	



Richard (00:00):
This podcast is intended for healthcare professionals outside the United Kingdom and the United States of America only. 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 in the United Kingdom, a senior clinical researcher at the University of Oxford as well as the editor-in-chief of the International Journal of COPD. It’s my pleasure to be your moderating host for this season of Medical Insider COPD podcast. I'm here to bring you news and insights in COPD, right from the source directly to you. So, thank you for joining us today. Be sure to look out for our other podcasts and follow Medical Insider COPD to ensure you do not miss any of our exciting podcasts in this series and the ones we’ve done in the past. On today's podcast we're going to look into a publication, which I believe is worth reading and important. It's entitled ‘Regular, sustained morphine for chronic breathlessness: A multicentre, double-blind, randomised, controlled trial.’ And also we are going to look at an emerging and important topic in social media, looking at the winter and the effect the weather has on respiratory disease. But first I'm proud to introduce today's guest, who'll be here with me to discuss the topic of phenotyping in COPD. My guest is Arschang Valipour, professor of respiratory medicine from Vienna. Welcome Arschang.
Arschang Valipour (01:39):
Hi, Richard, good to talk to you.
Richard (01:41):
It's lovely to talk with you today, Arschang. You have a particular interest in phenotypes, and we've discussed this on several occasions before, perhaps you would introduce yourself to the audience.
Arschang Valipour (01:49):
Absolutely. I'm working as a pulmonologist in clinical practice now for more than 20 years. I'm currently the head of department of internal medicine, pulmonary medicine in Klinik Floridsdorf in Vienna. And I'm also the director of the Karl-Landsteiner-Institut for lung research. And I have a specific interest in COPD. I've been working with COPD patients in clinical trials now for more than 15 to 20 years, since COPD phenotyping, as you have mentioned, is a very specific interest of mine. And I'm very happy to talk to you about this topic.
Richard (02:18):
So phenotyping and COPD is important because we now want to be precise with our medications. We want to give the right medication to the right people. So perhaps you can unpack for us how do you go about phenotyping your COPD patients?
Arschang Valipour (02:31):
Well, in our clinical practice, we try to adhere to something that is applicable and useful. We have basically now used the Spanish guidelines for COPD phenotyping that have been published in 2014. That basically have made a very simple attempt to use four main groups or four phenotypes of patients. Group one would be the non-frequent exacerbators. These patients comprise about two third of the general COPD population out there. These are patients that are more or less stable on LAMA/LABA medication and require pulmonary rehabilitation. And these patients need appropriate follow-up, but usually they are stable for many, many years. And then we have the exacerbators. The exacerbators can be again, sub classified into exacerbators with symptoms of chronic bronchitis. These are patients where in the past, we have used to call them blue bloaters. And then we have the so-called pink puffers in the past that are now called exacerbators with predominant emphysema.
Arschang Valipour (03:37):
The fourth phenotype would be the combination of asthma and COPD patients. These are patients that have asthma as a comorbidity and we used to call them asthma COPD overlap syndrome. Obviously, today we are trying to avoid that and rather say, we're talking about a co-morbidity rather than a syndrome.
Richard (03:56):
Can you tell us, what do you think about the prevalence of these phenotypes, which are common, and which are not so common?
Arschang Valipour (04:00):
The non-frequent exacerbators are the biggest group if you want. They are about two thirds of the general COPD population. We have conducted a trial in Central Eastern Europe where we have tried to phenotype these patients as well. And we found that around 65% of the overall population had less than two exacerbations. And these patients basically are also symptomatic. They have a CAT score on average of 16, but they don't have frequent exacerbations. And about one third of patients comprise basically the rest within this group. There is again an almost equal split into a one-third of patients with chronic bronchitis and exacerbations, one-third of the emphysema subgroup, and one third of patients who have asthma.
Richard (04:50):
Thank you very much. That's very helpful. So let's talk about these people who are non-exacerbators. These people who are breathless. What's the best way of managing these people? And what do we need to focus on?
Arschang Valipour (04:58):
Well, if a patient presents to us with COPD for the first time we have to assess the symptom load entity limitations in exercise capacity. Assessing exercise limitation is actually not so easy because many patients who adjust their lifestyle to their dyspnea level basically may not be as active anymore. So, it's very important to make sure that these patients receive appropriate medication. And appropriate medications for symptomatic COPD patients is LAMA/LABA combination therapy. LAMA is a long-acting muscarinic antagonist, and the LABA is a long-acting beta agonists. And we are all aware that the combination of these two compounds provides much better bronchodilation. It improves quality of life to a higher extent than a mono bronchodilator. And it also improves exercise capacity. And I will say this is the basic therapy that the majority of these patients should receive.
Richard (05:54):
So, it's very clear that we should really be starting with optimising bronchodilatation with a LAMA/LABA dual therapy, which is important. Getting the drugs into the patient is also really important. And I just want to ask your thoughts about inhalers, inhaler techniques, and whether we need to be thinking about that in a critical way.
Arschang Valipour (06:11):
[bookmark: _GoBack]Yeah, in this context, it's not only about taking a tablet, it's about actually prescribing an inhaler and making sure that patient is able to inhale the drug that we have specifically chosen for this patient appropriately and sufficiently to ensure good lung deposition. We basically have now three different inhalers in the market. The pMDIs, which require appropriate coordination of hand and mouth. Then we have the DPIs, the dry powder inhalers, which require a sufficient peak inspiratory flow rate to make sure that the compounds, the drug gets into the lung all the way down to the small airways, which actually is not so easy. And we know from many studies now that some patients with COPD in particular have difficulties in generating the sufficient peak inspiratory flow rate to get the dry powder inhaler compounds into their lungs. And then we have the Soft Mist inhaler that provides us the opportunity with a very slow mist to get appropriate lung deposition, and it's not dependent on the patient’s inspiratory flow rate.
Richard (07:18):
So that's really helpful. And knowing how to use those inhalers in each individual patient and testing them is so critical. I want to ask you a final thing about these non-exacerbators. Is there a role for monotherapy or inhaled corticosteroids at all in these people?
Arschang Valipour (07:318):
Well, in the majority of patients that we're talking about, the non-frequent exacerbators, we should not prescribe ICS.
Arschang Valipour (07:39):
So, if we want to prescribe inhaled corticosteroids, which should focus on the patients that have the combination of frequent exacerbations plus eosinophilia. And sometimes physicians focus only on exacerbation rates and forget that you require both. You also require eosinophilia and the history of exacerbations where we have the best risk benefit profile of inhaled corticosteroids. For all the other patients that have exacerbations without evidence of eosinophilia, it's more appropriate to look into other pharmacological treatments or maybe even non-pharmacological treatment options rather than escalating from dual bronchodilation to triple inhaler therapy.
Richard (08:19):
Moving on now, you've mentioned about the exacerbator phenotype and you pick out the two different types, it's emphysema predominant patients, and chronic bronchitis predominant patients. Can you explain that a little bit more on the differences maybe between how they'll present and what we can do for them?
Arschang Valipour (08:34):
We're talking usually about patients that have impaired quality of life and symptoms despite already receiving the basic of COPD treatment, which is the combination of LAMA and LABA. But if the patient still is symptomatic or has exacerbations, I think we need to spend more time and do a little bit more investigation into these patients to assess the underlying pathobiology. Chronic bronchitis by definition is basically nothing else than symptoms of cough and sputum production on a regular basis. But what has become very useful more recently over the last couple of years is a low threshold of performing CT scans in these patients. And we can use CT scan also to assess and differentiate patients with chronic bronchitis. And particularly those with emphysema. Emphysema is a diagnosis that can easily be done with a CT scan, but also patients with chronic bronchitis can be identified by a CT scan. They usually have airway wall thickening, sometimes have bronchiectasis. They have mucus plugs in the lower airways. So, we use the combination of medical history. We assess the patient in terms of a CT scan, and if necessary, we also look into co-morbidities performing an echo in a patient that has frequent exacerbations, has become a crucial part of the overall assessment.
Richard (09:51):
So when we've assessed them and we've defined the exacerbator phenotype in a little bit more careful way. How should we treat those people? Do you have a simple flow you follow?
Arschang Valipour (10:01):
I think that if you have exacerbations, plus eosinophilia we should prescribe ICS on top of LAMA/LABA treatment. But if some of these patients may not have eosinophilia, and for these patients, if they also have chronic bronchitis, they may qualify for roflumilast or for long-term macrolide antibiotic therapy. Obviously, patients need to be aware of any potential side effects and long-term effects that is clear. And for patients that have emphysema as the predominant phenotype, but have symptoms of dyspnea that are more or less surrogates of exacerbations, we need to think beyond pharmacological therapy and potentially provide one of those novel technologies that can be providing and alleviate the symptoms of dyspnea and hyperinflation using for instance, endoscopic lung volume reduction.
Richard (10:49):
Let's come on the slightly more tricky area for a moment which was in the past thought to be difficult, which is about asthma COPD overlap. How do you see that now in COPD?
Arschang Valipour (11:00):
I would really go back to the basics of medicine, which is taking an appropriate medical history, making sure we have enough information to assess a patient, you know, the individual patient had any history of juvenile asthma, allergies, any disease, obstructive airway disease prior to the age of 40. We also shouldn't forget, however, that there is an overlap between those patients that have asthma and COPD and those that are frequent exacerbators and have eosinophilia. And as you know, many of the studies over the last few years have focused on this specific group of patients that have the combination of COPD and frequent exacerbations with eosinophilia and/or asthma. However, we should also keep in mind that the majority of patients out there seen by the pulmonologist, however, are not within this group. Those are the non-frequent exacerbators we were talking about. And these patients do not require inhaled corticosteroids.
 Richard (11:55):
So Arschang, now we're going to come on to your major area of research interest and where you're going in the future about the non-pharmacological management of COPD and talking about phenotypes, who should I refer to you to get the best benefit from the potential of lung volume reduction surgery and lung volume reduction techniques and other interventional bronchoscopy techniques?
Arschang Valipour (12:15):
Well, if you have a patient sitting in front of you, you should think about referring a patient for further assessment and potential eligibility of lung volume reduction techniques. If the patient has evidence of severe airflow obstruction, we usually consider an FEV1 below 50% and evidence of hyperinflation using body plethysmography with a residual volume of 180% or higher. So, these are the basic lung function requirements. In addition, when we assess these patients, we want to rule out any severe comorbidities that may contribute to disease worsening, such as severe heart failure with a New York Heart Association Classification of three or higher and severe hypercapnia with a PCO2 of 50 or higher. So we are more careful in those groups that may be driven by other sort of co-morbidities and problems rather than hyperinflation due to emphysema only. And what we do, we do a CT scan in these patients. And on high resolution CT, we assess whether or not the patient has emphysema. We assess the extent and the regional distribution of emphysema. And if the patient has evidence of severe emphysema, these patients may qualify for endoscopic lung volume reduction.
Richard (13:27):
And what benefits would my patients perhaps receive from that intervention?
Arschang Valipour (13:30):
Well, we have at least one technology to offer now in clinical practice that is called endoscopic one-way valve therapy, endobronchial valve therapy is a technique that is delivering one way valves into airways that leads to the most hyperinflated parts of the lungs that are severely compromised because of emphysema. And with that specific therapy, there is evidence of lung volume reduction to an extent that is similar to surgical volume reduction. So, there's basically deflation of hyperinflated areas of the lung with the benefits that we have seen previously with surgical techniques, which is improvements in lung function, improvements in exercise capacity, as well as improvements in quality of life. The extent of reduction of the residual volume basically drives the clinical outcome. And if we have areas within the lungs that are severely hyperinflated, and if we are able to reduce the volume of these regions, other parts of the lung, which are usually work better, they have better mechanical properties, they have better ventilation profusion. These areas work better since the overinflated and hyperinflated parts of the lungs are being reduced in terms of volumes and also in terms of perfusion.
Richard (14:50):
So, this is a really important area. It's developing quite quickly and we're getting more long-term data. I know also you've been researching some newer techniques. Can you tell us about those?
Arschang Valipour (14:59):
We are currently investigating two different technologies as well. We have published first-in-man, sham-controlled randomized trials, where we have looked into safety of these technologies, but we also have some early efficacy data. The first technology would be targeted lung denervation. It's an endoscopic technique that ablates the peri-bronchial vagal innervation at the level of the main bronchi. It's during one single procedure, it's takes about 45 to 60 minutes and it's been done under general anaesthesia. Radio frequency catheter is being deployed through the working channel of the bronchoscope, and this is being placed in, within the central airways, subsequently and we can ablate basically the parabronchial innervation of the vagal nerves and the first set of results all the way up to two and three years follow up have shown that we can reduce exacerbation rates and we can also reduce symptoms of COPD. 
Arschang Valipour (16:00):
The other technique would be bronchial rheoplasty. And bronchial rheoplasty, we have just recently published in the blue journal just a few months ago, is another technique that is non-thermal and it is intended to ablate using electrical implants that are delivered to the airways again within the central airways predominantly and with evidence of regeneration of the mucosa and ablation of mucus producing cells. And for both of these techniques, we are currently assessing not only safety, but also efficacy in prospective sham controlled randomized trials. 
Richard (16:35):
Professor Valipour, thank you very much for that. For me, you've unpacked a complicated thing and made it actually quite simple, looking at exacerbator phenotype, looking at then subtypes of exacerbators and then also picking out those people who we may be able to improve further with new interventional techniques. Do you have any closing comments you'd like to make?
Arschang Valipour (16:55):
Now, I would say that the whole journey over the last 15 to 20 years was very exciting. I think what I'd like the audience to have as a take home message really is that we need to think academically when we look at patients with COPD that present to us with persistent symptoms and or recurrent exacerbations, I think we have to do our homework in this particular subgroup of patients, and then be more specific, provide tailored treatment. On the other hand, we shouldn't forget that the big majority of patients we see in true life clinical practice are stable patients that require appropriate inhaler therapy with appropriate education and training on the inhaler itself.
Richard (17:36):
In a moment I'm going to move on and talk about a new and important paper entitled ‘Regular Sustained Release Morphine for Chronic Breathlessness, a Multi-centre, Double-blind, Randomised Controlled Trial’. But first I must thank you, professor Arschang Valipour for coming and joining us today and for unpacking a complicated thing and making it really nice and simple. Arschang, thank you very much.
Arschang Valipour (17:57):
It was my pleasure. Thank you very much, Richard.
Richard (18:00):
In the last section of this podcast, I'm going to present to you a hot topic that is currently trending on social media which I think is really important, particularly in the winter, which is about how COPD patients are staying warm. Before I do that, I want to tell you all about a paper which I think is really important. It was published in Thorax in 2020, Edition 75, page 50 to 56. It's entitled, ‘Regular Sustained Release Morphine for Chronic Breathlessness, a Multi-centre Double-blind Randomised Control Trial.’ This was published by David Currow, on behalf of the Australian National Palliative Care Clinical Studies Collaborative. They asked the question, does sustained release morphine reduce breathlessness in people who have chronic disease?
Richard (18:43):
We have evidence that morphine does relieve breathlessness in people with respiratory disease. They wanted to do it in a very rigorous way, so they looked at 284 patients and gave them 20 milligrams of morphine in a sustained relief manner versus placebo. Their outcomes were visual analogue score, breathlessness scores, as well as fatigue and quality of life scores. The patients could also use PRN short acting morphine to relieve breathlessness, and this was recorded as well. So, what did they find? They found no difference in the primary and secondary end points. The use of the short acting morphine was less in the people who were receiving the sustained release morphine, as you might have expected, so perhaps there was a little bit of less breathlessness but overall this study was negative.
Richard (19:27):
Why was it negative? Well, they were mixing up different patients, patients with respiratory disease and cardiovascular disease. This was also a relatively short study it may be only seven days. They also had to change their screening criteria. They screened over 1,100 patients to receive the 284 people into the study in finality. What did they do? They looked at people initially with a modified Medical Research Council breathlessness score of three or more but reduced this down to two. The patients they allowed in with less breathlessness maybe did not have enough breathlessness to therefore see any response to the oral sustained release morphine. So, what am I going to do? I'm still going to use sustained release and also short acting morphine in my end-stage COPD patients to help them with breathlessness because there's Cochrane reviews and other studies to support it, but I'm going to keep an eye on this because this is clearly important. What I'm pleased to say though, there were no significant adverse safety signals in this study.
Richard (20:31):
So, what's been going on in the world of social media around COPD recently. Well, you may have noticed that it's winter and there's a little bit of snow around and it's cold some days. So, what should patients with COPD be doing and what are they saying? Well, they've hatched onto this keep warm, keep well this winter. We know that when the temperature drops outside below five degrees, there is a significant increase in exacerbation rate of COPD and admission rate for COPD. And if people keep their houses at 18 degrees C or above, then this risk is significantly reduced. There is a huge Twitter campaigns now, keep warm, keep safe, stay well this winter hashtag. Facebook campaigns again on keep warm and be safe or keep warm and keep well. All of these things can be searched for and are being driven by patients and by public health to actually keep people warm this winter and stop exacerbations.
Richard (21:25):
World COPD could also certainly pick this up and I'd be really keen for them to actually drive this process forward. We also know that because of COVID, people are not going outside, and people should be encouraged to go outside, keep active, but also wrap up warm and above all, keep their houses warm above 18 degrees centigrade. So, this is something that your patients may come to talk to you about and you need to be aware of and giving them the safe and important messages, which can benefit their lungs and reduce risk of exacerbations.
Richard (21:52):
Thank you for joining me today for the Medical Insider COPD podcast. I hope you've enjoyed it as much as I've enjoyed bringing it to you. And thanks again to my main speaker, Professor Arschang Valipour from Vienna. Look out for the next edition of Medical Insider COPD podcast, bringing new information directly to you, making a difference for our patients.
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