	



Richard (00:00):
Welcome to the Medical Insider COPD by Boehringer Ingelheim, a podcast offering a breath of fresh air to clinicians treating COPD across the world. My name is Dr. Richard Russell. I'm a consultant chest physician at Lymington New Forest Hospital, a senior clinical researcher at the University of Oxford and the editor-in-chief of the International Journal of COPD. I've also been recently made the clinical lead for respiratory medicine for Southeast England. As your host for this season of Medical Insider COPD, I'm here to bring you news and insights in COPD, right from the very source directly to you. So thank you for joining us today. Make sure you follow Medical Insider COPD to ensure you do not miss any of our exciting podcasts in this series or in the ones we've done already.
Richard (01:98):
Today we will delve into a publication we believe is well worth reading, and I think will change your practice. It's titled, "The prevalence of pulmonary embolisms amongst patients with COPD hospitalized with acute worsening of respiratory symptoms." I found this challenging and interesting, and I'm also going to look into an exciting and emerging topic from social media, especially in these times of COVID, which is singing in COPD and singing for breathing. This is really hot at the moment on social media. But first I am delighted to introduce you to today's guest who will be with me to discuss the topic of inhaled corticosteroids, ICS, in COPD. So welcome Dr. Marc Miravitlles from Barcelona, Spain.
Marc (01:48):
Hello Richard. I'm Marc Miravitlles. I'm a chest physician working in Vall d'Hebron Hospital in Barcelona. My main interest is COPD and also Alpha 1 antitrypsin deficiency. And it is a pleasure to share this conversation with you today.
Richard (02:03):
Marc is an expert clinician in COPD. He's also been leading on guidelines and how we define COPD and crossover syndromes in COPD both for Spain, but also for the European Respiratory Society and indeed the world. So it's been great to work with Marc in the past. We're going to discuss the role of inhaled corticosteroids, ICS, in real world settings and how we use them. And can we use evidence to help us use them in a better way? So perhaps you can unpack for us briefly how patients are currently treated with ICS in COPD and why.
Marc (02:34):
Well, ICS are widely used in COPD, it is not difficult to understand the reason why. So many years ago we had not much, effective treatments, for patients with COPD and ICS were barely effective in asthma. And therefore, it was try to see if ICS could provide some benefits in our patients with COPD. And in fact, they do in some patients, but not as much as we see in asthma, what is clear is that not all patients with a COPD will respond to ICS, but in contrast, there are plenty of patients treated with these drugs all around the world. There are studies in Europe, in Asia, in Latin America, and in the US in which we see, a lot of patients are treated with these drugs, even without a clear indication.
Richard (03:27):
So Marc, perhaps you can help us with this and describe to us who will do well with ICS, who needs ICS? And also those who'll do better with dual bronchodilators LAMA/LABA therapy.
Marc (03:38):
Well, this is a key question and we know that patients with COPD require bronchodilation and this is, I would say the treatment by default in COPD. So, patients with COPD should be provided with the optimal bronchodilation, but then there are some patients who despite optimal bronchodilation still have exacerbations. And a part of these patients have a particular phenotype, which is an eosinophilic phenotype characterized by these TH2, by this eosinophilic inflammation who respond very well to inhaled steroids. And therefore these are the target population for treatment with ICS. Patient, with exacerbation, despite optimal bronchodilation and an eosinophilic phenotype.
Richard (04:27):
Do you think we need to tailor treatments therefore to the population and to the patients we're seeing?
Marc (04:30):
Yes. I mean, we're now in the 21st century. And in the 21st century, we need to go for a more personalised approach to therapy. And fortunately, we have evidences now that allows us to really target the therapy to the patients that really respond to these drugs.
Richard (04:45):
So, do you think in real life, it's easy to identify these people?
Marc (04:49):
Yes, fortunately we now know that patients who have these eosinophilic phenotype will respond. And the way that we can identify these patients is using a biomarker, which is the blood eosinophil. The clinical trials developed during the last decade have consistently shown how patients who have high blood eosinophils respond better to ICS in terms of reduction of exacerbations. In contrast, patients who have low or very low levels of eosinophils in blood, they show no respond to ICS and they may be at increased risk for side effects.
Richard (05:28):
So why do you think we’ve overused ICS in the past in COPD?
Marc (05:30):
Well, I think that there are two aspects. One is the lack of effective anti inflammatories. And the second is the previous experience of pulmonologists with ICS in asthma. So, we know that ICS changed the prognosis of asthma and all the outcomes in bronchial asthma. And therefore there was a tendency to say, "Well, this is also an obstructive disease, a bronchial disease, why not try ICS also in COPD?" And so I think these are the two factors. First, the lack of other anti-inflammatories. And second the previous experience, good experience with ICS in asthma.
Richard (06:07):
I also think sometimes people are afraid that someone still may have asthma, they want to treat them with asthma. And I think we need to get the diagnosis right, and be really clear about that as well.
Marc (06:16):
That's true. There are also some patients that may share characteristics of COPD and asthma, and clearly these patients should receive an ICS, but these patients are probably not more than 15–20% of our patients with COPD.
Richard (06:31):
Absolutely. So, coming on to how we can actually pick this biomarker, one of the things about measuring blood counts are they're very accurate and very easy to do, but do we actually have a cutoff value that we need to use when looking at the use of inhaled corticosteroids, ICS in COPD?
Marc (06:48):
This is a very important and frequent question. How can we use blood eosinophils in clinical practice? Well physicians like the cutoff saying, well, above this threshold, above this number, you have to do this and below this number, you have to do that. And probably is not that way. I mean, clearly patients who are just above or just below the cutoff are not so different, but what is clear and from different clinical trials, now we know that patients who have blood eosinophils higher than 300, they will show a very good respond to ICS. In contrast, patients with blood eosinophils below 100, they will probably show no response to ICS. And then there is a grey area between 100 and 300 in which we need to use other characteristics of the patients and other characteristics of the disease to help us decide which patient should be on ICS. But I think that this is the most accurate cutoffs that we can now provide for clinical practice.
Richard (07:54):
So really what you're proposing and what's certainly been proposed in the guidelines, to a degree, is that we have two groups of patients, those who have the biomarkers and potential for response for inhaled corticosteroids ICS, and those who don't have those and would do better with dual bronchodilators. 
Marc (08:11):
Well, optimal bronchodilation is the first step. Only after patients are on optimal bronchodilation, then we need to think about something else to add to the bronchodilators. But this should be the first step always in patients with COPD. And again, only those who, despite optimal or dual bronchodilation, still have exacerbations and have these eosinophilic phenotype are those who are required an inhaled corticosteroid.

Richard (08:36):
Do we have some studies which can help us unpack that a little further?
Marc (08:40):
Yes I mean we have large clinical trials conducted during the last years comparing triple therapy with dual bronchodilation, with LABA/LAMA. And in fact, they were quite consistent. What they show is that in general, I mean, when you use three drugs, you may get better results than with two. But if you look at the response, you will see that these better results with three drugs were driven by a subgroup that really responded very well to ICS. In contrast, there is another group in which you do not see this response and all these studies consistently show that patients with higher blood eosinophil counts were those that really did better with triple compared with dual bronchodilation. In fact, these are the basis for our guidelines that recommends the use of triple therapy or the use of ICS associated with bronchodilators in patients who have high blood eosinophil counts.
Richard (09:34):
Do you think these trials have got any limitations? I think sometimes we're worried about generalizability of such trials to the general population and also sometimes issues of withdrawal of drugs in the run in phase and in the early start of the trials, having a significant effect on the outcomes.
Marc (09:52):
Well, these trials were conducted in patients who first had severe COPD and who had frequent or severe exacerbations despite treatment for COPD. So first they did not test initial therapy for COPD. These patients were all on inhaled therapies. And second, they were severe patients and with frequent exacerbations, which are not the majority of patients attended in primary care, for example. And second, as you mentioned, some of these trials, since these patients were already on treatment, some of these patients were already on ICS and they were randomized to dual bronchodilation and therefore they were discontinued from ICS and among these patients, there were some who had high blood eosinophil levels. In fact, some that, according to what we know now would respond to ICS and they were discontinued from ICS. So it is possible that the worst results observed in some patients with dual bronchodilation, may be due, or as a consequence of discontinuation of ICS in these patients.
Richard (11:07):
So it's really important to read these studies, particularly looking at the entry criteria and looking for early effects to see if these studies are generalizable and indeed are doing what we think they're doing. But I think in general, you're right. People who have the characteristics that predict response to ICS, so exacerbations and the eosinophils do better on triple therapy versus dual bronchodilator. Would you agree?
Marc (11:30):
Yes, absolutely. I think that this is what we can now conclude from the results of the recent clinical trials.
Richard (11:38):
So we've talked now about the benefits of therapy and who we need to give the right treatment to. But what about safety concerns? Because all drugs have side effects, Marc. Perhaps you could describe those for our ICS medications and also dual bronchodilators.
Marc (11:54):
You're right. I mean, all drugs may have side effects and we need to be aware of that. We need to be very aware of the safety profile of the drugs we are using. And in particular, in patients with COPD who used to be elderly with several comorbidities and poly-medicated. It is clear that the inhaled medications in general have a good safety profile, but there are some side effects. ICS may be associated with an increased risk of bacterial infections, respiratory bacterial infections, and with pneumonia, but also the long-term use of ICS may be associated with other side effects that usually are not observed in clinical trials because of the short duration of the clinical trials, such as osteoporosis, or of increased risk of diabetes. And even in some countries an increased risk of mycobacterial disease of tuberculosis. Therefore, it is important to identify the right patient to prescribe an ICS in order that the balance between benefits and risk is positive.
Richard (13:03):
Excellent. And I think it's really important as you just said, to give the right treatment to the right people, to maximize the benefit and minimize the risk, which is absolutely important. Marc, the other thing which occurs for those people that have been given ICS, maybe in error or not with the right indication is actually ICS withdrawal. There's been a recent ERS guideline on this. Perhaps you could tell us how you do this and what you think we can take away from the studies that help us about ICS withdrawal?
Marc (13:35):
Yes, that's correct. There is a large number of patients in the community treated with ICS. Even patients with GOLD stages A and B who are infrequent exacerbators and therefore in which ICS are not indicated. And despite of that, obviously these patients may be at risk of developing side effects for the long-term use of these drugs. And this is why the European Respiratory Society developed this guideline evaluating the evidence from clinical trials on ICS discontinuation. After this careful evaluation of the evidence, there was a recommendation to consider ICS withdrawal in patients who had infrequent exacerbations and blood eosinophils below 300. So these patients with infrequent exacerbations and low eosinophilic profile, these patients should be discontinued from ICS to avoid, to prevent the development of side effects.
[bookmark: _GoBack]Richard (14:38):
Thank you, Marc. I'm now going to put you on the spot. Marc, perhaps you could summarize a couple of key takeaways from this discussion we've had about the role of ICS in COPD.
Marc (14:48):
Well, I would say that ICS are the treatment by default in asthma, but long-acting bronchodilators are the treatment by default in COPD. We need to have this always in mind. ICS are very useful drugs for COPD, but for the patients who really respond to ICS. And now fortunately, we can identify these patients as patients who have frequent or severe exacerbations despite optimal bronchodilation and an eosinophilic phenotype. So fortunately, we now have a good biomarker and easy to use biomarker for clinical practice, and now it is our responsibility to use it and to identify patients who really require an ICS among our population with patients with COPD.
Richard (15:35):
Thank you, Marc. In a moment, I'm going to be talking about the paper I've mentioned before, by Couturaud et al, a JAMA paper on the prevalence of pulmonary embolus in COPD. And then, I'm going to move on to the hot topic on social media, which is singing in COPD. But first, I must say thank you very much to Dr Marc Miravitlles, from Barcelona Spain, a guideline expert, and our expert for this discussion today. Thank you for an extremely interesting and helpful discussion, Marc.

Marc (16:07):
Thank you Richard. It was my pleasure.
Richard (16:10):
Now I'm going to discuss an important paper. This is a paper I read recently, which challenged my practice and really made me think about how we look at COPD in acute exacerbations. This is by Couturaud et al, a French group, and is entitled "The prevalence of pulmonary embolism amongst patients with COPD hospitalized with acutely worsening respiratory symptoms." It was published in JAMA, the Journal of the American Medical Association this year, volume 325, number one, pages 59 to 68.
Richard (16:39):
They asked a really important question. "How common is pulmonary embolus in COPD patients admitted with breathlessness?" It's certainly been reported before, but do we really know what we're looking at here? They followed 740 consecutive patients in seven hospitals. Patients were admitted with acute exacerbations of COPD and underwent protocolized investigation for pulmonary embolus or PE. They looked at d-dimers, CTPA's, and also ultrasounded their legs. And their outcomes where the instance of pulmonary embolus in the first 48 hours, but also in the follow-up at three months. So in 740 patients, pulmonary embolus incidents was 5.9% in the 48 hours. So not insignificant.
Richard (17:25):
In follow-up only another five patients had PEs. So a small number. However, the mortality of those people that had the PEs was 25.9% of that in admission and actually was only 5.2% in the follow-up figures. So this is a concern, should we systematically screen for pulmonary embolus in COPD at time of remission? Or maybe we should treat everyone for PE and maybe you rule it out. Certainly I think we need to think about this and consider doing some screening to pick up that significant number of people who, in spite of no extra symptoms, do have pulmonary embolus, as well as exacerbations of COPD.
Richard (18:09):
And now, I'm really excited to share with you a little hot topic which I found on social media, which has got me interested. And indeed, I am now making changes to my practice to get my patients interested too. This is entitled Singing for Breathing. There are groups set up across the world in Germany, in UK, in New Zealand, Australia, Brazil, America, Scandinavia, China, and indeed Japan where patients with COPD are getting together to sing. This is all over social media. On Facebook, on Twitter. Patients are having fun and enjoying themselves, even in this COVID time, they're doing it safely using social platforms to actually get together and sing. We've known about this in research since 2005 and many papers have been published, showing benefits of singing. Improved wellbeing, decrease anxiety, improved exercise tolerance, and indeed a sense of community and wellbeing, which patients are really getting into.
Richard (19:08):
And what's even better is that there are no side effects from singing together. The latest thing is harmonica bands and on social media now there are harmonica groups being set up by people with COPD. So I'm encouraging my patients to join these groups, to actually have some fun with singing together and indeed hopefully improve their lung function. So please encourage yours. I hope you've enjoyed this episode of Medical Insider COPD by Boehringer Ingelheim. And I look forward to welcoming you to our next podcast and hope you will enjoy the discussions we have on the interesting topics which are changing the lives of our patients with COPD.
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