	



Podcast 1
 The use of ICS in COPD: Discussing new European Respiratory Society Guidelines
Richard (00:04):
This podcast is intended for healthcare professionals outside the United Kingdom only. Welcome to the Medical Insider COPD by Boehringer Ingelheim, a podcast offering a breath of fresh air to clinicians treating COPD across the globe. My name is Dr. Richard Russell, and I'm delighted to be your moderator for this edition of the podcast. I'm a consultant chest physician at Lymington New Forest Hospital in the United Kingdom, a senior clinical researcher at the University of Oxford, and I'm the editor-in-chief of the International Journal of COPD. I'm here to bring you news and insights in COPD right from the source to you. Thank you for joining us today. If you enjoy what you hear, please be sure to subscribe and follow Medical Insider COPD to ensure that you do not miss out any of the exciting podcasts in this series.
Richard (01:03):
Today, we're going to delve into a publication which we believe is worth reading and exciting. This is going to look at the healthcare encounters of COPD patients before they're diagnosed with COPD. We're also going to look at an emerging and important topic from social media. Today, we’re going to look at the importance of diet to COPD patients and the role diet plays in their disease. But firstly, I am proud to introduce today's guest who'll be here with me to discuss the topic of the ERS guidance on withdrawal of inhaled corticosteroids. Welcome my friend, Professor James Chalmers. Hello, James.
James (01:35):
Hi Richard, it's very nice to be joining you for this podcast.
Richard (01:38):
So we're going to look at today, the topic of the ERS withdrawal of inhaled corticosteroids guidelines, which you've been very much involved with. James, tell the audience a little bit about yourself first of all, and how you came to be involved in this guideline.
James (01:54):
Thank you, Richard. My name's Professor James Chalmers, I'm the British Lung Foundation Chair for Respiratory Research at the University of Dundee in the UK and a consultant chest physician. I've been managing COPD patients for many years as part of our difficult airways disease service here in the East of Scotland, and particularly have been struck by the issue of overprescription of inhaled corticosteroids, which we know is a problem across the UK and across the world, but is a difficult issue for us to tackle. How do we identify which patients will benefit from inhaled steroid? How do we know which patients won’t benefit with inhaled corticosteroid? And we noted that there was a lack of clear guidance in most European countries. And so that was the driver for this new short guideline from the European Respiratory Society to provide a bit of practical information about how to withdraw ICS.
Richard (02:50):
[bookmark: _GoBack]So James, before we get into the detail of the guidance on the withdrawal of ICS, tell us a little bit about why we need guidelines and how they help us in the treatment of COPD.
James (02:59):
I think we recognize that COPD is a complex disease. It's a heterogeneous disease, and finding the best treatment for the patient at a particular time, we do need guidance and we do need a synthesis of all of the available evidence because there's a lot of evidence in COPD. And so what guidelines do is providing a systematic literature review and then expert, information expert guidance, tell us what to do at a particular time in the majority of cases. And of course, guidelines are only guidelines. They tell you what the majority will benefit from, not what you should do in every particular case. 
Richard (03:36):
And these particular guidelines, why are they a little bit different?
James (03:39):
So, this is the first short guideline from the ERS. Now, guidelines normally take about two years to develop, normally involve a panel of 20 or 30 people, but for some clinical issues, the evidence is changing very fast and you can't wait two or three years for a guideline. And so the ERS has introduced this concept of short guidelines, which take between six months and a year to reach a consensus, address a very small question rather than the management of an entire condition, and therefore, provide very practical advice for clinicians. And the inhaled steroid withdrawal was the first such guideline to be published in September of this year.
Richard (04:18):
Thank you for that. So let's talk about inhaled corticosteroids in COPD. This has been a controversial area ever since I've been managing COPD patients. What are your views on appropriate and inappropriate use of inhaled corticosteroids in COPD?
James (04:33):
So I think we recognize that this is a problem. We've certainly done some research using the UK Clinical Practice Research Datalink, which shows that for those patients in GOLD A and B, which are patients without a history of frequent exacerbations, going back to 2005, up to 80% of those patients would get their first prescription being an ICS, whereas none of them really should be receiving an ICS as the first drug they get. That's gradually decreased over time, and we recognize that practice has improved. We're getting better at targeting ICS, but even at the last year in 2015 that we had data, around half would receive an inappropriate ICS as their first prescription. So this remains a big problem and we do need to provide guidance to primary care about when to start an ICS and which patients don't need an ICS.
Richard (05:24):
I think you've hit the nail on the head there. For me, inhaled corticosteroids are about who needs it before we talk about withdrawal and getting that right. So James, are there recommendations or are there patients that would particularly benefit from inhaled corticosteroids so we start the people on the right treatments?
James (05:41):
I think that's spot-on Richard. Prevention is better than cure. And if we can avoid inappropriate prescribing, that's better than trying to address the consequences of it. For me, I think the data that's emerged over the last few years around blood eosinophil counts, to me is very compelling and gives us a personalized medicine approach for the use of ICS. We now recognize that ICS's primary benefit is preventing exacerbations. So your first question is, is my patient somebody that suffers exacerbations? If the answer's no, they probably don't need an ICS unless they've got underlying asthma. And then your second question is, do they have the biology that I'm trying to treat with a steroid? And that biology is eosinophilic airway inflammation. And so for me, the combination of a history of exacerbations and the presence of significant eosinophilic inflammation is when ICS starts to go through your head. And the other thing for me is, has the patient been trialled on a dual bronchodilator? Because the vast majority of our patients can be controlled with dual bronchodilator therapy.
Richard (06:50):
And that's really important. They optimize as well first, we've got to get the inhaler technique right, give them the right drugs. I've real problems actually with cutoffs of eosinophil counts because eosinophil is a continuous variable biologically. Is there any good way of managing that?
James (07:06):
You're right, cutoffs are difficult. Human biology doesn't work in terms of cutoffs, but our minds need something to hang on to in terms of how do I apply this to my practice? And so there's a tension there between what we know is biological reality, that there isn't a difference between somebody who has an eosinophil count of 299 or 301, and the need for something that we can use in our practice. So for me, I think cutoffs are useful as long as they're used in the right way. So if we say above 300, the patient's at higher risk of exacerbations, a high risk of eosinophilic inflammation, likely to benefit from an ICS. I think that's okay as long as we recognize that the person with 299 probably has the same risk, and as long as we think about it as a continuum rather than an eosinophilic or not.
Richard (08:00):
So what you're really saying is, which I completely agree with, is really to look at the individual patient, get personalized, look at their risk factors and look at their biomarkers and put them together.
James (08:11):
I think that's right. So, I worry that we will get into a mindset where an eosinophil count of 350 means an ICS regardless of the other factors, and an eosinophil count of 150 means no ICS regardless of the other factors. And I think that's wrong. So I think the patient with an eosinophil count of 350, you still have to ask, do they exacerbate? Have they tried dual bronchodilator? Have they had pulmonary rehabilitation? Are they taking their medications appropriately? What's their smoking status? All of those things have to be taken into account. We're not reducing COPD down to a couple of cutoffs of eosinophil counts.
Richard (08:49):
Absolutely right. I think that's fantastic. So let's talk about ICS withdrawal. We know who we want to give ICS to, but as you've said, globally, maybe 50% of patients are inappropriately on ICS. So do you think ICS should be withdrawn and how do we do it?
James (09:04):
So I think ICS should be withdrawn in the right patients at the right time. And that was the question that we addressed in the inhaled steroid guidelines from the ERS. We identified a number of studies that have performed ICS withdrawal in a randomized controlled fashion and found that on average, so in the pooled analysis of those studies, ICS withdrawal didn't result in an increase in exacerbations, it didn't result in an increase in symptoms, and it resulted in only a small change in lung function that wasn't on average, clinically significant. So it suggests ICS withdrawal is appropriate, but these studies were predominantly conducted in populations with a low frequency of exacerbations.
James (09:44):
And when we looked at the subgroups, if you withdrew ICS in patients with a low eosinophil count below 300, it was nearly always safe. And if you withdrew inhaled corticosteroids with eosinophils above 300, there was a significant increase in exacerbations. And so that leads us to some very clear recommendations, which is in patients that have no history of frequent exacerbations, so that's less than two per year, and they don't have an eosinophil count above 300, it's reasonable to consider ICS withdrawal. And converse to that, if the eosinophil count is high, regardless of the history of exacerbations, there is an increased risk of exacerbations. And so for the majority of those patients, you would not withdraw the ICS.
Richard (10:33):
And another aspect of the studies that have looked at ICS withdrawal in COPD has been whether to take them down as a single step or in multiple steps with monitoring, particularly of the lung function and exacerbation risk. What did the guidelines say about that?
James (10:44):
So we looked at that question specifically. There was one trial which was the WISDOM Study that did a gradual withdrawal of ICS over three months. There were three studies that did an abrupt withdrawal of ICS. We found no difference in the outcomes between those studies, suggesting that both approaches were equally effective. And so for simplicity, because it avoids having to see the patient every month for three months, we made a recommendation that you can withdraw abruptly.
Richard (11:11):
And did you make a recommendation or do you think that patients should be reviewed at some time point after that withdrawal to see how they are and also to check they're on optimal therapy, inhaler therapies are correct, and the inhaler technique is correct, et cetera?
James (11:24):
Yeah, so your latter points are very important. So I think when you're withdrawing ICS, you have to think, what am I replacing it with? And you should be replacing it with long acting bronchodilators. And in my practice, that's a dual bronchodilator. And we should ensure that the rest of their COPD management is optimized just as you've mentioned. In terms of follow-up, in a guideline, it's difficult to mandate a specific type of follow-up because all of the healthcare systems in Europe are different. But I think in general, we recommended that we should follow patients up to ensure that they're getting on okay. When you look at the studies, most patients, if they didn't have problems within the first month, didn't have problems. And so my own practice and my own recommendation would be to arrange to have some sort of review with the patient, which might be virtual, might be over the phone within the first month after ICS.
Richard (12:15):
I think that makes sense. And I do that certainly similarly in my more severe patients in case they get a more significant drop in lung function because of the steroid effect more than anything else. And that reassures me perhaps more than the patient, but it is a good check to do. Were there any other safety concerns about either the use of or withdrawal of inhaled steroids?
James (12:36):
No. I mean, I think when you look at the studies and when we look in detail at the role of ICS, I think this idea of safety concerns has been overblown somewhat. We don't talk about safety concerns with withdrawal of other medicines, and you wonder why are ICS so unique that we have this safety concern? And I think it's probably a hangover from asthma where we know that ICS are really highly effective medicines and patients can run into serious problems when they withdraw. When you look at the numbers needed to treat for ICS in COPD, these are drugs that have a modest effect on exacerbation frequency and minimal effects on the other end points. And so I don't think we need to overplay this issue of safety. I think what we need to be clear with patients about is why we're withdrawing, what the possible consequences of withdrawing are, which includes small changes in lung function or exacerbations down the line, and then make an informed decision with our patients and follow up, as you've said.
Richard (13:35):
Did the guideline at all consider the risk of pneumonia with inhaled corticosteroids as part of the decision making to withdraw that treatment?
James (13:40):
We did. So I think the adverse effects of steroids, as well as the inappropriate use are part of the driver for having a guideline. We haven't specifically recommended to withdraw in patients that are having pneumonias, but clearly, it would shift the balance of risks and benefits if a patient is having a clear evidence of ICS related side effects, which isn't just pneumonia, it's also things like bruising and other side effects.
Richard (14:06):
So James, thank you for talking about the withdrawal aspect of that. If we do withdraw people from inhaled corticosteroids, what options do we have to make sure they're optimized going forward, both from a symptom point of view and if they've got low eosinophils, reduction in exacerbation risk?
James (14:23):
So I think that's a great question. I think when we withdraw the ICS, it's important to be clear about what we're replacing it with. And that will almost always be a dual bronchodilator. And that's the best way to optimize patients from a bronchodilation point of view and a breathlessness point of view. If the patient's dominant problem is breathlessness, which it will be in the majority of these patients, it's important to remember that pulmonary rehabilitation is the most effective treatment we have for breathlessness. And it's also important to remember that for example, current smoking appears to reduce the benefit associated with ICS. And so if patients are still smoking, they need to be made aware that that will be reducing the effectiveness of their therapies and should be given every support to quit. And so I think it's about having a holistic approach to the management of our COPD patients, particularly around breathlessness and making clear that the inhaled steroid is not the appropriate treatment for the breathless patient.
Richard (15:20):
Well, that's a great plug in, a really important plug for pulmonary rehabilitation, which we would want for all of our patients to have. And particularly in this post-COVID world, many of them were actually now deconditioned because of being shielded and isolated. So we need to really be pushing to get pulmonary rehab back going again and take that forward. So I think that's really important. James, what about any other drug therapies that may reduce exacerbations in people with low eosinophils? People use azithromycin sometimes.
James (15:47):
Yeah, so the GOLD algorithm, I think now validates the approach that some of us have been taking over a number of years, which is that in those patients where they don't have raised eosinophil counts and you think the disease is primarily neutrophil driven, macrolides like azithromycin, have very powerful anti-inflammatory effects as well as antimicrobial effects because neutrophilic inflammation in COPD is often driven by bacterial colonization. And so I use azithromycin frequently in patients that have repetitive exacerbations without the eosinophilia, and it can be highly effective as demonstrated in a number of clinical trials.
Richard (16:28):
And I guess the other thing which we've seen in the last six months and certainly has impacted my practice enormously with 85% reduction in exacerbation rate has been that social isolation reduces the impact of viruses humans give to humans in COPD. Have you seen the same?
James (16:45):
We have, and there's now published data coming from a number of countries suggesting that there's been a drop in COPD exacerbation and COPD hospitalizations associated with the lockdown. I've been saying partially in jest to my patients for many years that the grandchildren are the enemy, but it does seem to be true. We know that rhinovirus probably causes 50% of COPD exacerbations. So we shouldn't be surprised that measures to prevent viral transmission result in reduced exacerbations, but it does pose a challenge to us about how we use that knowledge now going forward, because you've already touched on the side effects of isolation are deconditioning and worsening breathlessness.
Richard (17:29):
And that's exactly what my patients are telling me. So, yes. Before we move on to the second section of the podcast where we talk about a significant paper, the healthcare encounters before people are diagnosed with COPD, James, I wonder if you could just summarize the guidelines for us.
James (17:44):
Absolutely, Richard. So, first, ERS short guideline inhaled corticosteroid withdrawal, our recommendations are in those patients that don't have a history of frequent exacerbations and don't have evidence of blood eosinophilia, consider inhaled corticosteroid withdrawal, changing the patient to a dual bronchodilator.
Richard (18:04):
James, thank you very much. It's been an absolute pleasure talking with you today and I hope you'll stay with us while we discuss the paper on healthcare system encounters before the diagnosis of COPD. And thank you for your contribution again to the podcast.
James (18:19):
Thank you Richard.
Richard (18:24):
Before I bring you the final part of our podcast, looking at hot topics in social media and COPD, particularly focusing on diet, I'm going to unpack for you a new paper, which I think is important and relevant to us and to our patients. This was published in Thorax this year, volume 75, pages 100 and 115, and was written by Kate Johnson and colleagues from the University of British Columbia in Vancouver. It was titled Healthcare System Encounters Before COPD Diagnosis: A Registry-Based Longitudinal Cohort Study. The question they're asking was, what are patients doing before we diagnose them with COPD? Are they actually seeing healthcare providers? And are we therefore missing opportunities for an earlier diagnosis? When we meet people with COPD now and we diagnose them, we often do this in an opportunistic way. There's no real screening. And therefore, we're missing out on early detection, smoking cessation, exercise encouragement, and of course, medication.
Richard (19:20):
So what this group did was take a large Canadian database and match COPD patients with non-COPD patients for age, sex, and income. They looked at over 112,000 pairs and found some quite stunning research results. Particularly, patients go and see pharmacists. In the year before diagnosis, a COPD patient will go to see the pharmacist 17 times compared with 10 for the non-COPD patient. 
Richard (19:45):
So they found that 85% of patients had visited primary care with a respiratory disease problem in the five years prior to diagnosis. So what does this mean? It means we're missing diagnostic opportunities. We need to look at questionnaires, symptom scores, and maybe even spirometry, and particularly focus perhaps on the pharmacy-led encounters, with COPD patients clearly going there many times more than non-COPD patients. So I hope this paper's interested you. I hope it has encouraged you to look harder and better for your COPD patients and set up new COPD diagnostic services.
Richard (20:27):
So now, let me talk to you about a hot topic that's currently trending on social media in the world of COPD. This is particularly relevant to patients. We're going to talk about diet. Do we perhaps neglect that a little bit in COPD and COPD management? I think we perhaps do. If you look at social media though, this is a very hot topic for our patients. One of the people I follow on Twitter is COPD Athlete. This is Australian gentleman who's got severe COPD who has transformed his life when he got the diagnosis and has run three Iron Mans and six marathons. His motto is never let a disease define you. And one of his key issues is diet. He had to lose weight, and so he changed his diet to do that. We need to understand what's important to patients. And actually, by doing that, we can actually engage with them to improve structure and adherence to consultations and better outcomes for our patients.
Richard (21:18):
So if they think nutrition is important, don't we need to? I think we need to understand what to eat, when to eat, and also how to eat. And there's been evidence about this both particularly on lowering carbohydrates in diets, increasing fat and protein content can actually reduce carbon dioxide production, improve muscle function, and improve lung function. This has been shown as far back as 1987 in a paper in the Journal of the American Medical Association. There's also evidence that if you do use a so-called ketogenic diet, the ketone metabolites can block proinflammatory pathways in COPD, and that's perhaps reduce exacerbation rate. So is this something we should be looking into? Yes, I think it is. It's important to our patients, so I think we need to take it seriously too.
Richard (22:06):
Thank you for joining me on this podcast today. I hope you've enjoyed listening to this as much as I have making it. I want to thank Professor James Chalmers for unpacking the new guidance into withdrawal of inhaled corticosteroids in COPD, and I hope you’ll subscribe to the rest of the series. We'll be bringing you more highlights from congresses, important papers, and hot topics on social media. Thank you for being a part of the COPD world and contributing to the care of our patients.
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