	



Podcast 3
 ATS guidelines in COPD: When is one therapy not enough?
Richard (00:04):
This podcast is intended for healthcare professionals outside the United Kingdom only.
Richard (00:23):
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. 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 also the Editor in Chief of the International Journal of COPD. It's a great pleasure for me to be your moderating host for this season of Medical Insider COPD podcast series. I'm here to bring news insights in COPD, right from the source directly to you.
Richard (00:57):
Thank you for joining us today. Be sure to subscribe and follow Medical Insider COPD to ensure that you do not miss any of the exciting podcasts in this series. Today, we'll delve into a publication we believe is worth reading, especially looking at the role of patients in selecting which inhalers is best for them. We're also going to look at an emerging, exciting topic from social media, particularly focusing on air pollution and maybe the impact of COVID on this. But first I'm proud and excited to introduce today's guest, who'll be here with me to discuss the new ATS guidelines on management of COPD. Professor Michael Dreher. Welcome Michael.
Michael (01:31):
[bookmark: _GoBack]Hi.
Richard (01:31):
So Michael, tell the audience a little bit about yourself.
Michael (01:34):
I would love to. Hi everybody. My name is Michael Dreher. I'm a respiratory pulmonologist from Germany. I am Head of the Department of Pneumology and Intensive Care Medicine at the University Hospital in Aachen, Germany. My scientific interest is related to COPD and it is a great pleasure for me to be here together with you, Richard, and talk about the new ATS guidelines in COPD.
Richard (01:57):
Excellent. I'm very much looking forward to this today and spending some time with you. So before we start particularly talking about this guideline, why do you think we really need guidelines? And what role do they play in how we manage diseases such as COPD?
Michael (02:09):
I think this is a good question, Richard, and first of all, it is important to remember that COPD is one of the major leading diseases worldwide regarding morbidity and mortality. With this in mind, I definitely think we need to provide clinicians with standardized guidelines on the treatment of COPD. This assures us that we provide the best medicine for an individual patient, and we came away from treating every patient with the same drug combination towards a more personalized medicine. I think we will talk later in this podcast, for example, about if or not to use an inhaled corticosteroid, which is a perfect example towards an individualized treatment approach.
Richard (02:52):
I found this guideline interesting and easy to read. It's clearly evidence-based with evidence that’s been appraised, rated then graded, but also the recommendations it makes are very practical in their approach. Can you tell us a bit about that?
Michael (03:07):
Of course, maybe first of all, I would like to point out what we are talking about and how the guideline is called, because I think this is important as well. So we are talking about the pharmacologic management of chronic obstructive pulmonary disease, which is an official American Thoracic Society clinical practice guideline. And as you already said, the clinical practice guideline differentiate between different recommendations. For example, it differentiates between strong and conditional recommendation. And for clinicians, strong recommendation implies that it is reasonable to recommend it strongly to patients and caregivers. Whereas a conditional recommendation means slow down, think about it and discuss it with the patient.
Richard (03:52):
I think that's really important. I also think that's very interesting because we all have to remember that guidelines are not protocols, but by giving us a statements of strength that helps us make the better decisions for our patients. But also as you've said in the conditional recommendations, it should make us think, and I love it when guidelines make us think and actually think about the individual patient in front of us.
Michael (04:15):
I absolutely agree. And as I said before, we have gained a lot of evidence regarding individualized treatment options in COPD in line with a better understanding of different COPD phenotypes. To make another example, we have treatment options like long-term oxygen therapy or non-invasive ventilation, which are also reducing morbidity and mortality in a well selected subgroup of COPD patients. And therefore we have to make individualized decisions when thinking about treating COPD.
Richard (04:46):
And not all these treatments are for everybody. Okay. So let's unpack some of the detail from this guideline. Again, I particularly liked it because they asked six real life important questions. One of the questions was, what we do, is dual bronchodilator therapy better than mono bronchodilator therapy in COPD. What did you recommend?
Michael (05:07):
I think it's relatively clear regarding the literature that two bronchodilators compared to one are more effective in improving symptoms, mainly dyspnoea as well as exercise capacity, quality of life and rescue medication, for example. And the ATS guideline gives a strong recommendation for the use of LABA/LAMA combination therapy over LABA or LAMA monotherapy in patients with COPD and dyspnoea or exercise intolerance. And this is the only strong recommendation in this guideline, reflecting the very good scientific evidence. There has been a statistically significant decrease in exacerbations and hospital admissions among patients receiving dual therapy, as opposed to monotherapy, which was found by the expert panel in this ATS guideline. And in addition, a statistically significant improvement in dyspnoea and quality of life with dual therapy was found as well.
Richard (06:04):
Another aspect that you considered in this guideline, as well as efficacy was safety. What did the guideline conclude on safety with regards to dual therapy versus monotherapy?
Michael (06:15):
The studies which influence this recommendation revealed no significant difference in risk of treatment related adverse events with dual therapy versus monotherapy.
Richard (06:28):
So that's reassuring for us as well. Another important question that we all ask ourselves is when should we use triple therapy, so adding inhaled steroids to dual bronchodilators. We made a strong recommendation now for dual bronchodilators. So when should we add triple therapy or inhaled corticosteroids to this dual bronchodilator therapy?
Michael (06:48):
Well, three questions or three answers are addressed in this guideline regarding inhaled corticosteroid. Number three deals with ICS withdrawal. I think we will talk about this later. And number two, and number four of the recommendation are in fact talking about when to use an ICS in addition to bronchodilators.
Michael (07:12):
So the guideline gives a conditional recommendation for the use of triple therapy with inhaled corticosteroids over dual therapy with LABA/LAMA in patients with COPD and dyspnoea or exercise intolerance who have experienced one or more exacerbations in the past year.
Michael (07:31):
And in addition, no recommendation was given for or against ICS as an additive therapy to long acting bronchodilators in patients with COPD and blood eosinophilia, except for those patients again, with a history of one or more exacerbations in the past year. And this can be translated into, it cannot be recommended to use an ICS on the basis of blood eosinophilia alone. Taking together the two recommendations regarding the use of an ICS, triple therapy should be mainly prescribed in patients with the combination of an exacerbation history and elevated eosinophil count in the blood, which was defined in this ATS guideline as more than 2% of blood eosinophils or higher than 150 cells.
Richard (08:19):
In this aspect of the guideline, looking at inhaled steroids when added to other therapies, were there any safety concerns raised or how was the safety issue dealt with?
Michael (08:27):
That's a good question. And there is a significantly increased risk of pneumonia with triple therapy as compared with dual therapy. And we have to take this into account. In addition, we also know from several analysis that long-term use of ICS can be associated, for example, with diseases like osteoporosis and infections. It has recently been shown for example, that ICS treatment is associated with increased risk of infection with non-tuberculosis mycobacterium. On the other hand, there is new data coming out of Germany from the DACCORD registry being presented at this year's ERS. And it has been shown that ICS use is on a long-term basis associated with an increased risk of osteoporosis. This is not surprising you can say, but what is new and has been proven for the first time, as far as I remember is the fact that it has been shown that this is irrespective of the use of systemic steroids.
Richard (09:25):
So what you're really saying is coming back because this is a conditional recommendation, not a strong one that we need to assess the risk benefits for our individual patients based upon the exacerbation history, exacerbation risk, risk of side effects from medication long-term and also the blood eosinophils?
Michael (09:43):
Absolutely right. We are, again, coming back to the point that we have to make individualized decisions and we have to talk to our patient and explain to the patient and the GP, for example, what kind of treatment strategy we use in this specific COPD patient.
Richard (10:00):
So the other question that was raised about inhaled corticosteroids was about when inhaled corticosteroids can actually be withdrawn. And we obviously have some studies such as the SUNSET study and the WISDOM study, which have previously looked at that critically. What did the ATS guidelines recommend with regards to steroid withdrawal?
Michael (10:19):
The ATS guideline recommends that there is a conditional recommendation for ICS withdrawal for patients with COPD receiving triple therapy if the patient has had no exacerbation in the past year. And this recommendation is based on two available, randomized control trials, which you have already mentioned, showing withdrawal of ICS was not associated with a statistically significant difference in risk of pneumonia, all-cause mortality or risk of COPD exacerbation. And one of the two studies you have mentioned was the SUNSET trial. And maybe I can comment on this trial a bit more because I like this study very much. The SUNSET study randomized patients with moderate or severe COPD using triple therapy and no more than one exacerbation in the past year. And they investigated if discontinuation of the ICS was feasible and not associated with an increase in exacerbations compared to a group which stayed on triple therapy.
Michael (11:19):
And this design reflects my way of stopping ICS in COPD patients like I did before the SUNSET study came out. If I had a COPD patient on triple therapy with moderate or severe COPD, and no exacerbation history, I discussed with my patient the possibility to stop the ICS treatment. And the SUNSET study has shown that the discontinuation of the ICS was not associated with an increase of exacerbations in this specific COPD cohort. However, if you look into the subgroup analysis of this study, you can see that there is one specific group where exacerbation rate was increased when the ICS was stopped. And these were the ones with eosinophil counts in the blood higher than 300 cells.
We are coming away from having a strict protocol, how to treat COPD patients towards a more, I would say personalized medicine with regard to phenotypes, but also with regard to working diagnosis, to see if the treatment strategy is effective, to change it and maybe to change the protocol once again.
Richard (12:25):
I think the other thing that's exciting is an opportunity of when we do change therapy for an individual patient, we get the opportunity to look at again, inhaler technique. The actual inhaler we're giving, maybe also the drugs we're giving, which may have different outcomes for different patients. And then also, as you already mentioned, other things, not forgetting reassessing the role of pulmonary rehabilitation, oxygen therapy and other things which may make a difference to that patient other than just inhaled therapies.
Michael (12:53):
I absolutely agree. By adjusting the treatment, we might see our patient a bit more often. And by seeing the patient more often, you might think about other treatment options you discuss with the patient and the GP about different treatment strategies. And this at the end of the day might improve the overall treatment.
Richard (13:14):
Now there were two other questions which were raised in this guideline, one dealing with oral steroids and one dealing with opiate therapy, quite different and also quite controversial. So let's deal with the oral steroid question first. What did the guidelines say about the use of oral steroids in COPD?
Michael (13:29):
The ATS guideline made a conditional recommendation against the use of maintenance oral corticosteroids in patients with COPD and a history of severe and frequent exacerbations. And this was due to the fact that there was an increased risk of adverse events with oral steroid use versus no oral steroid use without a benefit of oral steroids regarding mortality, exacerbation frequency and dyspnoea. However, we have to be aware that this recommendation was based on randomized control trials that had a small sample size, small numbers of events and short durations.
Richard (14:07):
But we all know, and you're absolutely correct. Long-term oral steroid therapies are extremely deleterious to our older population, particularly from the osteoporosis, diabetes and skin effects of oral steroids. So I agree with this. I think we should be very, very cautious how we use oral steroids because of those effects.
Michael (14:24):
I absolutely agree. Yes.
Richard (14:27):
So the other aspect, I was actually very pleased that they looked at was the role of opiate therapy to relieve breathlessness in advanced COPD. That was quite controversial I suspect given the opiate crisis that we have in the world to a degree, but what did the guidelines say?
Michael (14:43):
Again, there is a conditional recommendation for opioid based therapy in patients with COPD who experienced advanced refractory dyspnoea despite otherwise optimal therapy. And this was due to the fact that there was a statistically and clinically meaningful improvement in dyspnoea with opioid treatment. Of course, you have to be aware about the risk of uncertain harms like exacerbations, hospitalizations, falls or overdoses, especially hypercapnia should be taken into account. We are talking about the end stage COPD patient, the very severe COPD patient perceiving dyspnoea despite an optimal treatment. And there you have to talk about comorbidities, psychological disorders. You have to talk or think about respiratory insufficiencies. So it's a lot of different aspects you have to take into account, discuss with your patient and think about before starting opioid treatment in such a patient.
Richard (15:47):
So I certainly found this guideline very approachable, very easy to read. And also I think some of the recommendations certainly can be applied to ordinary clinical practice. They're easy to understand. So before we move on to the next section of the podcast, perhaps you could summarize for us the brief findings of this ATS clinical guideline.
Michael (16:08):
Yes, I would love to. I think the ATS guideline is very practical and it tells us how to choose the best pharmacologic treatment for our COPD patients. There is a strong recommendation due to the best available evidence for the use of two bronchodilators instead of one in patients with COPD and dyspnoea or exercise intolerance. With regard to the addition of inhaled corticosteroids, there is a conditional recommendation for patients with a history of exacerbation and elevated blood eosinophils. What I like very much also it is again only conditional is the recommendation against the use of maintenance oral corticosteroids in patients with COPD and a history of severe and frequent exacerbations. Finally, we should think about the use of opioid based therapy in patients with COPD, who experience advanced refractory dyspnoea, despite otherwise optimal therapy. I think that these simple recommendations guide us very well and pragmatics through the different currently available treatment options for COPD.
Richard (17:18):
Just before I now come to the second section of the podcast, which is the review of the publication on inhalers, I have to thank Michael very much for your review and updating us with regards to these new ATS clinical guidelines. Thank you so much. I've really enjoyed spending time chatting with you. And I look forward to working with you again soon. Thank you indeed.
Michael (17:36):
Thank you, Richard.
Richard (17:43):
Now we move on to the podcast section, which looks at new and exciting papers published in the world of COPD research. A paper which has grasped my attention in the last couple of weeks has been one published by Tervonen et al. in the current issue of Thorax, that’s Thorax, volume 75, issue 9, page 735 to 743. It's entitled, “Maintenance inhaler therapy preferences of patients with asthma or COPD, a discrete choice experiment”. So this grasped my interest because it's about patients and it's about what patients want and what these researchers did was a thing called the discrete choice experiment, which is a methodology which looks at patient choices and also assigns weights to them.
Richard (18:23):
So you can actually compare choices and compare trade offs, such that a patient would trade off, perhaps a easier to hold inhaler versus one that I have to take twice a day. So this will help us actually design and select inhalers for our patients. This group looked at over a thousand COPD patients and 800 asthmatics and looked at the things that they wanted from their inhalers and from their treatments.
Richard (18:47):
So what did they find? They found that both for asthma and COPD, the patients were very similar with their choices. The speed of onset of therapy was the most prized attribute from a treatment, but also they wanted to decrease exacerbation rate. Interestingly, if you then look at the trade offs, patients were prepared to accept a slower onset of therapy if side effects were reduced, particularly side effects of inhaled corticosteroids, and that would be pneumonia and osteopenia was actually mentioned by the patients.
Richard (19:18):
Convenience factors, such as MDI versus DPI or multi dosing versus single dosing, once daily versus twice daily was mentioned and was significant for patients, but not as much as efficacy of the medication and delivery of the drug. If we actually get this right, and patients want to use their drugs and the drugs work for them effectively, then they'll obviously use the drugs more and they'll adhere better to therapy and get better outcomes.
Richard (19:42):
So this paper is interesting and well-worth a quick read. So now in the final part of this podcast today, we're going to talk about the hot topic for our COPD patients and for us. We're going to talk now about air pollution. The exposome, this is an extremely important topic for the whole world, but particularly for our COPD patients, because air pollution has a particular impact on their lung health and risk of exacerbations.
Richard (20:10):
Did you know that it was World Clean Air Day on September the 7th? September the 7th was chosen because it's estimated that 7 million premature deaths occur every year globally because of poor air quality. There has been a huge investment in this now, particularly in European Union by the Horizon 2020 program
Richard (20:28):
There has been an impact of COVID on clean air. It's felt that actually, unfortunately, the COVID crisis and lockdown won't affect climate change very much, but transiently we certainly all saw change in our air quality, 25% reduction in emissions in China's carbon. There was a 50% reduction in their emissions of nitrogen oxide. Air pollution in India was significantly reduced. Water quality in Venice improved. And there was a massive increase in fish biomass and in the United Kingdom, 85% more people started using their bicycles regularly, which is absolutely fantastic. And this has led to major programs or investments in bike paths in Paris, London, and throughout Europe.
Richard (21:10):
So air quality is important. It's trending on #COPD, #air pollution, and it is important thing for the world for us to take forward, to improve our quality of life, improve our health and reduce unnecessary deaths.
Richard (21:25):
Thank you for joining me today on this podcast. I particularly enjoy doing it and I want to thank my guest professor Michael Dreher. Again, thank you for helping us unpack the ATS new guidance on treatments for COPD, and I'm looking forward to the next podcast and I hope you can join us. Please look out for it. And please, if you've enjoyed this podcast, subscribe to our series.
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