SPR-156034-ESC Congress Podcast_Jan Steffel – Topic 1 v2
	VOICE OVER 
	This podcast is for Healthcare Professionals only and is based on the speakers’ thoughts and opinions on the topic. The interpretations of data are based solely on their personal viewpoint.  

	David Zweiker 
	Welcome everyone my name is David Zweiker from Clinic Ottakring, Vienna, Austria. I have with me Professor Jan Steffel, Electrophysiologist from the University of Zurich working at Hirslanden Heart Clinic.
We have all been to the ESC Congress which was really great to see everyone in person again and there were some quite fascinating studies that were presented during the congress.  
First, I have to say that the whole podcast just gives our own opinion but we will now right dive into the first very interesting study, the INVICTUS trial.  
Jan what do you think and what are your thoughts about this trial?

	Jan Steffel
	Well thank you very much for bringing this up, this was clearly one of the most important trials that were presented at this meeting. There were a couple of important ones, but this was clearly one of the most important ones and one of the most eagerly awaited ones too. It’s one of the populations that was, up until now, excluded from the trials that is something we don’t see so much in central Europe, but that we see a lot essentially everywhere else, Latin America, Southeast Asia and that’s patients with atrial fibrillation on the basis of rheumatic valvular heart disease particularly rheumatic mitral stenosis and these patients had not been investigated they have been excluded from the landmark trials with NOACs, and so it was very important to have a randomised trial that is looking at these patients and that’s precisely what the INVICTUS trial was or is because they included patients with rheumatic mitral disease, rheumatic heart disease and they compared open-label so they randomised but then open-label vitamin K antagonists against rivaroxaban, and I have to say that I was very much convinced, very much convinced that we would not see anything completely different than what we had seen with NOACs in nonvalvular in quote on quote atrial fibrillation. So, in the improved indications, but it turned out to be completely different because not only did rivaroxaban not do better than warfarin, in fact it did worst. There was a higher incidence of the combined endpoint and there was a higher incidence for mortality with rivaroxaban compared to VKA. You can also read this the other way round that vitamin K antagonists actually so warfarin reduced mortality compared to rivaroxaban in patients with rheumatic atrial fibrillation and that is quite astonishing, I don’t think anyone would have anticipated these results. Now, of course after the congress everybody expected that, but I think if you had asked up front, I don’t think anyone would have expected. I certainly would not have expected that.  

	David Zweiker
	So, there may have been some methodological differences between both groups especially regarding the time in therapeutic range or adherence to the medication.  What do you think about this issue, Jan?

	Jan Steffel
	[bookmark: _GoBack]Yep, so that is a very good point and as of course, what we’ve all been asking ourselves. I think one thing certainly when you talk about methodology is that it was an open-label trial right, so people on warfarin had their INRs checked whereas people on rivaroxaban did not. So, people in the warfarin arm had a lot more physician or healthcare provider contacts. So, they were in contact with people a lot more, so there is a certain risk of a bias in the sense that these patients were just on a general basis better taken care of, but I am not sure if this explains the entire signal that we saw. I think the more important aspects really are that we are talking about a completely different patient population. I mean these patients are round about 20 years younger than those that were included in the other, in the landmark nonvalvular AF trials, right. These trials INVICTUS they are around 50 years of age on average.  There were almost three-quarters of them were women, so it is really a completely different ball game, a completely different population and as a result of that the main benefits that NOACs have, I mean, they are efficacious overall as a group, but most importantly they really reduce bleeding, they reduce the severe types of bleedings the life-threatening the fatal bleedings and in a patient population that’s 50 years of age that is not so much of an issue, I mean it is still an issue of course, but you can gain much more with NOACs in an older patient population in terms of bleeding because they are much more vulnerable. So, the leverage of NOACs gets bigger as you go into higher risk, higher bleeding risk patients.  So, from a bleeding perspective we saw no difference, we saw no difference between warfarin and rivaroxaban. So, it’s not that rivaroxaban cause more bleedings than before because that is precisely what we have also seen in nonvalvular, rivaroxaban has about the same rate of bleeding but the overall benefit in terms of safety cannot really play out. So, I think that is really important that we are talking about a different patient population. And then of course there has to be something else about stroke in these patients and that something that we will need to figure as we move along, as we dig deeper into these trials, what are the mechanisms of stroke and how come that warfarin is better able to prevent this as well as death.  What do these people really die from? I mean we have some top line results, but we don’t have it all yet. So, there’s a lot yet to learn from the INVICTUS trial, from the first paper that we have seen, but for the time being the message is absolutely clear if we have somebody with rheumatic heart disease, post-traumatic atrial fibrillation these people need to be on warfarin.  

	David Zweiker
	So, the INVICTUS trail showed us that it is very important to wait for randomised data before giving recommendations for specific patient populations that they should receive either VKA and NOAC, we did quite good job that we excluded patients with rheumatic heart disease and atrial fibrillation from the current recommendations for NOACs.

	Jan Steffel
	You are absolutely right, and you can even take even one step back and say we need to, that the most important questions need to be answered by trials, not necessarily by registries. Now registries are important and there were a lot of new data especially also on the ETNA registry with edoxaban that were presented and that I was fortunate to be a part of at ESC. Registries are important, but for a question of this magnitude we do need randomised clinical trials to answer these questions because only with that can we exclude the possibility of residual confounding which is something that we always have a risk for in these registries and only with the element of randomisation can we get rid of that and this way INVICTUS was such an important trial and that’s precisely the basis for what you mentioned and that is indeed only when we have these trials we will have changes in the guidelines. So, sticking and adhering to the guidelines certainly makes sense.

	David Zweiker
	So, to sum up, the INVICTUS trial was a really interesting trial and showed that patients with rheumatic heart disease and atrial fibrillation may benefit from staying on VKA instead of going to NOAC therapy.

So, thank you Jan for the nice discussion and see you.

	Jan Steffel
	Thank you very much.




