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General Introduction

In 2002, Professor Alain Cribier performed the first human transcatheter aortic valve implan-
tation (TAVI) in a 57 year-old patient with severe aortic stenosis and refractory cardiogenic 
shock, who had been refused conventional surgical aortic valve replacement (SAVR).1 The 
ensuing decade has witnessed immense progress in the field of structural heart intervention, 
and in particular in the development of TAVI. This novel technology is now firmly established 
in international societal guidelines,2, 3 and is considered to be the standard of care for patients 
with severe symptomatic aortic stenosis at high or excessive operative risk for conventional 
surgery (Figure 1).4, 5

 

Figure 1.  
Transcatheter aortic valve implantation reduces all-cause mortality compared to 
medical therapy. Adapted from Kapadia S et al. 5-year outcomes of transcatheter 
aortic valve replacement compared with standard treatment for patients with 

Figure 1. Transcatheter aortic valve implantation reduces all-cause mortality compared to medical therapy. 
Adapted from Kapadia S et al. 5-year outcomes of transcatheter aortic valve replacement compared with stan-
dard treatment for patients with inoperable aortic stenosis (PARTNER 1): a randomised controlled trial. Lancet. 
2015. 20;385:2485-9

While the field of transcatheter heart valve therapies has developed rapidly, there remain 
important unresolved issues that may affect the widespread dispersion of this technology. 
The application of TAVI to younger and lower risk patients, more complex anatomy, bicuspid 
aortic valve stenosis, and in failing surgical bioprosthetic heart valves, mandates good quality 
clinical research studies to better inform medical-decision making among interested physi-
cians and surgeons. More recently, transcatheter mitral valve implantation (TMVI) has been 
introduced as a potential alternative to surgical intervention among inoperable patients with 
severe symptomatic mitral regurgitation.6 This technology is in its infancy with less than 100 
patients treated worldwide, though there are important lessons from the TAVI experience, 

General Introduction, Aims, and Outline 3



that can be applied to this novel therapy. Pre-procedural imaging for TMVI with multislice 
computed tomography is one such lesson that will be extrapolated in this thesis.

“We look for medicine to be an orderly field of knowledge and procedure. But it is not. It is an 
imperfect science, an enterprise of constantly changing knowledge, uncertain information, fallible 
individuals, and at the same time lives on the line. There is science in what we do, yes, but also 
habit, intuition, and sometimes plain old guessing. The gap between what we know and what we 
aim for persists. And this gap complicates everything we do.”

Atul Gawande, Complications: A Surgeon’s Notes on an Imperfect Science

Aims

The aims of this thesis are to study the development of transcatheter aortic valve implantation 
(TAVI), including pre-procedural imaging, novel adaptations and failure of the technology, 
and to draw on these experiences to explore some basic principles of transcatheter mitral valve 
implantation (TMVI).

Specific goals include:

1.	 To review the anatomy of the aortic valve complex, principles of patient selection, and key 
procedural steps in TAVI.

2.	 To investigate the importance of non-invasive imaging in TAVI, with specific focus on 
pre-procedural multislice computed tomography.

3.	 To appraise the prevalence of aortic stenosis and adoption of TAVI in Europe.
4.	 To assess clinical outcomes associated with novel adaptations of TAVI technology.
5.	 To apply knowledge gained from the aortic valve arena, and apply it to describe a stan-

dardized methodology for the assessment of the mitral valve complex using multislice 
computed tomography for the purposes of transcatheter mitral valve implantation.

Outline

The foreword aims to familiarize the reader with the anatomy of the aortic valvar complex 
and its associated structures (Chapter 2), to introduce the concept of patient selection for 
TAVI (Chapter 3), and to discuss the key technical steps (Chapter 4) in the performance 
of transfemoral TAVI. The importance of appropriate pre-procedural multi-modal imaging 
(Chapters 5) is examined.

4 Erasmus Medical Center Rotterdam



Part II. TAVI Candidates and Technology Adoption
Part two of this thesis describes the prevalence of severe aortic stenosis, and attempts to 
establish the number of potential TAVI candidates in Europe and North America (Chapter 
6). Subsequently, the actual adoption of TAVI technology in Western Europe is studied, and 
factors that may affect utilization in individual nations are investigated (Chapters 7). Finally, 
we discuss clinical trial design for approval of THVs in the U.S, and suggest the use of Objec-
tive Performance Criteria for new device approval under certain circumstances (Chapter 8).

Part III. Novel Applications of TAVI Technology
Herein, we describe the adaptation of TAVI technology for the treatment of failing surgical 
bioprosthetic aortic and mitral valves (Chapters 9, 10, 11 and 12). Thereafter, the use of self-
expandable and balloon-expandable TAVI systems in bicuspid aortic valve morphology is 
evaluated (Chapter 13). The technical details of a first-in-human implant of a new transcath-
eter heart valve system are described (Chapter 14). Finally, the development of transcarotid 
vascular access for TAVI is then investigated (Chapter 15).

Part IV. Transcatheter Hear Valve Failure
In this section, we explore the subject of transcatheter heart valve failure, and identify valve 
failure modes that are typical of surgical bioprosthetic valves, and failure modes that are 
unique to TAVI (Chapter 16). 

Part V. Transcatheter Mitral Valve Implantation
The final section in this thesis introduces the concept of transcatheter mitral valve replacement 
(Chapter 17). We then describe for the first time a systematic measurement methodology 
for assessing the mitral valvar complex for the purposes of TMVI (Chapter 18) and provide 
results from applying this methodology to a potential patient population (Chapter 19).

General Introduction, Aims, and Outline 5



References

	 1.	 Cribier A, Eltchaninoff H, Tron C, Bauer F, Agatiello C, Sebagh L, Bash A, Nusimovici D, Litzler PY, 
Bessou JP and Leon MB. Early experience with percutaneous transcatheter implantation of heart valve 
prosthesis for the treatment of end-stage inoperable patients with calcific aortic stenosis. J Am Coll 
Cardiol. 2004;​43:​698‑703.

	 2.	 Vahanian A, Alfieri O, Andreotti F, Antunes MJ, Baron-Esquivias G, Baumgartner H, Borger MA, Car-
rel TP, De Bonis M, Evangelista A, Falk V, Iung B, Lancellotti P, Pierard L, Price S, Schafers HJ, Schuler 
G, Stepinska J, Swedberg K, Takkenberg J, Von Oppell UO, Windecker S, Zamorano JL and Zembala M. 
Guidelines on the management of valvular heart disease (version 2012). Eur Heart J. 2012;​33:​2451‑96.

	 3.	 Nishimura RA, Otto CM, Bonow RO, Carabello BA, Erwin JP, 3rd, Guyton RA, O’Gara PT, Ruiz CE, 
Skubas NJ, Sorajja P, Sundt TM, 3rd and Thomas JD. 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: 2438‑88.

	 4.	 Kapadia SR, Leon MB, Makkar RR, Tuzcu EM, Svensson LG, Kodali S, Webb JG, Mack MJ, Douglas PS, 
Thourani VH, Babaliaros VC, Herrmann HC, Szeto WY, Pichard AD, Williams MR, Fontana GP, Miller 
DC, Anderson WN, Smith CR, Akin JJ and Davidson MJ. 5-year outcomes of transcatheter aortic valve 
replacement compared with standard treatment for patients with inoperable aortic stenosis (PARTNER 
1): a randomised controlled trial. Lancet. 2015;​385:​2485‑91.

	 5.	 Adams DH, Popma JJ, Reardon MJ, Yakubov SJ, Coselli JS, Deeb GM, Gleason TG, Buchbinder M, 
Hermiller J, Jr., Kleiman NS, Chetcuti S, Heiser J, Merhi W, Zorn G, Tadros P, Robinson N, Petrossian 
G, Hughes GC, Harrison JK, Conte J, Maini B, Mumtaz M, Chenoweth S and Oh JK. Transcatheter 
aortic-valve replacement with a self-expanding prosthesis. N Engl J Med. 2014;​370:​1790‑8.

6 Erasmus Medical Center Rotterdam


