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	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.  

	MARTIN GRÜBLER
	So, hello everyone my name is Martin Grübler, and I am a young  cardiologist, end of  fellowship and beginning of consultancy, with special interests in cardiovascular risk and imaging and I am here with Professor Sudano, she is a senior Cardiologist at the University Hospital of Zurich and Isabella may I ask you to quickly introduce yourself.

	ISABELLA SUDANO
	Yes, Martin.  Nice afternoon everyone.  I am Isabella Sudano based in Zurich in the Cardiology unit of the University Hospital where I am leading the dyslipidaemia outpatient facilities, and I am happy to be here today.  

	MARTIN GRÜBLER
	Absolutely, I am also happy to talk to you about the ESC Congress about our personal highlights, and I think I would like to start with the SANTORINI data, quite striking, I think.  What do you think?  

	ISABELLA SUDANO
	I think the SANTORINI data underlie what we have already seen in some other European studies.  I mean, were the most majority of patient treated included were very high-risk patients over 70% and the rest were high risk patients.  It was for me not surprising, unfortunately, that more than 20% were untreated at the time they were recruited for the study and more than 50% were treated with monotherapy.  So, the strategy that the guidelines suggests, that you start early and to use quicker combination therapy, is something that is not followed up, and we know this also from the DA VINCI study and the HUYGENS study that were also presented at the ESC.   

	MARTIN GRÜBLER
	When I look at the data from U.S SPIRE, as you’ve just mentioned from DA VINCI, it seems like we did not really get better.  What do you think are the major reasons for this lack of reaching our target goals for the LDL cholesterol?  

	ISABELLA SUDANO
	I think more or less in every country there could be other reasons. In some country there will, of course, there will be the availability of certain medication and the reimbursement of this medication for the most majority of the people, and the other maybe there is a certain skepsis about reducing cholesterol or someone who is against these things and convince people using TV or books. And in other countries there could be the medical doctors who are not really speeding up with cholesterol. With the diagnosis, we start with this, and because if we have a diagnosis of high cholesterol when the people who already had myocardial infarction we are definitely too late, and then we start with a monotherapy, maybe low dose, and wait 1, 2 months and then maybe increase the dose, so we lose somehow a lot of time. What is your experience in this field?

	MARTIN GRÜBLER
	I have a similar… From my personal opinion and my personal experience, it’s the same, so we start late, we wait too long, combination therapies added later or something’s gone… It’s hard, there is a lot of inertia of course from the doctor’s side.  Many patients are hesitant to take somethings…. to take medication. Especially since we do more coronary CTs, we see atherosclerosis, but no obstructed lesions so we don’t refer the patients for cath, but we say we need to go lower with your LDL cholesterol.  They can be quite hesitant; it needs a lot of convincing and just takes a lot of time, and especially since I did my training in Switzerland at the beginning and then moved to Austria, and I could also feel the different cultures to make it more difficult how you approach topics like compliance, like prevention, like chance of having something… reducing the chance of having something.  So it is a quite a lot of work… to get a broad uptake of LDL cholesterol targets in all our patients, at least in their personal experience.

	ISABELLA SUDANO
	Then you touched on a very important point the coronary calcium score and we are using this in too old patients.  We should really use these imaging in young persons because, I mean, if you take a person who have seen 20 years of statin already to myocardial infarction, of course there will be a calcium and in some cases because of the stabilisation of the plaque through setting is not such a bad thing. It’s a little bit more calcium is there, but if you have 30 years old person with a familial hypercholesterolemia, I think in this case the imaging could be very important Was a very, very  nice pro and cons session about imaging and blood test for treating dyslipidemia and I think these are very good instruments, but we are still using these instruments in a later phase of atherosclerosis and that’s a pity.

	MARTIN GRÜBLER
	So, you think we should use this earlier in more, in a sense, in a risk patient, so like, in the feeling of the SCOT-HEART trial.

	ISABELLA SUDANO
	For example, for example. Of course there are some data suggesting that we should go low enough we could reduce… The world data from the PACMAN study and from Switzerland that shows something that we already know from the second study, if you go low enough the lipid core will be reduced and the calcium may be a little increased.   But you know… you are the future, so if you start thinking okay, we are late now, so we have a good chance to change in the future.

	MARTIN GRÜBLER
	[bookmark: _GoBack]I profoundly believe in primary prevention to be honest, so I always thought maybe it is not as exciting at the beginning as resuscitation or an ICU night shift, but to be very honest seeing and helping patients before they have a devastating event is actually something great.  And I am actually very thankful as you just mentioned the PACMAN study from Lorenz Räber, which I think is a great study.  So, if I understand this correctly, so there is always this deep debate about plaque stability, what’s an unstable plaque, what’s a stable plaque because these are thought to cause myocardial infarction.  On the other hand, there is this calcium, which also at the beginning we thought to be (causing myocardial infarction), but now we learned it is probably more stabilising. How do you think we will move forward from this point on?  So, what is the likely future for plaque imaging and for imaging as part of a treatment strategy?

	ISABELLA SUDANO
	I think the approach in PACMAN was quite intensive, it is expensive and there are also some meanings of risk for the patients, so I don’t think we could ask everyone to use NIRS, IVUS and OCT.  But many information we can learn from the core CT, you know if you really use core CT early enough the plaque are soft and then we can identify the patient profit more from good reduction of cholesterol.

	MARTIN GRÜBLER
	Wonderful.  Maybe I would like to continue now with the topic of the combination therapy.  Maybe you could enlighten us on this topic.

	ISABELLA SUDANO
	Yes, I really believe that the old motto “taking a medication and bring this to the highest dose possible” should be changed.  We have learned, not only in dyslipidaemia field but also in the hypertension, that if you have a very high dose of a medication that was stipulated to a side effect is higher, and for statins especially sometimes, we don’t have the reduction that we are waiting. There is still 6% reduction in LDL when we increase the dose of statins.  So, I think when we have a dose, middle (medium) dose, primary prevention may be very high dose of course in patient after an event then we need to use combination, that could be with ezetimibe with fibrate. If you have a mixed dyslipidaemia bempedoic Acid is also a good possibility as well as the PCSK9 inhibitor and the new drugs that are coming; some CTP inhibitors are also coming, and other drugs.  But I think we really need to use combination early then we do at the present time.

	MARTIN GRÜBLER
	Do you think it is important that which add-on therapy do we use first?  So, do we have ezetimibe first and then to bempedoic acid in case of simple patient with too high triglycerides levels, and then continue to PCSK9, or do we need to wait for more outcome data and so we can say that…so how do you do it?

	ISABELLA SUDANO
	Of course, outcome data is very important.  We know from all the data that we have for the genetic study, the intervention study, the epidemiology study that if you reduce LDL anyway you will have a good result in term of reducing mortality and cardiovascular events.  For the combination statin- with ezetimibe, we have outcome data, we have the IMPROVE-IT study. So I think this combination can be used quickly and for the vast majority of patient are very important.  Then you have the patient who tolerates just a small dose of statin or a low dose of statin, unfortunately, and in this case blocking the production of anti-LDL could be with bempedoic acid that could be also a very good combination, and in most countries we have also the fixed combination bempedoic acid and ezetimibe, so it could be a good step. And I think to chose between PCSK9 and other drugs it depends from the level of the LDL, of course we all know that some drug ezetimibe and bempedoic acid gives the reduction 20-25%, with PCSK9 inhibitors, at least with the antibodies, we could reach for sure the 50%, and the study showed the same for inclisiran, so I think it is really a question where we are starting and where we want to go.  

	MARTIN GRÜBLER
	So, far for the patients with statin intolerance we have the PCSK9 inhibitors of course, but now also the bempedoic acid. But considering everyday clinical practice my feeling is that bempedoic acid would probably for most physicians have a lower threshold for trying it because people are probably more used to this kind of medication, and I am not entirely sure this is currently in Switzerland, well in Austria it is of course, also cost issue. 

	ISABELLA SUDANO
	I mean anyway start with statin and try to get a statin on board, sometimes also at a very low dose, you know, the effects, inflammation, stabilisation of the plaque you may have also with the low dose of statins.  Having a statin on board is a very important thing, so what I like with the bempedoic acid that you don’t have only the reduction of LDL, but specially only for statins and bempedoic acid you have reduction in therapy, so reduction in inflammation and we know that a reduction inflammation is also an important mechanism to stabilise the plaque.  So, I think there are some positive data talking for bempedoic acid, and in Switzerland we may use this, we have a low threshold and PSCK9 inhibitors, but I think we need to consider this also in addition to statins, especially in a patient who didn’t tolerate 20/40 mgs rosuvastatin or 80 mgs atorvastatin, you know that there are many patients who are not tolerating the highest dose, but the smallest dose. So to block completely the production using statin and bempedoic acid, I think it is also very important things.  

	MARTIN GRÜBLER
	Absolutely, you have to upstream blocking effect of bempedoic acid compared to statin is a very intriguing mechanism also.  Should we maybe quickly touch on the topic of uric acid increase, we sometimes see with  bempedoic acid?

	ISABELLA SUDANO
	I think this is more of an issue in patients that already have problems with increasing uric acid, who have gout, and I think we should just check, talk to the patient. And what the study told us at present time is that the patient had a slight increase in uric acid doesn’t have any problems.  I think it is something we need to take into consideration, I always say there is no drug that is working and had no side effects. So with side effects we need to know, we need to talk to the patient to control… but they are of course not reason to take away the drug to the patient and not give this to the patient.

	MARTIN GRÜBLER
	Wonderful.  I suggest to touch on the topic of adherence, maybe we could quickly talk about statin intolerance again. So how often do you encounter it and what is your standard approach or first approach to your patients who report to you with statin intolerance?

	ISABELLA SUDANO
	Yes, I mean, if you look to the big study, we can say that in a Caucasian population we have 8–10% maybe and if you go to the real data then there are much more patients who claim to have muscle pain.  I think it’s important to know the Lancet publication about statin intolerance is striking, the most argued to nocebo and we already have data. But starting with PSCK9 inhibitors as the cause and other studies showed that if you give placebo to a person who claimed to have statin intolerance in most cases will have myalgia with placebo too.  But anyway, if the patients are convinced they have side effects, they will not take the drugs.  So, we need to find a strategy to have the patient on board. So usually what I do, is to control the patient early in the beginning after the beginning of the therapy, not only because I want to be quicker with LDL reduction but also to check if there is some problem and if the patient claims about myalgia we control of course the liver function, creatinine, GFR and CK, and we just stop the statin and wait.  I explained to the patient of the medication eliminating from the bodies and if the myalgia is still there after 1-2 weeks without statin so we need to look for another cause and we can try. Now we are challenged with the same statin or to try with another statin because we have many statins, and I am only thankful for this, and not all are the same.  So, the patient didn’t tolerate, I don’t know, atorvastatin  and they tolerate rosuvastatin, pitavastatin or pravastatin, and we need to find and then in some patients we need to start with a very low dose, and if it is a very low dose is tolerated maybe to have quick to another drug, bempedoic acid or ezetimibe for example.

	MARTIN GRÜBLER
	That is a very important point.  Maybe we can quickly continue to LDL lowering therapy in the elderly.  So, at what age do we consider it? Until what age do we still consider statin therapy, in primary prevention or secondary prevention and what are your personal experiences, especially if the patient is over 80/85 years of age? 

	ISABELLA SUDANO
	Yeah, I mean at first, I would like to comment about secondary prevention.  I mean, if needed a secondary prevention we need to use statin and we don’t have any data that we can stop the therapy. There are some epidemiological data showing that when the people are stopping statin then we have an increase in morbidity and cardiovascular morbidity and mortality.  So, it seems not a good idea independent of the age.  For me a very important point in the elderly is the survival chance.  So, if a patient has another disease, cancer for example, or another reason to have a very short life expectancy, so you can consider to take these medications away, otherwise they don’t see any reason to stop in secondary prevention.  Then moving to the primary prevention, we know that we start early we will have very good results in primary prevention.  We have really few data that tells us that you can start also with 80 and then you will have also in primary prevention survival or a quality of life benefit.  So, I think in this case we are really moving in a grey zone.  Of course, we need to consider cholesterol and cholesterol therapy before the 80.  I think if the patient is 80 years old and doesn’t have any plaque, so it’s a really big question if we need to start with a statin or not? And I think what we need really to eliminate is this fixed concept of chronological aging.  So, you really have biological age, I have patients who are 80 and you never would say they are 80 because they are sporty or very active, and I have 70 years old patients who are just in bed, you know, without any possibility to move, not… need help with everything.  So, I think the concept of biological aging is really, really important and this concept of the survival chance of the patient.  
I have another point which is important. With the elderly you have polypharmacy, you know, and you have issues with adherence because maybe they are not seeing well or the memory is not perfect and you have more interaction. This is pretty important, especially for statin therapy; we all know that our drugs reduce the activity of statin or increase the plasma level of statin.  So, all these things are very, very important when we are considering lipid therapy in the elderly.

	MARTIN GRÜBLER
	Thank you, two very important points.  Thank you, Isabella it was an absolute pleasure, to talk to you and I have learnt a lot.

	ISABELLA SUDANO
	Thank you.   



