetic valves
Stented bioprosthetic valves
Stented bioprosthetic valves are designed to mimic the anatomy of the native aortic valve. The most
frequently used are the bovine pericardial and the porcine bioprosthetic valves. The pericardial
bioprosthetic valves consist of bovine pericardium constructed to form aortic valve leaflets, while
porcine bioprosthetic valves consist of three porcine aortic valve leaflets. Both bioprosthetic valves are
mounted on a supporting stent made of metal or a polymer.
Current European Society of Cardiology and American College of Cardiology/American Heart
Association guidelines state that anticoagulation treatment with a vitamin K antagonist may be
considered for the first 3 months after implantation of a bioprosthetic valve [16, 33], but there is no
strong evidence supporting this statement and many centers prescribe only low-dose acetylsalicylic
acid after the procedure.
Sutureless bioprosthetic valves
Sutureless aortic bioprosthetic valves have been introduced to facilitate implantation and thereby
shorten procedural time, especially in minimally invasive procedures [10-13]. The concept of
sutureless AVR was first introduced more than 50 years ago when a caged-ball valve with annular
fixation pins was implanted in a patient with aortic regurgitation. Using current sutureless
bioprosthetic valves , reduced operative time is thought to be beneficial since extended aortic cross-
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clamp and cardiopulmonary bypass time have been associated with adverse postoperative outcomes
[7]. The sutureless implantation enables bioprosthetic valve implantation without the need for
placement and tying of sutures. Implantation is simplified compared with conventional stent-mounted
bioprosthetic valves, and this has been shown to shorten cross-clamp and cardiopulmonary bypass
time [34, 35]. It has been speculated that the reduction in procedure time may be of particular
importance in patients with high surgical risk and patients undergoing complex procedures.
Sutureless valves are bioprostheses that are anchored in the aortic annulus without the use of sutures.
Rapid deployment valves are positioned with three sutures and anchored with a balloon-inflatable
stent. The terms sutureless and rapid deployment valves are sometimes used interchangeably, however
they should be regarded as two different entities. Two sutureless aortic bioprosthetic valves have been
introduced: the Perceval sutureless bioprosthetic valve (LivaNova, Milan, Italy; FIGURE 4) and the
ATS 3f Enable valve system (Medtronic, Minneapolis, MN, USA; recently withdrawn from the
market by the company). The only currently used rapid deployment valve is the Edwards Intuity
(Edwards Lifesciences, Irvine, CA, USA). Although evidence regarding sutureless bioprosthetic
valves is still limited to observational data this technique has been associated with good early clinical
and hemodynamic outcomes comparable to implantation of conventional stent-mounted bioprosthetic
valves [36]. All recommendations regarding the use of sutureless AVR is limited to expert consensus
statements [37].
The simplified implantation procedure makes sutureless bioprosthetic valves a good alternative for
minimally invasive AVR, where the reduction of surgical exposure and working space is associated
with technical difficulties in implanting conventional stent-mounted sutured bioprosthetic valves. Few
studies have reported on the outcomes in patients undergoing minimally invasive sutureless
bioprosthesis implantation [38].In these reports, minimally invasive sutureless AVR have been
associated with good clinical and hemodynamic outcomes with low incidence of paravalvular
regurgitation and relatively short procedural time [38]. Since sutureless minimally invasive AVR have
shown good outcomes and the procedure is less invasive compared with full sternotomy AVR, it has
been speculated that this treatment strategy could be an alternative to TAVI in patients with high
operative risk [39], however this remains to be shown in prospective trials.
Sutureless valves have several similarities to conventional stent-mounted aortic bioprosthetic valves.
Both valve types are implanted surgically, either with full sternotomy or through a minimally invasive
incision, with the use of cardiopulmonary bypass and cross-clamping of the aorta. The native aortic
valve is excised and the aortic annulus completely decalcified. The stent-mounting of the sutureless
prosthetic valves differ from the mounting of conventional stented prosthetic valves and both the
Perceval and the ATS 3f Enable sutureless valve are mounted on a nitinol-frame which enables selfexpansion of the device after release into the aortic annulus.
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Several possible limitations with sutureless bioprosthetic valve implantation have been addressed. The
implantation technique differs from implantation of a sutured bioprosthetic valve and is associated
with a learning curve. Proctoring by a surgeon experienced in sutureless AVR is therefore
recommended when initiating a sutureless valve program [37]. Postoperative prosthetic valve
embolization is very rare but has been described. Reports have also shown an increase in
postoperative conduction disorders and pacemaker implantation rate following sutureless compared
with sutured AVR [11, 40]. Owing to the recent introduction of sutureless prosthetic valves, no longterm durability data exist. Furthermore, it has been questioned whether the reductions in aortic crossclamp and cardiopulmonary bypass time in fact translate into better outcomes [41].

Right ventricular function after aortic valve replacement
Postoperative right ventricular (RV) dysfunction has been associated with adverse clinical outcomes
[42]. The left ventricle has been extensively studied but the right ventricle has been the subject of
fewer clinical and imaging investigations [43]. The right ventricle has a complex shape, thereby
making it difficult to assess size and function and many physicians still rely on visual estimation. This
is in contrast to the left ventricle which has a relatively predictable shape and for which normal values
regarding size and function are well established. However, standardized methods for RV
echocardiographic assessment have also been formulated [43]. The assessment is often based on
tricuspid annular peak systolic excursion (TAPSE) and pulsed wave tissue Doppler velocity for the
estimation of RV long axis function, and fractional area change (FAC) as a measure of global RV
function. Although TAPSE and pulsed wave tissue Doppler velocity measures RV long axis function,
it has been demonstrated to correlate with global RV function [43].
Previous observational studies have shown impairment of RV long axis function after cardiac surgery
including AVR [44-50]. Proposed explanations have included inadequate RV myocardial protection,
untreated right coronary artery disease, and postoperative mediastinal adhesions [46]. However, the
time point at which RV long axis velocities begin to decline have been demonstrated to coincide with
pericardial opening [46, 47], suggesting that reduction in RV long axis movement is a result of altered
pericardial constraint. However, fractional shortening of the RV midcavity transverse diameter
increase and RV ejection fraction assessed by 3D echocardiography remains unchanged after AVR
[51], suggesting that global RV function is not compromised. These findings propose that even though
RV long axis function generally correlates with global RV function [52], this may not be true for
patients who have undergone cardiac surgery. Also, although severe postoperative impairment of RV
function after cardiac surgery is associated with mortality [42], the clinical significance of the RV long
axis function impairment seen in the majority of patients undergoing cardiac surgery is uncertain.
Transcatheter aortic valve implantation has not been associated with postoperative impairment of RV
function [45, 51, 53].
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Prosthetic valve function
The durability of bioprosthetic valves is, in contrast to mechanical valves, limited by calcific or noncalcific tissue deterioration. Prosthetic valve function is assessed by echocardiography. The
echocardiographic assessment includes evaluation of leaflet morphology and mobility, measurement
of transvalvular gradients, regurgitation estimation, and evaluation of left ventricular dimension and
function. Shadowing caused by the stent frame may limit transthoracic echocardiography assessment
and transesophageal echocardiography is therefore recommended in order to improve visualization of
leaflet morphology and mobility [54].
Bioprosthetic valve obstruction may be caused by pannus ingrowth or thrombosis. Overt thrombosis
in bioprosthetic valves is rare compared with mechanical valve thrombosis. Symptomatic prosthetic
valve thrombosis presents with dyspnea, fatigue or systemic embolization and transesophageal
echocardiography is recommended for the assessment [55]. Initial treatment of left-sided thrombosis
consist of systemic anticoagulation [56], but if unsuccessful, surgery with thrombectomy or valve
replacement should be considered [16, 33, 56].
Bioprosthetic valves are subject to structural valve deterioration that increases over time and
eventually leads to valve failure. Younger age, renal insufficiency, left ventricular dysfunction, and
valve size are factors associated with structural valve deterioration [57-59]. Freedom from structural
valve failure in bioprostheses is 70-90% at 10 years and 50-80% at 16 years [57, 58] and studies have
not demonstrated a clear difference in durability of pericardial bovine compared with porcine valves
[57]. Treatment of structural valve deterioration is generally valve replacement. Since redo AVR
frequently carries a significant operative risk, also transcatheter valve-in-valve implantation has been
used for degenerated bioprosthetic aortic valves [60].
Hypo-attenuated leaflet thickening and reduced leaflet motion
Recent TAVI series have shown a high prevalence of hypo-attenuated leaflet thickening (HALT) and
reduced leaflet motion (RLM) detected with cardiac computed tomography (CT) [61-63]. The
prevalence of HALT and RLM in surgically implanted bioprosthetic valves is unknown since only a
limited number of surgically implanted bioprosthetic valves have been studied [62]. Patients are
frequently asymptomatic and the phenomena were first reported as incidental findings in clinical trials
[62]. The previous reports indicate that HALT and RLM can be detected with cardiac CT but are
typically not associated with elevated aortic valve gradients on echocardiography [61-63], thereby not
fulfilling the clinical definition of prosthetic valve thrombosis. Both HALT and RLM have been
shown to resolve with anticoagulation treatment for 3–6 months [61-63], which has led to the
interpretation that HALT and RLM indicate subclinical prosthetic valve thrombosis. The clinical
consequences of HALT and RLM are still uncertain but left-sided prosthetic valve thrombosis is a risk
factor for stroke [64, 65] and prosthetic valve thrombosis is associated with dysfunction and reduced
prosthesis durability of the valve [56].
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AIMS OF THE THESIS
The overall aim of this thesis was to evaluate minimally invasive and sutureless aortic valve
replacement on the aspects of clinical outcomes, cardiac function, and prosthetic valve function.
The specific aims were:


To analyze early postoperative outcomes and 2-year survival after aortic valve replacement
with a sutureless bioprosthetic valve implanted through a ministernotomy compared with a
full sternotomy (Study I)



To analyze early postoperative outcomes and 2-year survival after aortic valve replacement
through a ministernotomy with a sutureless bioprosthetic valve compared with a full
sternotomy with implantation of a stented valve (Study II)



To study right ventricular function after ministernotomy versus full sternotomy aortic valve
replacement (Study III)



To investigate the prevalence of hypo-attenuated leaflet thickening and reduced leaflet motion
by cardiac computed tomography in a sutureless bioprosthetic valve (Study IV)
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PATIENTS AND METHODS
Ethical considerations
All studies were approved by the regional Human Research Ethics Committee in Stockholm, Sweden.
Study I and II were additionally approved by human research ethical review boards at each
participating center.

Study design and population
Study I
This was a retrospective analysis of a consecutive series of patients who were operated on from June
2007 to April 2014 at 6 European centers (Belgium, Finland, Germany, Sweden, and Catania and
Trieste in Italy). The inclusion criterion was severe aortic stenosis with indication for isolated AVR
with use of the Perceval sutureless bioprosthetic valve. Implantation of the Perceval valve was
considered feasible if the aortic annulus size was between 19 and 27 mm and the ratio between the
sinotubular junction and aortic annulus diameters did not exceed 1.3. Patients undergoing any
concomitant cardiac procedure were excluded.
Study II
This was a retrospective analysis of two consecutive series (ministernotomy with implantation of the
Perceval sutureless bioprosthetic valve or full sternotomy with implantation of a stented sutured valve)
of patients who underwent primary isolated non-emergent AVR at the same centers as in Study I.
Patients who underwent AVR through a ministernotomy with implantation of the Perceval sutureless
bioprosthetic valve were operated on from June 2007 to April 2014 at any of the 6 centers specified
above. Patients who underwent AVR through full sternotomy with stented valve implantation were
operated at Karolinska University Hospital between January 2005 and December 2010. The inclusion
criterion was severe aortic stenosis with indication for primary isolated non-emergent AVR with the
use of the Perceval sutureless valve or the Carpentier-Edwards Perimount stented bovine pericardial
bioprosthetic valve (Edwards Lifesciences, Irvine, CA, USA). Patients who had previous cardiac
surgery, active endocarditis or a concomitant cardiac procedure were excluded.
Study III
This was a single-center, open-label, randomized controlled trial. Adult patients scheduled for isolated
AVR at Karolinska University Hospital between January 2014 and May 2015 were eligible. Exclusion
criteria were left ventricular ejection fraction less than 45%, presence of any coexisting severe
valvular disorder, previous cardiac surgery or urgent surgery. Patients were randomly assigned 1:1 to
either ministernotomy or full sternotomy. The echocardiography examiner and the physician
performing the follow-up were not blinded to study group assignment.
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Study IV
This was a single-center prospective observational study. All patients who had undergone surgical
AVR with implantation of the Perceval sutureless bioprosthetic valve at Karolinska University
Hospital between October 2012 and February 2016 were eligible. The criterion to implant the
Perceval sutureless bioprosthesis was aortic stenosis with indication for primary isolated nonemergent AVR. Exclusion criteria were death, severely impaired renal function (glomerular filtration
rate less than 30 mL/min/1.73 m2), and unwillingness or inability to undergo CT examination.

Surgical technique
Ministernotomy
In patients who underwent ministernotomy, a 6- to 10-cm midline skin incision was made over the
upper part of the sternum. In Study I and II, a partial J-shaped ministernotomy in the third to fourth
intercostal space or a V-shaped ministernotomy at the level of the second intercostal space was
performed. In Study III and IV, a partial J-shaped ministernotomy to the third intercostal space was
performed. In Study I and II, cardiopulmonary bypass was established with central arterial and central
or peripheral venous cannulation and antegrade crystalloid or cold blood cardioplegia was used. In
Study III and IV, cardiopulmonary bypass was established with central arterial and peripheral venous
cannulation and antegrade crystalloid cardioplegia was used. A cranial partial pericardial incision was
made anterior to the ascending aorta, not extending over the right ventricle. The pericardial incision
was closed at the end of the procedure in all patients who underwent ministernotomy in Study III and
IV.
Full sternotomy
In patients undergoing full sternotomy, a complete pericardial incision was made and the pericardium
left open after the procedure. Cardiopulmonary bypass was established with central arterial and
venous cannulation. In Study I, antegrade and/or retrograde cold blood or crystalloid cardioplegia was
used. Antegrade and/or retrograde cold blood cardioplegia was used in all patients who underwent full
sternotomy in Study II-IV.
Perceval sutureless bioprosthetic valve
The Perceval sutureless valve is a bioprosthetic heart valve that received Conformité Européene mark
approval in 2011 and Food and Drug Administration approval in 2016. The biologic component
consists of glutaraldehyde-fixed bovine pericardium treated with homocysteic acid and the stent is
made of an elastic nickel-titanium alloy covered by Carbofilm (LivaNova, Milan, Italy). The design
features one proximal and one distal ring segment and nine vertical struts designed to support the
valve and allow the prosthesis to anchor to the aortic root and the sinus of Valsalva. The stent supports
the valve and holds it in place without the need for sutures. To aid the positioning of the prosthesis
into the aortic annulus, the inflow ring has three loops through which temporary guiding sutures are
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passed. After temporary deformation the valve can return to its original shape owing to the elastic
alloy design.
Sutureless bioprosthetic valve implantation
The ascending aorta was incised transversally 1.5 cm above the sinotubular junction. After removal of
the native valve, complete decalcification of the annulus was performed. Product-specific sizers were
used to estimate annular size. Three guiding sutures were placed at the nadir of each sinus of Valsalva
and passed through the corresponding loop in the inflow ring of the prosthetic valve. At back table, the
valve was collapsed and loaded onto the delivery device. The valve was released at the level of the
aortic annulus, followed by dilation of the inflow ring segment with a specifically designed balloon
catheter at 4 atmospheres for 30 seconds. The guiding sutures were removed and the aortotomy
closed. After weaning from cardiopulmonary bypass, transesophageal echocardiography was
performed to confirm correct positioning of the valve and to detect any paravalvular regurgitation.
Implanted bioprosthetic valves
In Study I and IV, the Perceval sutureless valve was implanted in all patients. In Study II, the Perceval
sutureless valve was implanted in patients who underwent ministernotomy and the stented CarpentierEdwards Perimount bioprosthetic valve in patients who underwent full sternotomy. In Study III,
mechanical and bioprosthetic (sutured or sutureless) aortic valves were implanted.

Peri- and postprocedural antithrombotic regime
In study IV, according to the standard antithrombotic protocol for aortic bioprosthetic valves at our
center, postoperative antithrombotic treatment consisted of low-molecular-weight heparin until full
mobilization and life-long treatment with acetylsalicylic acid 75 mg once daily. Patients without atrial
fibrillation did not receive oral anticoagulation postoperatively. In patients preoperatively receiving
long-term anticoagulation treatment, warfarin or a novel oral anticoagulant (dabigatran, apixaban or
rivaroxaban) treatment was paused 3 days prior to the operation without bridging with low-molecularweight heparin. In these patients anticoagulation therapy was re-administered at day 1 postoperatively.
These patients were not treated with acetylsalicylic acid.

Data collection
Study I and II
Data on patient characteristics and operative details were retrieved retrospectively from medical
records. Follow-up data were retrieved from national registries, by reviewing medical records or by
contacting the patient or the treating physician.
Study III
Patient characteristics, postoperative clinical outcomes, laboratory work, and medications were
retrieved from medical records by a research nurse. All data was collected prospectively.
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Each patient was scanned using standard two-dimensional and pulsed and continuous wave Doppler
before surgery and at postoperative day 1, 4, and 40 by one of four experienced examiners.
Transthoracic examinations were conducted with the subject in the left lateral position with a Vivid E9
(GE Healthcare, Milwaukee, Wisconsin, USA). Echocardiographic images were digitally stored for
offline analysis using commercially available software (EchoPAC PC version 110.0.0; GE
Healthcare). Measurements were repeated four times in patients with atrial fibrillation and the average
value was calculated. All examinations were analyzed in a blinded fashion by an experienced reader.
Tricuspid annular peak systolic excursion was measured in the apical 4-chamber view using M-mode
echocardiography and was defined as the maximal excursion at the lateral aspect of the tricuspid valve
annulus in the apical four-chamber view. Pulsed wave tissue Doppler RV velocity was measured by
placing the pulsed wave sample volume at the level of the basal RV free wall. Each recorded value
was the mean from four consecutive beats. Fractional area change was quantified by two-dimensional
echocardiography in the apical four-chamber view by measuring the fractional change in the area
inscribed by the RV endocardium at peak diastole and peak systole. Right ventricular basal and mid
dimensions were quantified by two-dimensional echocardiography in the apical four-chamber view.
Standard left ventricular systolic and diastolic dimensions were measured. Left ventricular volumes
were measured from the standard four and two-chamber views according to the biplane Simpson
method and ejection fraction was derived.
Study IV
Clinical data were obtained by review of the medical records. Data on antithrombotic treatment was
collected at the time of cardiac CT. We also collected data on symptoms of heart failure according
to the New York Heart Association functional classification.
Patients were scanned using a dual source 2×64 row multidetector computed tomograph (Siemens
Somatom Definition Flash; Siemens Healthcare, Forchheim, Germany) with retrospective ECG gating
and individualized contrast medium administration.
Cardiac CT examinations were analyzed independently by two experienced readers. Joint readings,
involving a third experienced reader, were subsequently performed to reach a consensus. For
assessment of leaflet anatomy and motion, multiplanar reformatted reconstructions were used as still
images from selected phases of the cardiac cycle, as well as dynamic images of the entire cardiac
cycle. An examination was considered non-diagnostic if artifacts prevented reliable assessment of one
or more valve leaflet (for example due to motion or image noise). During subsequent separate reading
sessions, the two readers performed additional analyses of leaflet motion, with access only to threedimensional volume-rendered images of the aortic bioprosthetic valve, blinded to findings of previous
multiplanar reformatted reconstruction analyses.
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Outcome measures
Study I
The primary outcome measures were all-cause in-hospital mortality and 2-year survival. Secondary
outcome measures were aortic cross-clamp time, cardiopulmonary bypass time, conversion to
conventional AVR, paravalvular regurgitation, transfusions of packed red blood cells, reoperation for
bleeding, stroke, de novo dialysis, permanent pacemaker implantation, reoperation for prosthetic
valve-related complications, intensive care unit stay, and hospital stay.
Study II
The primary outcome measures were all-cause 30-day mortality and 2-year survival. Secondary
outcome measures were aortic cross-clamp time, cardiopulmonary bypass time, paravalvular
regurgitation, transfusions of packed red blood cells, reoperation for paravalvular regurgitation,
reoperation for bleeding, de novo dialysis, permanent pacemaker implantation, and intensive care unit
stay.
Study III
Primary outcome measures were TAPSE, RV pulsed wave tissue Doppler velocity, RV FAC, and
basal and mid RV transversal diameter at postoperative day 4 and 40.
Study IV
The primary outcome measures of this study were prevalence of HALT and RLM. Hypo-attenuated
leaflet thickening was defined as evidence of one or more leaflet with hypo-attenuated thickening,
with or without rigidity, identifiable in at least two different multiplanar reformatted reconstruction
projections. Leaflet motion was based on visual assessment and was considered reduced when the
entire cusp displayed reduced motion.

Statistical analysis
Data management and statistical analyses were performed using SPSS version 22.0 (IBM SPSS Inc.,
Chicago, IL, USA) and Stata version 13.1 (StataCorp LP, College Station, TX, USA).
Study I and II
Independent-samples t test and χ 2 test were used for univariate analyses in the overall cohort, and
paired samples t test and univariate conditional logistic regression was used in the propensity score
matched cohort. The Kaplan-Meier method was used to calculate cumulative survival and to construct
survival curves, and the log-rank test was used to compare differences between the curves. To reduce
selection bias, a propensity score was calculated for each patient by logistic regression, with
ministernotomy as the dependent variable. A propensity score matched cohort was constructed by
nearest-neighbor matching of 1 ministernotomy patient to 1 full sternotomy patient, without
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replacement. We calculated standardized differences for variables to investigate postmatch balance.
Standardized differences of less than 10% are generally considered a small and acceptable imbalance.
Study III
We calculated that a minimum of 17 patients in each group would give the study 80% power, at a
significance level of 5%, to detect a between-group difference of 5 mm in TAPSE. This was
calculated based on data from a previous study of change in TAPSE in patients who underwent full
sternotomy AVR [53], and the estimation that a minimum of 5 mm difference in TAPSE would be
clinically relevant. Patients intraoperatively converted from ministernotomy to full sternotomy were
analyzed in the full sternotomy group. Continuous variables were compared using t test, analysis of
variance or Wilcoxon signed-rank test, and categorical or binary variables were compared using
Pearson's χ 2 test.
Study IV
Continuous variables were compared using the t test or analysis of variance, and categorical or binary
variables were compared using Pearson’s χ 2 test.
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RESULTS
Study I
Patient characteristics
One hundred eighty-nine (70.8%) patients underwent AVR with the Perceval sutureless valve through
a ministernotomy and 78 (29.2%) patients through a full sternotomy. Baseline characteristics of the
study population are presented in TABLE 1. More patients in the ministernotomy group underwent
elective operations, and more patients in the full sternotomy group had undergone previous cardiac
surgery. European System for Cardiac Operative Risk Evaluation (EuroSCORE) II was higher in
patients in the full sternotomy group (4.76 ± 4.19 vs. 3.35 ± 2.86; p=0.044). Propensity score
matching resulted in 56 pairs with similar baseline characteristics. In the overall cohort, 1 patient
(0.5%) in the ministernotomy group required intraoperative conversion to implantation of a
conventional sutured bioprosthetic valve because of prosthesis dislodgement. There were no
conversions from ministernotomy to full sternotomy.
Primary outcome measure
Operative data are presented in TABLE 2 and postoperative outcomes in TABLE 3. In the overall cohort,
in-hospital mortality was 1.1% in the ministernotomy group and 2.6% in the full sternotomy group
(p=0.583). The 2-year survival was 92% (95% confidence interval [CI]: 85-96%) in the
ministernotomy group and 91% (95% CI: 81-96%; p=0.423; FIGURE 5) in the full sternotomy group.
In the propensity-matched cohort, the overall in-hospital mortality was 1.8%. These 2 patients had
both undergone full sternotomy. In the propensity-matched cohort, 2-year survival was 94% (95% CI:
76-99%) in patients who underwent ministernotomy and 91% (95% CI: 79-97%) in patients who
underwent full sternotomy (p=0.463; FIGURE 6).
Secondary outcome measures
Four patients (2.1%) in the ministernotomy group and 1 patient (1.3%) in the full sternotomy group
were discharged with mild paravalvular regurgitation. In the propensity-matched cohort, there were no
differences in cross-clamp (44 minutes for both groups, p=0.931) or cardiopulmonary bypass time (69
minutes for ministernotomy, 74 minutes for full sternotomy, p=0.363). Postoperative peak and mean
aortic valve gradients were significantly higher after ministernotomy compared with full sternotomy
(28.1 vs. 23.3 mm Hg, p=0.026; and 15.2 vs. 11.7 mm Hg, p=0.011). The incidence of reoperation for
major bleeding was 1.8% in the ministernotomy group and 5.4% in the full sternotomy group
(p=0.341). The number of packed red blood cells transfused did not differ significantly between the
two groups (1.15 vs. 1.91 units, p=0.128). Rate of permanent pacemaker implantation (11.0% vs.
3.6%, p=0.178), stroke (1.8% in both groups), intensive care unit stay (2.5 vs. 3.3 days, p=0.155), and
hospital stay (12.5 vs. 13.4 days, p=0.569) were similar between the groups.
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FIGURE 5. Kaplan-Meier cumulative survival in the overall cohort (n = 267) undergoing full sternotomy (black line) and
ministernotomy (red line; p=0.423).

FIGURE 6. Kaplan-Meier cumulative survival in the propensity score matched cohort (n = 112) undergoing full sternotomy
(black line) and ministernotomy (red line; p=0.463).
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Study II
One hundred and eighty-two (32%) patients underwent AVR with the Perceval sutureless valve
through a ministernotomy, and 383 (68%) patients with a stented sutured bioprosthetic valve through
a full sternotomy. The baseline characteristics of the two groups are listed in TABLE 4. Logistic
EuroSCORE I was higher for patients in the ministernotomy sutureless group (10.6 ± 7.5 vs. 7.7 ±
6.3%, p<0.001). Sizes of implanted bioprosthetic valves are presented in FIGURE 7. Data regarding
procedural times are presented in TABLE 5. Propensity score matching resulted in 171 pairs with
similar baseline characteristics (TABLE 4; FIGURE 8). In 5 (2.7%) cases, the sutureless bioprosthesis
needed to be repositioned after release in the aortic annulus. One patient (0.5%) had intraoperative
prosthesis dislodgement of the sutureless bioprosthetic valve, requiring conversion to implantation of
a stented sutured valve. There were no conversions from ministernotomy to full sternotomy.
Primary outcome measure
Postoperative outcomes are presented in TABLE 6. In the overall cohort, 2-year survival was 92%
(95% CI: 84–96%) in the ministernotomy sutureless group and 92% (95% CI: 89–95%; FIGURE 9) in
the full sternotomy stented group. In the propensity matched cohort, the 30-day mortality was 1.8% in
the ministernotomy sutureless group and 2.3% in the full sternotomy stented group (p=0.706). Twoyear survival was 91% (95% CI: 82–96%) in the ministernotomy sutureless group, and 93% (95% CI:
88–96%) in patients who underwent full sternotomy with stented bioprosthesis (FIGURE 10).
Secondary outcome measure
No patient in the ministernotomy sutureless group and one patient (0.3%) in the full sternotomy
stented group had severe postoperative paravalvular regurgitation, necessitating reoperation within the
primary hospital stay. No patient in the ministernotomy group and 4 patients (1.0%) in the full
sternotomy stented group were discharged with moderate paravalvular regurgitation (p=0.381). After
propensity score matching, aortic cross-clamp (40 vs. 65 min, p<0.001) and cardiopulmonary bypass
time (69 vs. 87 min, p<0.001) were shorter in the ministernotomy sutureless group. Patients in the
ministernotomy sutureless group received fewer transfusions of packed red blood cells than patients in
the full sternotomy sutureless group (1.4 vs. 2.4 units, p<0.001). The proportion of patients
undergoing postoperative permanent pacemaker implantation was significantly higher in the
ministernotomy sutureless group (9.9 vs. 2.9%, p=0.016).
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FIGURE 7. Sizes of implanted bioprosthetic valves.

FIGURE 8. Standardized differences for variables in the overall population (hollow circles) and in the propensity score
matched cohort (dots).

25

FIGURE 9. Kaplan–Meier cumulative survival in the overall cohort (n = 565, p=0.669). FS: full sternotomy;
MS: ministernotomy.

FIGURE 10. Kaplan–Meier cumulative survival in the propensity score matched cohort (n = 342, p=0.895).
FS: full sternotomy; MS: ministernotomy.
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Study III
A total of 40 patients underwent randomization. Twenty patients were randomized to ministernotomy
and 20 patients to full sternotomy AVR. One patient randomized to ministernotomy was
intraoperatively converted to full sternotomy and was analyzed in the full sternotomy group. The
baseline characteristics of the patients were similar between the two groups (TABLE 7). Operative data
are presented in TABLE 8. There were no differences regarding clinical postoperative outcomes
between the two groups (TABLE 9).

Primary outcome measure
Echocardiographic data are presented in TABLE 10 and FIGURE 11. Four days postoperatively, TAPSE
and pulsed wave tissue Doppler RV velocity were significantly higher in the ministernotomy
compared with the sternotomy group (TAPSE: 16 [quartile 1: 11, quartile 3: 18] mm vs. 8 [7, 12] mm,
p<0.001; pulsed wave tissue Doppler RV velocity: 10 [9, 11] cm/s vs. 6.5 [5, 8] cm/s, p<0.001).
Fractional area change and RV dimensions did not differ between the two groups (FAC: 38 [34, 44] %
vs. 37 [25, 39.5] %, p=0.29; basal RV diameter: 34 [31, 36] mm vs. 32 [29, 35] mm, p=0.36; mid RV
diameter: 26 [22, 28] mm vs. 22.5 [19, 26] mm, p=0.20). The differences between the two groups
were similar at echocardiography assessment 40 days postoperatively.
Four days postoperatively, TAPSE had decreased in both the ministernotomy and the sternotomy
group (ministernotomy: 25 [21, 28] mm vs. 16 [11, 18] mm, p<0.001; sternotomy: 22.5 [22, 22.5] mm
vs. 8 [7, 12] mm, p<0.001). Also FAC decreased in both groups (ministernotomy: 46 [39, 51] % vs.
38 [34, 44] %, p<0.001; sternotomy: 45 [40, 49] % vs. 37 [25, 39.5] %, p=0.003). Pulsed wave tissue
Doppler RV velocity decreased significantly in patients who underwent sternotomy: 10.5 [10, 12]
cm/s vs. 6.5 [5, 8] cm/s, p<0.001) but did not decrease significantly in patients who underwent
ministernotomy (11.5 [11, 12] cm/s vs. 10 [9, 11] cm/s, p=0.054). Right ventricular dimensions were
unchanged at four days postoperatively compared with preoperatively for both groups. The results
within the groups at day 4 compared with preoperatively were similar at echocardiography assessment
40 days postoperatively.
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Table 7. Baseline characteristics
Total population

Sternotomy

Ministernotomy

p-value

N (%)
40 (100%)
21 (52.5%)
19 (47.5%)
Age, years, mean (SD)
68.6 (8.5)
70 (7.9)
67 (9.0)
0.27
Female
15 (38%)
8 (38%)
7 (37%)
0.93
Body mass index, kg/cm2, mean (SD)
27.8 (4.6)
28.2 (4.9)
27.5 (4.2)
0.62
Aortic stenosis
40 (100%)
21 (100%)
19 (100%)
Aortic regurgitation
0.51
None
25 (62%)
14 (67%)
11 (58%)
Mild
11 (28%)
6 (29%)
5 (26%)
Moderate
4 (10%)
1 (5%)
3 (16%)
Severe
0
0
0
Hypertension
27 (68%)
14 (67%)
13 (68%)
0.91
Stroke
1 (2%)
1 (5%)
0
0.34
Liver dysfunction
0
0
0
Prior myocardial infarction
0
0
0
Prior percutaneous coronary intervention
1 (2%)
0
1 (5%)
0.29
Diabetes mellitus
10 (25%)
6 (29%)
4 (21%)
0.58
Insulin-dependant
6 (15%)
2 (10%)
4 (21%)
0.31
Atrial fibrillation
1 (2%)
1 (5%)
0
0.34
Current smoker
3 (8%)
3 (14%)
0
0.095
Chronic pulmonary disease
3 (8%)
1 (5%)
2 (11%)
0.49
Extracardiac arteriopathy
1 (2%)
1 (5%)
0
0.34
Poor mobility
0
0
0
Prior cardiac surgery
0
0
0
Active endocarditis
0
0
0
Critical preoperative state
0
0
0
Unstable angina
0
0
0
Recent myocardial infarction
0
0
0
Emergent operation
0
0
0
Thoracic aortic surgery
0
0
0
CCS angina class IV
0
0
0
New York Heart Association class
0.63
I
8 (20%)
5 (24%)
3 (16%)
II
18 (45%)
8 (38%)
10 (53%)
III
14 (35%)
8 (38%)
6 (32%)
IV
0
0
0
EuroSCORE II, mean (SD)
1.35 (0.79)
1.44 (0.90
1.26 (0.65)
0.49
Pacemaker
0
0
0
Data are n (%) unless otherwise noted. CCS = Canadian Cardiovascular Society, EuroSCORE II = European System for Cardiac Operative
Risk Evaluation Score II.

Table 8. Operative data

N (%)
Crystalloid cardioplegia
Aortic cross-clamp time, minutes, mean (SD)
Cardiopulmonary bypass time, minutes, mean (SD)
Operation time, minutes, mean (SD)
Prosthesis type
Mechanical
Biological
Sutureless bioprosthesis
Peroperative bleeding, ml, median (Q1, Q3)
Intra-aortic balloon pump
Extracorporeal membrane oxygenation
Data are n (%) unless otherwise noted. Q = quartile.
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Total population

Sternotomy

Ministernotomy

40 (100%)
20 (50%)
76 (24)
99 (34)
180 (58)

21 (52.5%)
1 (5%)
69 (20)
86 (26)
164 (40)

19 (47.5%)
19 (100%)
83 (27)
113 (36)
197 (70)

10 (25%)
30 (75%)
7 (17%)
475 (300, 775)
0
0

5 (24%)
16 (76%)
0
400 (300, 750)
0
0

5 (26%)
14 (74%)
7 (37%)
600 (380, 825)
0
0

p-value

<0.001
0.076
0.009
0.073
0.85

<0.001
0.45
-

Table 9. Postoperative data
Total population

Sternotomy

Ministernotomy

p-value

40 (100%)
1 (2%)
1 (2%)
3 (8%)
0
0
0
1 (2%)
1 (2%)
1 (2%)
1 (2%)
1 (2%)
2 (1, 3)
1.4 (1.0)
6.1 (3.1)
13 (32%)
0
0
0
350 (240)
1.0 (1.5)
2 (5%)

21 (52.5%)
1 (5%)
1 (5%)
2 (10%)
0
0
0
1 (5%)
1 (5%)
1 (5%)
1 (5%)
0
2 (1, 3)
1.6 (1.3)
6.5 (4.1)
6 (29%)
0
0
0
350 (180)
0.9 (1.5)
2 (10%)

19 (47.5%)
0
0
1 (5%)
0
0
0
1 (5%)
1 (5%)
0
0
1 (5%)
2 (1, 3)
1.1 (0.3)
5.7 (1.2)
7 (37%)
1 (5%)
0
0
360 (300)
1.2 (1.6)
0

0.34
0.34
0.61
0.94
0.94
0.34
0.34
0.29
0.94
0.11
0.46
0.58
0.29
0.89
0.61
0.17

N (%)
Intraoperative conversion to sternotomy
Postoperative dialysis
De novo pacemaker
Peroperative myocardial infarction
Reoperation for paravalvular regurgitation
Stroke
Reoperation due to bleeding
Pericardiocentesis within 30 days
Reoperation due to deep sternal wound infection
Respiratory insufficiency
Pneumonia
Invasive ventilation, hours, median (Q1, Q2)
Intensive care unit stay, days, mean (SD)
In-hospital stay, days, mean (SD)
New-onset atrial fibrillation
Transient ischemic attack
Intra-aortic balloon pump
Extracorporeal membrane oxygenation
Postoperative bleeding, ml, mean (SD)
Packed red blood cells within 7 days, units, mean (SD)
30-day mortality
Data are n (%) unless otherwise noted. Q = quartile.

Table 10. Echocardiographic parameters
Preoperatively

Day 4

Ministernotomy

pvalue

Sternotomy

22.5
(22, 25.5)

25 (21, 28)

0.54

10.5
(10, 12)

11.5 (11, 12)

Sternotomy

Day 40

Ministernotomy

pvalue

Sternotomy

Ministernotomy

pvalue

8 (7, 12)

16 (11, 18)

<0.001

11 (9, 12)

14 (12, 17)

0.002

0.34

6.5 (5, 8)

10 (9, 11)

<0.001

7 (6, 8)

9 (8, 11)

<0.001

46 (39, 51)

0.79

37
(25, 39.5)

38 (34, 44)

0.29

38.5
(36.5, 42)

43.5 (38, 45.5)

0.061

33 (30, 35)

0.77

32 (29, 35)

34 (31, 36)

0.36

33 (31, 35)

33 (31, 35)

0.82

0.92

22.5
(19, 26)

0.20

23.5
(21, 26)

23 (21, 28)

0.92

Right ventricular parameters
TAPSE, mm
RV pulsed wave
tissue Doppler
velocity, cm/s
RV FAC, %
RV basal
diameter, mm
RV mid
diameter, mm

45
(40, 49)
34
(29.5, 36)
24.5
(21.5, 26.5)

24 (21, 27)

26 (22, 28)

Left ventricular parameters
Interventricular
septum, mm

13
13 (11, 14)
0.31
13 (12, 15)
12 (11, 14)
0.038
11 (10, 13)
11 (10, 12)
0.92
(12, 14.5)
44
43.5
LVEDD, mm
47 (41, 51)
0.28
44 (39, 49)
45 (42, 48)
0.47
46.5 (42, 50)
0.10
(41.5, 48)
(38, 45)
LV posterior
12
11 (10, 11)
0.049
11 (10, 13)
11 (10, 11)
0.24
10 (9, 11)
10 (9, 10)
0.60
wall, mm
(10, 13)
62.5
65
LVEF, %
61 (57, 64)
0.16
61 (57, 65)
0.19
60 (57, 64)
62 (56, 65)
0.88
(60, 67.5)
(58.5, 68.5)
89
102.5
LVEDV, ml
100 (87, 117)
0.13
68 (58, 79)
92 (76, 99)
0.002
75 (66, 92)
0.004
(72, 104)
(87.5, 120)
33
LVESV, ml
38 (31, 47)
0.085
25 (18, 31)
35 (28, 43)
0.020
32 (25, 37)
39.5 (31, 54)
0.013
(25, 42)
Data are median (quartile 1, quartile 3). LVEDD = left ventricular end-diastolic diameter, LV = left ventricular, LVEF = left ventricular ejection fraction, LVEDV
= left ventricular end-diastolic volume, LVESV = left ventricular end-systolic volume, RV = right ventricular, FAC = fractional area change, TAPSE = tricuspid
annular peak systolic excursion.
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FIGURE 11. Tricuspid annular peak systolic excursion, right ventricular pulsed wave tissue Doppler velocity, right ventricular
fractional area change, and right ventricular basal and mid diameter at baseline and at postoperative (POD) day 4 and 40 in
patients who underwent sternotomy or minimally invasive (MIA) aortic valve replacement.
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Study IV
The flow chart is presented in FIGURE 12. Cardiac CT was performed in 47 patients. All cardiac CT
examinations were diagnostic regarding the evaluation of HALT. One examination was nondiagnostic regarding the assessment of valve leaflet motion due to motion artifacts. Patient
characteristics at the time of surgery are shown in TABLE 11. Cardiac CT was performed at a median
of 491 days (range 36–1,247 days, quartile 1: 287, quartile 3: 933 days) postoperatively.
Primary outcome measure
Hypo-attenuated leaflet thickening was found in 18 (38%) patients, of which 10 (56%) had one
affected leaflet, six (33%) had two affected leaflets, and two (11%) had HALT of all three leaflets.
HALT was equally frequent in all cusps. The mean HALT was 3 mm (range 1–5 mm; FIGURE 13).
Reduced leaflet motion was found in 13 (28%) patients, of which 11 patients had one leaflet with
reduced motion and two patients had two leaflets with reduced motion. Reduced leaflet motion was
found in three right aortic valve cusps, five left cusps, and seven non-coronary cusps (FIGURE 14-15).
Reduced leaflet motion was seen in 13 of 18 (72%) patients with HALT.
Other outcomes
There was no difference in the interval between AVR and CT examination among patients with or
without HALT (420 [289, 750] days vs. 547 [287, 989] days; p=0.65). There was no difference
regarding prosthetic valve opening area measured with cardiac CT in patients with normal and
reduced leaflet motion. All patients with RLM had evidence of HALT of at least one leaflet and there
was a significant association between RLM and the presence of HALT (p<0.001). There was no
difference in the interval between AVR and CT examination among patients with normal or reduced
leaflet motion (583 [364, 1045] vs. 331 [272, 492] days; p=0.095).
None of the patient or procedural characteristics were significantly associated with HALT. Patients
with RLM were younger than patients with normal leaflet motion (69.8 ± 5.4 vs. 76.5 ± 4.3 years,
p<0.001). Implanted prosthesis size and prosthetic valve opening area in relation to HALT and leaflet
motion are presented in TABLE 12.
All patients treated with warfarin or a novel oral anticoagulant had been taking the medication for at
least 5 months without interruption. There was no significant association between antithrombotic
treatment at the time of cardiac CT and HALT or RLM (TABLE 13, FIGURE 16-17). Both HALT and
RLM were found in patients treated with acetylsalicylic acid, warfarin or a novel oral anticoagulant.
Clinical outcomes are shown in TABLE 14. Three (6%) patients had a perioperative stroke, and one
(2%) transient ischemic attack occurred during follow-up. Two of the four patients with a
cerebrovascular thromboembolic event had HALT and RLM and two had neither HALT nor RLM at
CT examination. There were no other differences in clinical outcomes between the groups.
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Table 11. Patient and procedural characteristics
Baseline and procedural characteristics in relation to HALT and leaflet motion.
Total
population

No HALT

HALT

pvalue

Normal
leaflet
motion
33 (71.7%)
76.5 (4.3)
26 (79%)

RLM

p-value

N (%)
47 (100%)
29 (61.7%)
18 (38.3%)
13 (28.3%)
Age, years, mean (SD)
74.5 (5.4)
75.6 (3.9)
72.8 (7.1)
0.082
69.8 (5.4)
<0.001
Female sex
36 (77%)
22 (76%)
14 (78%)
0.88
9 (69%)
0.49
Body mass index, kg/m2, mean
27.70 (4.96)
27.5 (3.9)
28.1 (6.5)
0.69
27.1 (3.9)
29.4 (7.0)
0.16
(SD)
Ministernotomy
40 (85%)
23 (79%)
17 (94%)
0.35
26 (79%)
13 (100%)
0.20
Prosthesis size
0.41
0.40
Small
4 (9%)
4 (14%)
0 (0%)
4 (12%)
0 (0%)
Medium
18 (38%)
11 (38%)
7 (39%)
14 (42%)
4 (31%)
Large
20 (43%)
11 (38%)
9 (50%)
12 (36%)
7 (54%)
Extra large
5 (11%)
3 (10%)
2 (11%)
3 (9%)
2 (15%)
Left ventricular ejection
0.85
0.84
fraction
>50%
44 (94%)
27 (93%)
17 (94%)
31 (94%)
12 (92%)
30–50%
3 (6%)
2 (7%)
1 (6%)
2 (6%)
1 (8%)
<30%
0
0
0
0
0
Estimated glomerular filtration
0.56
0.27
rate
>60 mL·min−1·1.73 m−2
32 (68%)
21 (72%)
11 (61%)
23 (70%)
8 (62%)
45–60 mL·min−1·1.73 m−2
10 (21%)
6 (21%)
4 (22%)
8 (24%)
2 (15%)
30–45 mL·min−1·1.73 m−2
4 (9%)
2 (7%)
2 (11%)
2 (6%)
2 (15%)
15–30 mL·min−1·1.73 m−2
1 (2%)
0 (0%)
1 (6%)
0 (0%)
1 (8%)
Diabetes mellitus
10 (21%)
4 (14%)
6 (33%)
0.11
5 (15%)
5 (38%)
0.084
Insulin-dependent diabetes
3 (6%)
1 (3%)
2 (11%)
0.30
1 (3%)
2 (15%)
0.13
mellitus
Hypertension
34 (72%)
21 (72%)
13 (72%)
0.99
25 (76%)
9 (69%)
0.65
Stroke
0
0
0
0
0
Transient ischemic attack
6 (13%)
4 (14%)
2 (11%)
0.79
4 (12%)
2 (15%)
0.77
Chronic lung disease
4 (9%)
4 (14%)
0 (0%)
0.099
3 (9%)
0 (0%)
0.26
Hemodialysis
0
0
0
0
0
Neurologic dysfunction
0
0
0
0
0
Critical preoperative state
1 (2%)
1 (3%)
0 (0%)
0.43
1 (3%)
0 (0%)
0.53
Active cancer
0
0
0
0
0
History of cancer
5 (11%)
4 (14%)
1 (6%)
0.37
5 (15%)
0 (0%)
0.14
Peripheral artery disease
0
0
0
0
0
Coronary artery disease
0
0
0
0
0
Previous myocardial infarction
1 (2%)
0 (0%)
1 (6%)
0.20
0 (0%)
1 (8%)
0.11
Atrial fibrillation
6 (13%)
5 (17%)
1 (6%)
0.24
5 (15%)
0 (0%)
0.14
New York Heart Association
0.42
0.91
class
I
3 (6%)
2 (7%)
1 (6%)
2 (6%)
1 (8%)
II
23 (49%)
12 (41%)
11 (61%)
16 (48%)
7 (54%)
III
21 (45%)
15 (52%)
6 (33%)
15 (45%)
5 (38%)
IV
0
0
0
0
0
Previous cardiac surgery
1 (2%)
1 (3%)
0 (0%)
0.43
1 (3%)
0 (0%)
0.53
Pacemaker
0
0
0
0
0
EuroSCORE II, mean (SD)
2.01 (1.07)
2.08 (1.17)
1.91 (0.92)
0.62
2.09 (1.13)
1.82 (0.97)
0.45
Days between operation and
491
547
420
583
331
0.65
0.095
CT, median (Q1, Q3)
(287, 933)
(287, 989)
(289, 50)
(364, 1045)
(272, 492)
Data are n (%) unless otherwise noted. CT = computed tomography; EuroSCORE II = European System for Cardiac Operative Risk
Evaluation Score II; HALT = hypo-attenuated leaflet thickening; Q = quartile; RLM = reduced valve leaflet motion; SD = standard
deviation.
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Table 12. Prosthesis size
Implanted prosthesis size and prosthetic valve opening area in relation to HALT and leaflet motion.
Normal
Total
No HALT
HALT
p-value
leaflet
population
motion
N (%)

47

33 (71.7%)

13 (28.3%)

29 (61.7%)

RLM

p-value

18 (38.3%)

Prosthesis size
4 (9%)
4 (100%)
4 (100%)
0
2.04 (0.66)
2.04 (0.66)
2.04 (0.66)
18 (38%)
11 (61%)
7 (39%)
14 (78%)
Medium
1.85 (0.37)
1.95 (0.35)
1.69 (0.36)
0.15
1.93 (0.36)
20 (43%)
11 (55%)
9 (45%)
12 (63%)
Large
2.27 (0.34)
2.48 (0.28)
2.04 (0.24)
0.002
2.37 (0.36)
5 (11%)
3 (60%)
2 (40%)
3 (60%)
Extra large
2.37 (0.51)
2.13 (0.52)
2.73 (0.32)
0.25
2.13 (0.52)
Data are n (%) and mean aortic valve area (standard deviation) in cm2. HALT = hypo-attenuated leaflet
leaflet motion.
Small

0

-

4 (22%)
1.56 (0.25)
0.068
7 (37%)
2.10 (0.23)
0.093
2 (40%)
2.73 (0.32)
0.25
thickening; RLM = reduced valve

Table 13. Antithrombotic treatment at the time of computed tomography
Anticoagulant and platelet inhibition treatment at the time of cardiac computed tomography in relation to HALT and leaflet motion.
Normal
Total
No HALT
HALT
p-value
leaflet
RLM
p-value
population
motion
N (%)

47 (100%)

29 (61.7%)

18 (38.3%)

33 (71.7%)

13 (28.3%)

Anticoagulation treatment at the time of computed tomography
Warfarin
Any novel oral
anticoagulant
Warfarin or any
NOAC
Rivaroxaban
Apixaban
Dabigatran

8 (17%)

4 (14%)

4 (22%)

0.45

6 (18%)

2 (15%)

0.82

9 (19%)

8 (28%)

1 (6%)

0.062

7 (21%)

1 (8%)

0.28

17 (36%)

12 (41%)

5 (28%)

0.35

13 (39%)

3 (23%)

0.30

2 (4%)
7 (15%)
0

2 (7%)
6 (21%)
0

0 (0%)
1 (6%)
0

0.25
0.16
-

2 (6%)
5 (15%)
0

0 (0%)
1 (8%)
0

0.36
0.50
-

Platelet inhibition treatment at the time of computed tomography
Dual
antiplatelet
0
0
0
0
0
therapy
Acetylsalicylic
28 (60%)
15 (52%)
13 (72%)
0.16
19 (58%)
9 (69%)
0.47
acid
Data are n (%) unless otherwise noted. HALT = hypo-attenuated leaflet thickening; NOAC = novel oral anticoagulant; RLM = reduced
valve leaflet motion.
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Table 14. Clinical outcomes
Clinical outcomes in relation to HALT and leaflet motion.
Total
population

No HALT

HALT

pvalue

Normal
leaflet
motion
33 (71.7%)

RLM

pvalue

N (%)
47 (100%)
29 (61.7%)
18 (38.3%)
13 (28.3%)
Paravalvular leakage grade at
0.25
0.36
discharge
None
45 (96%)
27 (93%)
18 (100%)
31 (94%)
13 (100%)
Mild
2 (4%)
2 (7%)
0 (0%)
2 (6%)
0 (0%)
Moderate
0
0
0
0
0
Severe
0
0
0
0
0
Reoperation due to
0
0
0
0
0
paravalvular leakage
Device embolization
0
0
0
0
0
perioperatively
Conversion to sternotomy
0
0
0
0
0
Transaortic pressure gradient
at discharge
Maximum, mmHg, mean
28.9 (10.7)
27.3 (7.3)
31.7 (14.7)
0.20
28.2 (9.5)
31.3 (13.8)
0.40
(SD)
Mean, mmHg, mean (SD)
15.1 (5.3)
14.5 (4.1)
16.2 (6.9)
0.32
15.2 (5.3)
15.5 (5.6)
0.84
New-onset atrial fibrillation
22 (47%)
15 (52%)
7 (39%)
0.39
16 (48%)
6 (46%)
0.89
Atrial fibrillation before
28 (60%)
20 (69%)
8 (44%)
0.096
21 (64%)
6 (46%)
0.28
discharge
Atrial fibrillation after discharge
13 (28%)
11 (38%)
2 (11%)
0.046
11 (33%)
1 (8%)
0.075
De novo pacemaker
6 (13%)
2 (7%)
4 (22%)
0.13
3 (9%)
3 (23%)
0.20
Stroke postoperatively
0
0
0
0
0
excluding perioperatively
Stroke perioperatively
3 (6%)
1 (3%)
2 (11%)
0.30
1 (3%)
2 (15%)
0.13
Transient ischemic attack
1 (2%)
1 (3%)
0 (0%)
0.43
1 (3%)
0 (0%)
0.53
Data are n (%) unless otherwise noted. HALT = hypo-attenuated leaflet thickening; RLM = reduced valve leaflet motion; SD = standard
deviation.
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58 patients received a Perceval sutureless
bioprosthesis

1 patient died postoperatively

57 of 58 patients (95.2%) were eligible for
participation in the study
10 patients were not included due to:
1 impaired renal function
7 unwillingness to participate
2 non-disposability due to logistic
reasons
47 of 57 patients (83.5%) underwent CT
examination

All CT examinations were diagnostic
regarding the evaluation of HALT

One CT examination was non-diagnostic
regarding the assessment of valve leaflet
motion due to motion artifacts

FIGURE 12. Study flow chart. CT = computed tomography.

FIGURE 13. Cardiac computed tomography multiplanar reformatted reconstructions of a Perceval sutureless bioprosthetic
valve in mid-diastole. The non-coronary cusp (panel A) was normal, with no signs of hypo-attenuated leaflet thickening. The
left cusp (panel B) was markedly thickened with hypo-attenuated leaflet thickening. The maximum leaflet thickness was 5
mm (panel C). The three-valve leaflets are shown simultaneously; two of them normal and the left cusp with hypo-attenuated
leaflet thickening (panel D).
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FIGURE 14. Multiplanar reformatted reconstructions for evaluation of leaflet motion in a Perceval sutureless bioprosthetic
valve. Top panels show images in diastole and bottom panels show images of maximum leaflet opening in systole. Images to
the left show the normal right cusp (white circle) in diastole (panel A) and fully open in systole (panel B). Images to the right
show the non-coronary cusp (dashed circle) of the same patient in diastole (panel C) and with reduced leaflet opening in
systole (panel D). Hypo-attenuated leaflet thickening of the non-coronary cusp was also present.

FIGURE 15. Three-dimensional volume-rendered en face images of the Perceval sutureless bioprosthetic valve. Top panels
show images in diastole and bottom panels show images in systole. Images to the left show a normal bioprosthesis in diastole
(panel A) and in systole (panel B). To the right, a bioprosthesis with reduced motion of the right cusp (white arrow) is shown
in diastole (panel C) and in systole (panel D).
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Prevalence of HALT was assessed in 47
(100%) of included patients

18 (38.3%) patients with HALT,
of whom 5 (28%) had anticoagulation

13 (72%) patients with
reduced leaflet motion,
of whom 3 (23%) had
anticoagulation

5 (28%) patients with
normal leaflet motion.
Of whom 2 (40%) had
anticoagulation

29 (61.7%) patients without HALT, of whom
12 (41%) had anticoagulation

No patient with
reduced leaflet motion

28 (100%) patients with
normal leaflet motion, of
whom 11 (39%) had
anticoagulation

FIGURE 16. Prevalence of hypo-attenuated leaflet thickening in relation to anticoagulation treatment (warfarin or any novel
oral anticoagulant) and reduced leaflet motion. HALT = hypo-attenuated leaflet thickening.

Prevalence of reduced leaflet motion was
assessed in 46 (97.9%) of included patients

13 (28.3%) patients with reduced leaflet
motion, of whom 3 (23%) had anticoagulation

13 (100%) patients with
HALT, of whom 3 (23%)
had anticoagulation

No patient without HALT

33 (71.7%) patients with normal leaflet motion,
of whom 13 (39%) had anticoagulation

5 (15%) patients with
HALT, of whom 2 (40%)
had anticoagulation

28 (85%) patients without
HALT, of whom 11 (39%)
had anticoagulation

FIGURE 17. Prevalence of reduced leaflet motion in relation to anticoagulation treatment (warfarin or any novel oral
anticoagulant) and hypo-attenuated leaflet thickening. HALT = hypo-attenuated leaflet thickening.
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DISCUSSION
Study I and II
Mortality
In previous studies, early mortality after ministernotomy AVR has been comparable to mortality after
full sternotomy AVR [2-4]. Conversion to full sternotomy is rare but associated with increased
mortality [3]. Our findings are in line with these previous reports with similar 30-day mortality
between patients undergoing ministernotomy sutureless AVR and full sternotomy AVR with
implantation of a sutureless or a stented sutured bioprosthetic valve. Two-year survival was
comparable between patients who underwent ministernotomy sutureless AVR and full sternotomy
AVR with implantation of a sutureless or a stented sutured valve. These results support that
ministernotomy AVR can be performed safely without increased early mortality risk.
Length of stay
Meta-analyses have demonstrated that minimally invasive AVR may be associated with small benefits
in terms of shorter intensive care unit and hospital stay compared with conventional AVR [2-4]. One
meta-analysis demonstrated that intensive care unit stay was approximately 0.6 days less and hospital
stay 1.3 days less in minimally invasive compared with full sternotomy AVR [4]. However, there is a
heterogeneity across studies for length of stay [4] and this outcome is likely to be influenced by
physician preferences since studies have not been blinded regarding type of incision. When the
Perceval sutureless valve was compared with conventional sutured bioprosthetic valves, intensive care
unit and hospital stay was shorter in the sutureless group (intensive care unit stay 2.0 vs. 2.8 days,
hospital stay 10.9 vs. 12 days) [34]. Our results did not support these previous findings since we did
not find that ministernotomy or sutureless AVR was associated with reduced intensive care unit or
hospital length of stay.
Paravalvular regurgitation and transvalvular gradients
Owing to the less invasiveness of minimally invasive sutureless AVR compared with full sternotomy
AVR, minimally invasive sutureless AVR has been proposed as an alternative to TAVI in patients
with high surgical risk. Transcatheter heart valves are implanted using oversizing of the prosthetic
valve in the aortic annulus and malsizing, suboptimal placement or stent frame underexpansion can
lead to paravalvular regurgitation [66]. Paravalvular regurgitation is more common after TAVI
compared with surgical AVR, and more than mild paravalvular regurgitation is associated with
increased morbidity and mortality after TAVI [66]. Our results demonstrate a low prevalence of
paravalvular regurgitation after ministernotomy and sutureless AVR. This composes a possible
advantage of this procedure compared with TAVI in high-risk patients. In contrast to TAVI,
minimally invasive AVR allows removal of the diseased native valve as well as complete
decalcification of the aortic annulus and this may be the reason for the low prevalence of paravalvular
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regurgitation. In the initial experience of Perceval sutureless valve implantation, complete
decalcification was not deemed necessary, however, this was associated with a higher prevalence of
paravalvular regurgitation and complete decalcification is therefore now recommended [22].
In Study I, after propensity matching, the only difference between patients undergoing
ministernotomy and full sternotomy sutureless AVR was postoperative transvalvular gradients. There
was a slight increase in transvalvular gradients in patients undergoing ministernotomy AVR.
However, ministernotomy AVR was not associated with a higher prevalence of paravalvular
regurgitation and it is therefore unlikely that the higher transvalvular gradients should indicate
suboptimal valve placement due to limited surgical exposure in the ministernotomy group.
Bioprosthetic valve size and body size were similar between the two groups and could therefore not
explain the small differences in postoperative transvalvular gradients.
Transfusions
Some studies have demonstrated reduced blood loss in patients undergoing ministernotomy compared
with full sternotomy AVR [3, 4]. Also sutureless valve implantation has been associated with a lower
transfusion rate of packed red blood cells [34]. This is in line with our results, since we found that
patients undergoing ministernotomy sutureless AVR received less transfusion of packed red blood
cells compared with patients undergoing full sternotomy with implantation of a stented bioprosthetic
valve. The reduction in perioperative blood loss may be related to the less invasiveness of
ministernotomy AVR, however, another possibility that must be considered is that minimally invasive
procedures are normally performed by more experienced surgeons.
Postoperative pacemaker implantation
Implantation of a sutureless valve through a ministernotomy was associated with a higher risk for
postoperative permanent pacemaker implantation compared with implantation of a conventional
sutured bioprosthetic valve through a full sternotomy. Since we did not have information regarding
indication for postoperative pacemaker implantation, it is unclear whether the increased risk in the
ministernotomy sutureless group should be attributed to the prosthesis itself or to possibly different
policies regarding indications for pacemaker implantation between participating centers. Other studies
have shown that new-onset complete atrioventricular block and other conduction disorders are
frequent after sutureless AVR [40, 67] but the incidence is lowered if the aortic annulus is completely
decalcified [40].
Cross-clamp and cardiopulmonary bypass duration
Studies have consistently demonstrated that minimally invasive AVR is associated with prolonged
aortic cross-clamp and cardiopulmonary bypass time compared with full sternotomy AVR [2, 3]. It
has been hypothesized that longer aortic cross-clamp and cardiopulmonary bypass time may reduce
the benefits of minimally invasive AVR, since prolonged aortic cross-clamp and cardiopulmonary
bypass time has been associated with increased morbidity and mortality [68, 69]. However, it is hard
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to demonstrate that prolonged procedure time per se is associated with increased risk since it may just
be a marker for increased procedure complexity and peroperative complications.
Sutureless aortic bioprosthetic valves were designed to facilitate implantation and thereby reduce
operative and ischemic time. Previous studies show that implantation of the Perceval sutureless valve
is associated with reduced aortic cross-clamp and cardiopulmonary bypass time compared with
implantation of conventional stented bioprosthetic valves [35]. It has been proposed that the shorter
procedure time achieved with sutureless valves may be the reason for a lower rate of transfusion of
packed red blood cells and shorter length of stay [34]. We found that ministernotomy and full
sternotomy implantation of the Perceval sutureless bioprosthetic valve was associated with
comparable aortic cross-clamp and cardiopulmonary bypass time. Ministernotomy sutureless AVR
was associated with shorter aortic cross-clamp and cardiopulmonary bypass time than full sternotomy
implantation of a sutured bioprosthetic valve. Hence, sutureless valve implantation reduces procedural
duration in minimally invasive AVR, excluding this drawback of minimally invasive AVR.
Clinical implications
Our results demonstrate that ministernotomy sutureless AVR can be performed safely without
increased risk for early mortality. Ministernotomy sutureless AVR may be associated with similar
postoperative outcomes as full sternotomy AVR with implantation of a stented sutured bioprosthetic
valve but the risk for postoperative permanent pacemaker implantation is increased after sutureless
AVR. Cross-clamp and cardiopulmonary bypass time is reduced by using sutureless bioprosthetic
valves and this may be of importance in minimally invasive AVR for which prolonged ischemic and
operative time has been acknowledged as a limitation.

Study III
Right ventricular long axis function after minimally invasive aortic valve replacement
Previous observational studies have shown impairment of RV long axis function after cardiac surgery
[44-50]. In contrast to our findings, a small study that investigated the effect of different cardiac
operations on RV long axis velocities demonstrated no significant impairment of RV long axis
function after ministernotomy AVR with partial opening of the pericardium [47]. However, the
impairment of RV long axis function we found after ministernotomy AVR may have been too small to
detect in a smaller patient cohort than the one studied in Study III.
Right ventricular long axis velocities begin to decline at pericardial opening during cardiac surgery
[46, 47], suggesting that reduction in RV long axis movement is a result of altered pericardial
constraint. Two possible explanations for this have been discussed; either the pericardium may be
important for allowing the RV long axis to function at full efficiency or the pattern of RV contraction
may be dependent on the pericardial constraint and without it the pattern may change [47]. Our results
indicate that RV long axis function is impaired also after ministernotomy AVR, although to a lesser
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degree than after full sternotomy AVR, thus suggesting that partial opening of the pericardium
anterior to the ascending aorta is associated with partial impairment of RV long axis function.
Impaired right ventricular function or geometric alteration
Right ventricular long axis function is not impaired after TAVI [45, 51, 53], and it has been
hypothesized that TAVI may be superior to surgical AVR in terms of RV function preservation [51,
53, 70, 71]. In a study where 20 patients underwent full sternotomy AVR and 20 patients underwent
transfemoral TAVI, TAPSE was reduced but fractional shortening of the RV midcavity transverse
diameter increased after full sternotomy AVR [51]. Right ventricular ejection fraction assessed by 3dimensional echocardiography was unchanged after AVR, suggesting that global RV function was not
compromised. This is in line with a previous study in which RV ejection fraction assessed by
magnetic resonance imaging did not change after full sternotomy AVR [72]. These findings suggest
that even though RV long axis function generally correlates with global RV function [73], this may
not be true for patients who have undergone cardiac surgery with opening of the pericardium.
The design of this study do not permit conclusions about whether the reduction in RV long axis
function after full sternotomy and ministernotomy AVR was due to globally reduced RV function or
RV geometric alteration. We found that FAC, an echocardiographic parameter commonly used to
assess global RV function, was equally impaired in both groups postoperatively. However, similar to
other measures of RV function, FAC has not been studied in patients who have undergone cardiac
surgery.
Clinical implications
Our results demonstrate the change in commonly used echocardiographically derived parameters of
RV long axis and global function following ministernotomy and full sternotomy AVR, information
that may be useful for physicians involved in the postoperative care of these patients. Although severe
postoperative impairment of RV function after cardiac surgery is associated with mortality [42], the
clinical significance of the impairment of RV long axis function seen in the majority of patients
undergoing cardiac surgery is uncertain. Our results do not permit speculations about whether the less
reduced RV long axis function in patients who underwent ministernotomy may translate into better
clinical outcomes or whether patients with preoperative RV dysfunction may benefit from
ministernotomy AVR.

Study IV
Prevalence of hypo-attenuated leaflet thickening and reduced leaflet motion
Hypo-attenuated leaflet thickening and RLM have been demonstrated in practically all studied aortic
bioprosthetic valve types, including a small number of surgically implanted bioprostheses, but the
reported prevalence of HALT and RLM has varied considerably. There are several differences
between the previous reported series that might explain the variability, for example prosthetic valve
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type, duration between valve implantation and CT, and different cardiac CT techniques. The
prevalence of HALT in the Perceval sutureless bioprosthetic valve was high (38%) compared with
previous TAVI studies (4–10%) [61-63, 74] and the prevalence of RLM (28%) was higher than
reported in two registries of transcatheter and surgical valve implantations (13%), but slightly lower
than the prevalence found in a clinical TAVI trial (40%) [62].
Differences between Study IV and previous reports regarding the prevalence of HALT and RLM may
be related to the different prosthesis designs and to the fact that cardiac CT was generally performed
late in our study (median 491 days after AVR) compared with previous reports. In some studies,
cardiac CT was performed within the first week after valve implantation [61] and in other studies
cardiac CT was performed later [62, 63, 74]. It is still unknown how the prevalence of HALT and
RLM varies after valve implantation, but a high prevalence has been found early as well as late after
the procedure. The highest risk for symptomatic bioprosthetic valve thrombosis is within 3 months
after implantation [75]. Another explanation to the high prevalence of HALT and RLM found in the
Perceval sutureless valve may be the high diagnostic quality of the cardiac CT scans with no nondiagnostic examinations.
Owing to the small number of patients studied, it is not possible to conclude whether there is a
difference in the prevalence of HALT and RLM between different percutaneously or surgically
implanted prosthesis types. Given the very scarce data on HALT and RLM in surgically implanted
valves and the lack of no direct comparisons, it is not possible to conclude whether these phenomena
are more prevalent in the Perceval sutureless valve than in other surgically implanted bioprosthetic
valves. Implantation of the Perceval sutureless valve has been associated with satisfactory
hemodynamic performance without any overall increase in transvalvular gradients over time, as well
as low incidence of postoperative adverse events such as stroke, structural valve degeneration and
clinically apparent valve thrombosis [10, 11]. However, maximum follow-up is currently limited to 5
years with very few patients followed for more than 2 years postoperatively, which prohibits definitive
conclusions regarding clinical outcomes and structural valve degeneration.
Anticoagulation therapy
Thrombosis has been considered to be the likely cause of HALT and RLM in transcatheter valves,
owing to CT characteristics and that the findings have resolved with anticoagulation treatment [62,
74]. The Perceval sutureless valve has several features in common with transcatheter valves, for
example the metal stent design that may cause blood trauma and thereby induce a hypercoagulable
state [61, 76]. It has also been speculated that the leaflet material of transcatheter and surgical
bioprostheses may to some degree be pro-coagulant [61]. Our results did not show an association
between anticoagulation therapy at the time of CT and HALT or RLM but the number of patients
included in Study IV may be too small to detect such an association. However, both HALT and RLM
were noted in patients receiving anticoagulation therapy, indicating that anticoagulation therapy do not
completely protect against these phenomena. This is consistent with previous reports [74].
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Guidelines for the possible treatment of HALT and RLM are currently lacking. The risk-benefit
profile of anticoagulation treatment for HALT and RLM remains uncertain since HALT and RLM
have not been associated with adverse clinical events and anticoagulation therapy carries a risk for
major bleeding complications [77].
Clinical implications
Hypo-attenuated leaflet thickening and RLM were frequent findings in the Perceval sutureless
bioprosthetic valve. As well as for transcatheter valves, the potential clinical consequences of HALT
and RLM in the Perceval sutureless valve are uncertain. The study was not designed to investigate a
potential association between these imaging findings and adverse events. Previous reports have not
demonstrated an association between HALT or RLM and adverse events such as symptoms of heart
failure, increased transvalvular gradients, or cerebrovascular embolic events [61-63].

Limitations
Study I and II
The findings in Study I and II may have been influenced by selection bias. In the overall cohorts of
both Study I and II, the groups were not balanced regarding several potentially confounding factors
such as age, comorbidities, procedure urgency, and preoperative risk score evaluation (EuroSCORE I
and II). Although we attempted to adjust for differences between the treatment groups with propensity
matching analyses, a number of risk factors with importance for the decision of surgical approach
might have been left unrecognized.
Owing to the retrospective data collection and multicenter design of Study I and II, treatment
strategies may have differed between participating centers and therefore data regarding outcome
measures such as hospital stay should be interpreted with caution.
In Study II, data on patients operated with a full sternotomy and implantation of a stent-mounted
sutured prosthetic valve were collected from a single-center (Karolinska University Hospital) series.
This differed from the ministernotomy sutureless cohort which consisted of patients operated on at
several different centers. Also, the two treatment groups were not operated during the same time
period. Since full sternotomy implantation of a sutured bioprosthetic valve is the conventionally used
implantation strategy for AVR, with very similar short- and long-term results between different
European centers, we believe that the results of a single institution can be generalized to serve as a
European standard that new surgical techniques can be compared to. However, this methodology
could have led to important, but not acknowledged, differences between the treatment groups.
Study III
The two treatment groups differed in regard of type of cardioplegia used and implanted prosthetic
valve types. The assessment of RV function cannot be regarded as comprehensive since we did not
include certain echocardiographic parameters of RV function such as three-dimensional ejection
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fraction or fractional shortening of the RV transverse diameter. The study was designed to
demonstrate how frequently used echocardiographic parameters of RV long axis and global function
change following ministernotomy and full sternotomy AVR. Hence, it was not designed to investigate
potential differences in clinical outcomes associated with these changes. Postoperative day 1
echocardiography was included in the initial study plan; however, these examinations were omitted
owing to insufficient transmission quality.
Study IV
The study may not have been adequately powered to detect differences related to anticoagulation
treatment. No echocardiographic assessment was performed at the time of cardiac CT and the time
interval between AVR and CT examination varied considerably since patients were not included in the
study at the time of surgery.
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CONCLUSIONS
1.

Aortic valve replacement with implantation of a sutureless bioprosthetic valve through a
ministernotomy was a safe procedure with early postoperative outcomes and 2-year
survival comparable to full sternotomy aortic valve replacement. Procedural time was not
prolonged in patients undergoing ministernotomy compared to patients undergoing full
sternotomy sutureless aortic valve replacement.

2.

Aortic valve replacement through a ministernotomy with implantation of a sutureless
bioprosthetic valve was associated with shorter procedural time and less transfusion of
packed red blood cells but a higher risk for permanent pacemaker implantation compared
with a full sternotomy with implantation of a stented sutured valve.

3.

Right ventricular long axis function was reduced after both ministernotomy and full
sternotomy aortic valve replacement, but the reduction was more pronounced in the full
sternotomy group. Global right ventricular function was equally impaired after
ministernotomy and full sternotomy aortic valve replacement.

4.

Hypo-attenuated leaflet thickening and reduced leaflet motion were frequent findings in
the Perceval sutureless bioprosthetic valve. Both hypo-attenuated leaflet thickening and
reduced leaflet motion was found in patients with ongoing anticoagulation treatment.

47

ACKNOWLEDGEMENTS
I wish to express my gratitude to
Peter Svenarud, supervisor and surgical tutor
Ulrik Sartipy, co-supervisor
Anders Franco-Cereceda, co-supervisor
Torbjörn Ivert, mentor
Jan Liska, Head of the Section of Cardiothoracic Surgery
Ulf Lockowandt, Head of the Department of Cardiothoracic Surgery and Anesthesiology
Co-authors and colleagues

This work was supported by
The Mats Kleberg Foundation
Mr. Fredrik Lundberg
The Scandinavian Association for Thoracic Surgery

49

REFERENCES
1.
2.
3.

4.
5.

6.

7.

8.
9.
10.
11.

12.

13.

14.

15.
16.

17.

18.
19.

20.
21.
22.

Rao PN, Kumar AS. Aortic valve replacement through right thoracotomy. Tex Heart Inst J
1993;20:307-8.
Murtuza B, Pepper JR, Stanbridge RD, Jones C, Rao C, Darzi A, Athanasiou T. Minimal access aortic
valve replacement: is it worth it? Ann Thorac Surg 2008;85:1121-31.
Brown ML, McKellar SH, Sundt TM, Schaff HV. Ministernotomy versus conventional sternotomy for
aortic valve replacement: a systematic review and meta-analysis. J Thorac Cardiovasc Surg
2009;137:670-679.
Phan K, Xie A, Di Eusanio M, Yan TD. A Meta-Analysis of Minimally Invasive Versus Conventional
Sternotomy for Aortic Valve Replacement. Ann Thorac Surg 2014;98:1499-1511.
Furukawa N, Kuss O, Aboud A, Schonbrodt M, Renner A, Hakim Meibodi K, Becker T, Zittermann A,
Gummert JF, Borgermann J. Ministernotomy versus conventional sternotomy for aortic valve
replacement: matched propensity score analysis of 808 patients. Eur J Cardiothorac Surg 2014;46:2216.
Gilmanov D, Bevilacqua S, Murzi M, Cerillo AG, Gasbarri T, Kallushi E, Miceli A, Glauber M.
Minimally invasive and conventional aortic valve replacement: a propensity score analysis. Ann Thorac
Surg 2013;96:837-43.
Al-Sarraf N, Thalib L, Hughes A, Houlihan M, Tolan M, Young V, McGovern E. Cross-clamp time is
an independent predictor of mortality and morbidity in low- and high-risk cardiac patients. Int J Surg
2011;9:104-9.
Ranucci M, Frigiola A, Menicanti L, Castelvecchio S, de Vincentiis C, Pistuddi V. Aortic cross-clamp
time, new prostheses, and outcome in aortic valve replacement. J Heart Valve Dis 2012;21:732-9.
Cooley DA. Minimally invasive valve surgery versus the conventional approach. Ann Thorac Surg
1998;66:1101-5.
Meuris B, Flameng WJ, Laborde F, Folliguet TA, Haverich A, Shrestha M. Five-year results of the
pilot trial of a sutureless valve. J Thorac Cardiovasc Surg 2015;150:84-8.
Shrestha M, Fischlein T, Meuris B, Flameng W, Carrel T, Madonna F, Misfeld M, Folliguet T,
Haverich A, Laborde F. European multicentre experience with the sutureless Perceval valve: clinical
and haemodynamic outcomes up to 5 years in over 700 patients. Eur J Cardiothorac Surg 2016;49:23441.
Fuzellier JF, Campisi S, Gerbay A, Haber B, Ruggieri VG, Vola M. Two Hundred Consecutive
Implantations of the Sutureless 3f Enable Aortic Valve: What We Have Learned. Ann Thorac Surg
2016;101:1716-23.
Wahlers TC, Haverich A, Borger MA, Shrestha M, Kocher AA, Walther T, Roth M, Misfeld M, Mohr
FW, Kempfert J, et al. Early outcomes after isolated aortic valve replacement with rapid deployment
aortic valve. J Thorac Cardiovasc Surg 2016;151:1639-47.
Iung B, Baron G, Butchart EG, Delahaye F, Gohlke-Barwolf C, Levang OW, Tornos P,
Vanoverschelde JL, Vermeer F, Boersma E, et al. A prospective survey of patients with valvular heart
disease in Europe: The Euro Heart Survey on Valvular Heart Disease. Eur Heart J 2003;24:1231-43.
Nkomo VT, Gardin JM, Skelton TN, Gottdiener JS, Scott CG, Enriquez-Sarano M. Burden of valvular
heart diseases: a population-based study. Lancet 2006;368:1005-11.
Joint Task Force on the Management of Valvular Heart Disease of the European Society of C,
European Association for Cardio-Thoracic S, Vahanian A, Alfieri O, Andreotti F, Antunes MJ, BaronEsquivias G, Baumgartner H, Borger MA, Carrel TP, et al. Guidelines on the management of valvular
heart disease (version 2012). Eur Heart J 2012;33:2451-96.
Rossebo AB, Pedersen TR, Boman K, Brudi P, Chambers JB, Egstrup K, Gerdts E, Gohlke-Barwolf C,
Holme I, Kesaniemi YA, et al. Intensive lipid lowering with simvastatin and ezetimibe in aortic
stenosis. N Engl J Med 2008;359:1343-56.
Kouchoukos N, Blackstone E, Hanley F, Kirklin J. Aortic Valve Disease. Kirklin/Barratt-Boyes
Cardiac Surgery, 4th Edition: Elsevier, 2013:541-643.
Cribier A, Eltchaninoff H, Bash A, Borenstein N, Tron C, Bauer F, Derumeaux G, Anselme F, Laborde
F, Leon MB. Percutaneous transcatheter implantation of an aortic valve prosthesis for calcific aortic
stenosis: first human case description. Circulation 2002;106:3006-8.
Bonow RO, Leon MB, Doshi D, Moat N. Management strategies and future challenges for aortic valve
disease. Lancet 2016;387:1312-23.
Schmitto JD, Mokashi SA, Cohn LH. Minimally-invasive valve surgery. J Am Coll Cardiol
2010;56:455-62.
Glauber M, Ferrarini M, Miceli A. Minimally invasive aortic valve surgery: state of the art and future
directions. Ann Cardiothorac Surg 2015;4:26-32.

51

23.

Malaisrie SC, Barnhart GR, Farivar RS, Mehall J, Hummel B, Rodriguez E, Anderson M, Lewis C,
Hargrove C, Ailawadi G, et al. Current era minimally invasive aortic valve replacement: techniques and
practice. J Thorac Cardiovasc Surg 2014;147:6-14.
Aris A, Camara ML, Montiel J, Delgado LJ, Galan J, Litvan H. Ministernotomy versus median
sternotomy for aortic valve replacement: a prospective, randomized study. Ann Thorac Surg
1999;67:1583-7.
Bonacchi M, Prifti E, Giunti G, Frati G, Sani G. Does ministernotomy improve postoperative outcome
in aortic valve operation? A prospective randomized study. Ann Thorac Surg 2002;73:460-5.
Dogan S, Dzemali O, Wimmer-Greinecker G, Derra P, Doss M, Khan MF, Aybek T, Kleine P, Moritz
A. Minimally invasive versus conventional aortic valve replacement: a prospective randomized trial. J
Heart Valve Dis 2003;12:76-80.
Moustafa MA, Abdelsamad AA, Zakaria G, Omarah MM. Minimal vs median sternotomy for aortic
valve replacement. Asian Cardiovasc Thorac Ann 2007;15:472-5.
Khoshbin E, Prayaga S, Kinsella J, Sutherland FW. Mini-sternotomy for aortic valve replacement
reduces the length of stay in the cardiac intensive care unit: meta-analysis of randomised controlled
trials. BMJ Open 2011;1:e000266.
Smith CR, Leon MB, Mack MJ, Miller DC, Moses JW, Svensson LG, Tuzcu EM, Webb JG, Fontana
GP, Makkar RR, et al. Transcatheter versus surgical aortic-valve replacement in high-risk patients. N
Engl J Med 2011;364:2187-98.
Leon MB, Smith CR, Mack M, Miller DC, Moses JW, Svensson LG, Tuzcu EM, Webb JG, Fontana
GP, Makkar RR, et al. Transcatheter aortic-valve implantation for aortic stenosis in patients who cannot
undergo surgery. N Engl J Med 2010;363:1597-607.
Thomas M, Schymik G, Walther T, Himbert D, Lefevre T, Treede H, Eggebrecht H, Rubino P, Michev
I, Lange R, et al. Thirty-day results of the SAPIEN aortic Bioprosthesis European Outcome (SOURCE)
Registry: A European registry of transcatheter aortic valve implantation using the Edwards SAPIEN
valve. Circulation 2010;122:62-9.
Duncan A, Ludman P, Banya W, Cunningham D, Marlee D, Davies S, Mullen M, Kovac J, Spyt T,
Moat N. Long-term outcomes after transcatheter aortic valve replacement in high-risk patients with
severe aortic stenosis: the U.K. Transcatheter Aortic Valve Implantation Registry. JACC Cardiovasc
Interv 2015;8:645-53.
Nishimura RA, Otto CM, Bonow RO, Carabello BA, Erwin JP, 3rd, Guyton RA, O'Gara PT, Ruiz CE,
Skubas NJ, Sorajja P, et al. 2014 AHA/ACC guideline for the management of patients with valvular
heart disease: a report of the American College of Cardiology/American Heart Association Task Force
on Practice Guidelines. J Am Coll Cardiol 2014;63:e57-185.
Pollari F, Santarpino G, Dell'Aquila AM, Gazdag L, Alnahas H, Vogt F, Pfeiffer S, Fischlein T. Better
short-term outcome by using sutureless valves: a propensity-matched score analysis. Ann Thorac Surg
2014;98:611-6.
Santarpino G, Pfeiffer S, Concistre G, Grossmann I, Hinzmann M, Fischlein T. The Perceval S aortic
valve has the potential of shortening surgical time: does it also result in improved outcome? Ann
Thorac Surg 2013;96:77-81.
Phan K, Tsai YC, Niranjan N, Bouchard D, Carrel TP, Dapunt OE, Eichstaedt HC, Fischlein T, Gersak
B, Glauber M, et al. Sutureless aortic valve replacement: a systematic review and meta-analysis. Ann
Cardiothorac Surg 2015;4:100-11.
Gersak B, Fischlein T, Folliguet TA, Meuris B, Teoh KH, Moten SC, Solinas M, Miceli A, Oberwalder
PJ, Rambaldini M, et al. Sutureless, rapid deployment valves and stented bioprosthesis in aortic valve
replacement: recommendations of an International Expert Consensus Panel. Eur J Cardiothorac Surg
2016;49:709-18.
Miceli A, Santarpino G, Pfeiffer S, Murzi M, Gilmanov D, Concistre G, Quaini E, Solinas M, Fischlein
T, Glauber M. Minimally invasive aortic valve replacement with Perceval S sutureless valve: early
outcomes and one-year survival from two European centers. J Thorac Cardiovasc Surg 2014;148:283843.
Di Eusanio M, Phan K. Sutureless aortic valve replacement. Ann Cardiothorac Surg 2015;4:123-30.
Toledano B, Bisbal F, Camara ML, Labata C, Berastegui E, Galvez-Monton C, Villuendas R, Sarrias
A, Oliveres T, Pereferrer D, et al. Incidence and predictors of new-onset atrioventricular block
requiring pacemaker implantation after sutureless aortic valve replacement. Interact Cardiovasc Thorac
Surg 2016.
Gleason TG. The sutureless valve redux: Innovation or hype? J Thorac Cardiovasc Surg 2016;151:7434.
Haddad F, Denault AY, Couture P, Cartier R, Pellerin M, Levesque S, Lambert J, Tardif JC. Right
ventricular myocardial performance index predicts perioperative mortality or circulatory failure in highrisk valvular surgery. J Am Soc Echocardiogr 2007;20:1065-72.
Rudski LG, Lai WW, Afilalo J, Hua L, Handschumacher MD, Chandrasekaran K, Solomon SD, Louie
EK, Schiller NB. Guidelines for the echocardiographic assessment of the right heart in adults: a report

24.

25.
26.

27.
28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.
40.

41.
42.

43.

52

44.
45.

46.

47.

48.

49.

50.

51.

52.

53.

54.
55.
56.
57.
58.
59.

60.

61.

62.

63.

64.
65.

from the American Society of Echocardiography endorsed by the European Association of
Echocardiography, a registered branch of the European Society of Cardiology, and the Canadian
Society of Echocardiography. J Am Soc Echocardiogr 2010;23:685-713; quiz 786-8.
Wranne B, Pinto FJ, Hammarstrom E, St Goar FG, Puryear J, Popp RL. Abnormal right heart filling
after cardiac surgery: time course and mechanisms. Br Heart J 1991;66:435-42.
Forsberg LM, Tamas E, Vanky F, Nielsen NE, Engvall J, Nylander E. Left and right ventricular
function in aortic stenosis patients 8 weeks post-transcatheter aortic valve implantation or surgical
aortic valve replacement. Eur J Echocardiogr 2011;12:603-11.
Unsworth B, Casula RP, Kyriacou AA, Yadav H, Chukwuemeka A, Cherian A, Stanbridge Rde L,
Athanasiou T, Mayet J, Francis DP. The right ventricular annular velocity reduction caused by coronary
artery bypass graft surgery occurs at the moment of pericardial incision. Am Heart J 2010;159:314-22.
Unsworth B, Casula RP, Yadav H, Baruah R, Hughes AD, Mayet J, Francis DP. Contrasting effect of
different cardiothoracic operations on echocardiographic right ventricular long axis velocities, and
implications for interpretation of post-operative values. Int J Cardiol 2013;165:151-60.
Hedman A, Alam M, Zuber E, Nordlander R, Samad BA. Decreased right ventricular function after
coronary artery bypass grafting and its relation to exercise capacity: a tricuspid annular motion-based
study. J Am Soc Echocardiogr 2004;17:126-31.
Brookes CI, White PA, Bishop AJ, Oldershaw PJ, Redington AN, Moat NE. Validation of a new
intraoperative technique to evaluate load-independent indices of right ventricular performance in
patients undergoing cardiac operations. J Thorac Cardiovasc Surg 1998;116:468-76.
Michaux I, Filipovic M, Skarvan K, Schneiter S, Schumann R, Zerkowski HR, Bernet F, Seeberger
MD. Effects of on-pump versus off-pump coronary artery bypass graft surgery on right ventricular
function. J Thorac Cardiovasc Surg 2006;131:1281-8.
Keyl C, Schneider J, Beyersdorf F, Ruile P, Siepe M, Pioch K, Schneider R, Jander N. Right ventricular
function after aortic valve replacement: a pilot study comparing surgical and transcatheter procedures
using 3D echocardiography. Eur J Cardiothorac Surg 2016;49:966-71.
Kjaergaard J, Petersen CL, Kjaer A, Schaadt BK, Oh JK, Hassager C. Evaluation of right ventricular
volume and function by 2D and 3D echocardiography compared to MRI. Eur J Echocardiogr
2006;7:430-8.
Kempny A, Diller GP, Kaleschke G, Orwat S, Funke A, Schmidt R, Kerckhoff G, Ghezelbash F,
Rukosujew A, Reinecke H, et al. Impact of transcatheter aortic valve implantation or surgical aortic
valve replacement on right ventricular function. Heart 2012;98:1299-304.
Bach DS. Transesophageal echocardiographic (TEE) evaluation of prosthetic valves. Cardiol Clin
2000;18:751-71.
Mahjoub H, Pibarot P, Dumesnil JG. Echocardiographic evaluation of prosthetic heart valves. Curr
Cardiol Rep 2015;17:48.
Roudaut R, Serri K, Lafitte S. Thrombosis of prosthetic heart valves: diagnosis and therapeutic
considerations. Heart 2007;93:137-42.
Pibarot P, Dumesnil JG. Prosthetic heart valves: selection of the optimal prosthesis and long-term
management. Circulation 2009;119:1034-48.
Schoen FJ, Levy RJ. Calcification of tissue heart valve substitutes: progress toward understanding and
prevention. Ann Thorac Surg 2005;79:1072-80.
Ruel M, Kulik A, Rubens FD, Bedard P, Masters RG, Pipe AL, Mesana TG. Late incidence and
determinants of reoperation in patients with prosthetic heart valves. Eur J Cardiothorac Surg
2004;25:364-70.
Dvir D, Webb JG, Bleiziffer S, Pasic M, Waksman R, Kodali S, Barbanti M, Latib A, Schaefer U,
Rodes-Cabau J, et al. Transcatheter aortic valve implantation in failed bioprosthetic surgical valves.
JAMA 2014;312:162-70.
Pache G, Schoechlin S, Blanke P, Dorfs S, Jander N, Arepalli CD, Gick M, Buettner HJ, Leipsic J,
Langer M, et al. Early hypo-attenuated leaflet thickening in balloon-expandable transcatheter aortic
heart valves. Eur Heart J 2015.
Makkar RR, Fontana G, Jilaihawi H, Chakravarty T, Kofoed KF, de Backer O, Asch FM, Ruiz CE,
Olsen NT, Trento A, et al. Possible Subclinical Leaflet Thrombosis in Bioprosthetic Aortic Valves. N
Engl J Med 2015;373:2015-24.
Leetmaa T, Hansson NC, Leipsic J, Jensen K, Poulsen SH, Andersen HR, Jensen JM, Webb J, Blanke
P, Tang M, et al. Early aortic transcatheter heart valve thrombosis: diagnostic value of contrastenhanced multidetector computed tomography. Circ Cardiovasc Interv 2015.
Anselmino M, Andria A. Embolization from biological prosthetic aortic root. Eur J Echocardiogr
2006;7:228-9.
Pozsonyi Z, Lengyel M. Successful thrombolysis of late, non-obstructive mitral bioprosthetic valve
thrombosis: case report and review of the literature. J Heart Valve Dis 2011;20:526-30.

53

66.

Sinning JM, Vasa-Nicotera M, Chin D, Hammerstingl C, Ghanem A, Bence J, Kovac J, Grube E,
Nickenig G, Werner N. Evaluation and management of paravalvular aortic regurgitation after
transcatheter aortic valve replacement. J Am Coll Cardiol 2013;62:11-20.
Bouhout I, Mazine A, Rivard L, Ghoneim A, El-Hamamsy I, Lamarche Y, Carrier M, Demers P,
Bouchard D. Conduction Disorders After Sutureless Aortic Valve Replacement. Ann Thorac Surg
2016.
Doenst T, Borger MA, Weisel RD, Yau TM, Maganti M, Rao V. Relation between aortic cross-clamp
time and mortality--not as straightforward as expected. Eur J Cardiothorac Surg 2008;33:660-5.
Chalmers J, Pullan M, Mediratta N, Poullis M. A need for speed? Bypass time and outcomes after
isolated aortic valve replacement surgery. Interact Cardiovasc Thorac Surg 2014;19:21-6.
Wenaweser P, O'Sullivan CJ. Aortic stenosis and the right heart at risk: is transcatheter aortic valve
implantation the better option? Heart 2012;98:1265-6.
Mesa D, Castillo F, Ruiz Ortiz M, Puentes M, Suarez de Lezo J. Impact of transcatheter aortic valve
implantation or surgical aortic valve replacement on right ventricular function. Heart 2013;99:286.
Sandstede JJ, Beer M, Hofmann S, Lipke C, Harre K, Pabst T, Kenn W, Neubauer S, Hahn D. Changes
in left and right ventricular cardiac function after valve replacement for aortic stenosis determined by
cine MR imaging. J Magn Reson Imaging 2000;12:240-6.
Meluzin J, Spinarova L, Bakala J, Toman J, Krejci J, Hude P, Kara T, Soucek M. Pulsed Doppler tissue
imaging of the velocity of tricuspid annular systolic motion; a new, rapid, and non-invasive method of
evaluating right ventricular systolic function. Eur Heart J 2001;22:340-8.
Hansson NC, Grove EL, Andersen HR, Leipsic J, Mathiassen ON, Jensen JM, Jensen KT, Blanke P,
Leetmaa T, Tang M, et al. Transcatheter Aortic Heart Valve Thrombosis: Incidence, Predisposing
Factors, and Clinical Implications. J Am Coll Cardiol 2016.
Jander N, Sommer H, Pingpoh C, Kienzle RP, Martin G, Zeh W, Pache G, Siepe M, Beyersdorf F,
Schumacher M, et al. The porcine valve type predicts obstructive thrombosis beyond the first three
postoperative months in bioprostheses in the aortic position. Int J Cardiol 2015;199:90-5.
Huck V, Schneider MF, Gorzelanny C, Schneider SW. The various states of von Willebrand factor and
their function in physiology and pathophysiology. Thromb Haemost 2014;111:598-609.
Reynolds MW, Fahrbach K, Hauch O, Wygant G, Estok R, Cella C, Nalysnyk L. Warfarin
anticoagulation and outcomes in patients with atrial fibrillation: a systematic review and metaanalysis.
Chest 2004;126:1938-45.

67.

68.
69.
70.
71.
72.

73.

74.

75.

76.
77.

54

