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Minimal Invasive Extracorporeal Circulation
versus conventional cardiopulmonary bypass
in patients undergoing cardiac surgery (MiECS)

A Randomized Controlled Trial




Conventional CPB

(MiECS)

is not as safe and effective as MIiECC

is absolutely safe and effective in cardiac surgery



Evidence-based guidelines

2019 EACTS/EACTA/EBCP guidelines on cardiopulmonary bypass in adult cardiac surgery




Question (WIEC@

“Is MIECC a better perfusion technique compared to conventional
CPB in cardiac surgery in terms of reducing the incidence of
serious perfusion-related clinical complications ? “




Aims and objectives (O?IECS

» Test the hypothesis that MiECC is effective compared to cCPB

AlIM:

for most cardiac surgery operations using ECC

Objectives:

|. Estimate difference (cCPB-MIECC) in the % of participants

having the primary, composite outcome at 30 days post-op.

Il. Estimate differences (cCPB-MIECC) in secondary outcomes




Research question: “Outcomes” ( - )
(MIECS

» Composite of 12 post-op serious adverse events, at 30 days after surgery:

* Death * Mechanical ventilation > 48 hrs, including
multiple episodes

* Type 5 MI (4t Universal definition) Re-intubation

 Stroke (CT or MRI), with new * Re-operation
focal/generalised deficit)

* Acute kidney injury (AKIN criteria) Septicemia confirmed by microbiology

@ SECONDARY:
» Blood products transfused; postoperative AF; cardiac ICU & hospital stay; other serious adverse
events; HRQoL (EQ-5D)
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Eligibility criteria (WiECS

* A participant may enter the trial if ALL of the following apply:
— Age 218 and <85 years

Undergoing any elective or urgent CABG, AVR surgery, or CABG+AVR surgery, using
extracorporeal circulation without circulatory arrest.

* A patient may not enter trial if ANY of the following apply

Requirement for emergency or salvage operation
Requirement for major aortic surgery (e.g. aortic root replacement)
Contraindication or objection (e.g. Jehovah’s Witnesses) to transfusion of blood products.

Congenital or acquired platelet, red cell or clotting disorders (patients with iron deficient
anaemia will not be excluded)

Inability to give informed consent for the trial (e.g. learning or language difficulties).



Trial schema

All patients having CABG, AVR or CABG+AVR surgery using
extracorporeal circulation without circulatory arrest

1

Eligible patients providing written informed consent

!

| Randomize prior to surgery |
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((DiECS

cCPB MIECC
Conventional Type Il or IV
cardiopulmonary bypass MIECC system
(n=650) (n=650)

A 4 \4

30 day/90 day follow-up 30 day/90 day follow-up

Target sample size:
» 1,300

Target difference:
» Risk ratio
=~ 0.70
» Outcome % CECC
=~ 20%
» Risk difference
= 6%




Study centres

Thessaloniki
(Greece)

Braunschweig

Papworth (UK) EermEny]

Toronto Hammersmith
(Canada) (UK)

Regensburg
(Germany)

Kiel (Germany)

Bern
(Switzerland)

Ulm
(Germany)

Gottingen
(Germany)

Ancona (ltaly)

Hull (UK)

Bari (Italy)

Coswig
(Germany)

Berlin
(Germany)
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Minimally invasive extracorporeal circulation versus conventional

cardiopulmonary bypass in patients undergoing cardiac surgery (MIiECS): a

randomised controlled trial

Details of Coordinating Centre ( ﬂ

Clinical Research Unit (CRU)

Special Unit for Biomedical Research and Education (SUBRE)
Aristotle University of Thessaloniki (AUTh), School of Medicine

Lead: Georgios Papazisis, Assoc. Professor of Clinical Pharmacology
papazisg@auth.gr

Tel: +30 2310 999323
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Chief Investigators & Research Team Contact Details

Chief Investigator Study Co-ordinator

Professor Kyriakos Anastasiadis Polychronis Antonitsis

Head of SUBRE Assoc. Professor of Cardiac Surgery
Head of School of Medicine AUTh Aristotle University of Thessaloniki
Head of Cardiothoracic Department School of Medicine

AHEPA University Hospital AHEPA University Hospital,
Thessaloniki, Greece Thessaloniki, Greece

Tel: +30 2310 994845 Tel: +30 2310 994871

Mob: +30 6976 704774 Mob: +30 6947 077060

e-mail: anastasi@auth.agr e-mail: antonits@auth.qr
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S.UB.R.E. SPECIAL UNIT FOR BIOMEDICAL
a RESEARCH AND EDUCATION

m About ~ Research ~ Education Clinical studies ~ Contact = EAANVIKA

OUR MISSION:
High quality healthcare services to patients

Special Unit for Biomedical Research and Education

An initiative of School of Medicine of Aristotle University of Thessaloniki in promoting biomedical
research and education based on interdisciplinary approaches that include medicine, biology,

genetics, molecular biology, pharmacology and bioinformatics

(Get to know usj [Conlact usj

What we do
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Minimally invasive extracorporeal circulation versus conventional

randomised controlled trial

Details of Coordinating Centre

cardiopulmonary bypass in patients undergoing cardiac surgery (MIiECS): a
Clinical Research Unit (CRU)
Special Unit for Biomedical Research and Education (SUBRE)

((iECS)
Aristotle University of Thessaloniki (AUTh), School of Medicine

Lead: Georgios Papazisis, Assoc. Professor of Clinical Pharmacology
papazisg@auth.gr
Tel: +30 2310 999323

Chief Investigators & Research Team Contact Details

Chief Investigator Study Co-ordinator

Professor Kyriakos Anastasiadis Polychronis Antonitsis

Head of SUBRE Assoc. Professor of Cardiac Surgery
Head of School of Medicine AUTh Aristotle University of Thessaloniki
Head of Cardiothoracic Department School of Medicine

AHEPA University Hospital AHEPA University Hospital,
Thessaloniki, Greece Thessaloniki, Greece

Tel: +30 2310 994845 Tel: +30 2310 994871

Mob: +30 6976 704774 Mob: +30 6947 077060

e-mail: anastasi@auth.qgr e-mail: antonits@auth.ar




Principal Investigator

Professor Andreas Liebold, lead for EU
countries

Director, Dept of Cardiothoracic

and Vascular Surgery,
Albert-Einstein-Allee 23,

Ulm 89081, Germany

Tel: +4073150054301

e-mail: andreas.liebold@uniklinik-ulm.de

Principal Investigator

Professor Serdar Gunaydin
Department of Cardiovascular Surgery,
Ankara City Hospital Campus,
University of Health Sciences,

Ankara, Turkey

Tel: +90 536 389 6521

e-mail: serdarkvc@agmail.com

Principal Investigator

Professor Prakash Punjabi, lead for non-EU
countries

Consultant Cardiothoracic Surgeon,
Department of Cardiothoracic Surgery
Hammersmith Hospital,

Imperial College Healthcare NHS Trust,

Du Cane road, London W12 OHS
United Kingdom

Tel: +44 2083832026
e-mail: p.punjabi@imperial.ac.uk

Principal Investigator

Dr Aschraf EI-Essawi
Consultant Cardiac Surgeon
Department of Thoracic

and Cardiovascular Surgery,

University Medical Centre Goettingen,
Germany

Tel: +49 531 39-8431
e-mail: aelessawi@aol.com

Principal Investigator

Cyril Serrick

Manager - Perfusion Services
University Health Network

585 University Avenue

Peter Munk Building, 2 PMB 136
Toronto, ON, M5G 2C4

Tel: 416-340-4800 ext 4146
e-mail: cyril.serrick@uhn.ca
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European EACTS Adult Cardiac Surgical Database

European Registry for Patients with Mechanical Circulatory Support (EUROMACS) W
New Zealand National Cardiac Surgery Registry (for the NZ Ministry of Health) \
The UK Heart Valve Registry —
The UK Cardiac Surgery Registry

Hong Kong national cardiac surgery registry

And over 300 local clinical databases in hospitals in Europe and 40+ countries (e.g.
Denmark, Belgium, Switzerland, Ireland, UK etc)
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Trial Steering Committee and Data Monitoring and Safety Committee

Trial Steering Committee (TSC)

Chair: John Murkin, Professor of Anesthesiology (Senate), Department of Anesthesiology
and Perioperative Medicine, Schulich School of Medicine & Dentistry, London, Ontario,
Canada.

Thierry Carrel, Professor of Cardiac Surgery, Department of Cardiac Surgery, University
Hospital of Zurich, Switzerland

Vasilios Vasilikos, Professor of Cardiology, School of Medicine AUTh, Greece.

Mark Bennett, Consultant Anesthesiologist, Swansea Bay University Health Board, UK.
Georgios Karapanagiotidis, Ass. Professor of Cardiothoracic Surgery, School of Medicine
AUTh, Greece.

In addition, key members of the research team and the Coordinating Centre will be invited to
attend as non-voting members:

Trial representatives

Kyriakos Anastasiadis, Professor of Cardiac Surgery, School of Medicine AUTh, Greece.

Andreas Liebold, Professor of Cardiac Surgery, Department of Cardiac Surgery, University
of Ulm. Germany.

Prakash Punjabi, Professor, Consultant Cardiac Surgeon, Department of Cardiothoracic
Surgery, Hammersmith Hospital, Imperial College Healthcare NHS Trust, United Kingdom.
Polychronis Antonitsis, Assoc. Professor of Cardiothoracic Surgery, School of Medicine
AUTh, Greece

Coordinating Centre representative

Georgios Papazisis, Assoc. Professor of Clinical Pharmacology, School of Medicine AUTh,
Greece.



Data Monitoring and Safety Committee m i E c S
(DMSC)

* Chair: Panagiotis Bamidis, Professor of Medical Physics, Informatics
and Medical Education, School of Medicine AUTh, Greece.

e Asterios Karagiannis, Professor Emeritus, Aristotle University of
Thessaloniki, Executive Director, Special Unit for Biomedical
Research and Education.

* Theodoros Karamitsos, Assoc. Professor of Cardiology, School of
Medicine AUTh, Greece.

 Anna-Bettina Haidich, Statistician, Assoc. Professor, School of
Medicine AUTh, Greece.

Key members of the trial team will attend open sessions of DMSC
meetings to provide report on progress and provide any additional
information requested.




