
mechanisms. Although we basically agree, we argue
that the underlying mechanism(s) motivating the use
of vasopressor(s) must be kept in mind. Increasing BP
by a pressor combination increasing the vascular tone
via different mechanisms might be correct. This
approach will work well if hypotension results mainly
from the loss of vascular tone. In this case, the
proposed approach fits well with the physiological
acute cardiovascular response. Sympathetic
stimulation, vasopressin release, and angiotensin level
increase interact synergistically to increase the
vascular tone. However, the decrease in BP in
critically ill patients results from more complex
interactive mechanisms (eg, heart failure,
hypovolemia, abnormal ventriculo-arterial coupling),
for which the pure vascular tone control might be
insufficient or dangerous. We do not share the “no
sense of a norepinephrine association with
epinephrine.” Epinephrine is the emergency hormone,
which links vascular tone, heart function, and
metabolic effects to “escape” the life-threatening
situation. Its combination with norepinephrine can be
then logical for some patients.

The second concept ("catecholamine vasopressor
support-sparing strategies") proposes the use of
“adjunctive” therapies to reduce pressor support.
Although theoretically appealing, such adjunctive
therapies are not easy to use in practice.

The last concept ("microcirculatory protection") is the
oldest but the most recently investigated in critical care.
Until now, it seemed obvious that the microcirculation
changes might be corrected by therapeutic actions
focused on macrocirculation, suggesting that
microcirculation is passively impaired. This is very
different when microcirculation is impaired by a
combination of abnormal systemic circulation associated
with pure inflammatory mechanisms at the
microcirculation level (activated adhering white cells with
microthrombosis). This situation frequently occurs in
critically ill patients and could be improved by a
combination of cardiovascular hemodynamic supports
with modulation of the inflammation-induced interaction
between endothelial cells and circulating immune cells.
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COPD

Should Diagnosis Match
Physiology?

To the Editor:

We are very grateful to Dr Vanfleteren and
colleagues1 for commenting on our data regarding
overdiagnosed COPD2 and for putting this evidence
into the framework of current understanding of the
disease. Based on the data presented on
overdiagnosis, and on prior Burden of Obstructive
Lung Disease (BOLD) observations on
underdiagnosis,3 we truly believe that our worldwide
community of pulmonary specialists could do much
better in caring for this extremely prevalent and
devastating disease.

Overall, our data indicate that for one patient with a
“matched” COPD diagnosis (ie, the presence of post-
bronchodilator airways obstruction and a positive recall
of such a diagnosis), there is always another
“mismatched,” false-positive patient with COPD. This
patient possibly experiences all the untoward
consequences, such as receiving expensive and possibly
harmful medication, and missing chances for treatment
of cardiac disease or asthma. On the contrary, for each
“known” patient with COPD who has poorly reversible
airways obstruction, there are four to five other patients
out there with yet undetected airways obstruction. Again,
we are missing opportunities in these patients for
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smoking intervention, symptom relief, and prolongation
of their lives.

Dr Vanfleteren and colleagues1 argue that the
epidemiological picture might not reflect clinical
reality, or might not be relevant for clinical practice.
Is this the case? Epidemiology is always about having
a “population-based” perspective, thus putting
observations into perspective clinicians might miss.
Only epidemiologists would, for example,
systematically measure spirometry, regardless of the
presence of symptoms, hypothesizing that signs of
early airways obstruction might be missed by some
patients.4

It has only been two decades since the Global Initiative
for Chronic Obstructive Lung Disease (GOLD) initiative
defined COPD diagnosis based on post-bronchodilator
spirometry. Are we moving away from that? We think,
yes. The later GOLD editions have put much more
emphasis on measuring symptoms and exacerbations,
moving away from the measurement of spirometry. This
move was most likely driven by results from COPD
mega trials that lung function decline cannot be changed
with COPD medication,5 and consequently all later
major COPD trials were then based on exacerbation as
the primary outcome, which was then consequently
followed by the GOLD initiative.

Fortunately, population-based evidence is moving us
back toward physiology. According to available data, we
strongly advise not only to measure spirometry but to
repeat this measurement over time.6 This approach will
be the only way to “diagnose” the presence of
progressive lung function decline and differentiate it
from airways obstruction resulting from early life injury.

Why is this so difficult? BOLD7 has proven that
measurement of spirometry is simple, easy, and can be
done anywhere at any time. However, the futuremaymove
us toward tele-spirometry anyway. In the meantime, we
make use of spirometry, and not only measure it once,
but—if in the gray zone of normality or if in doubt about
progressive disease—we repeat measurements. Although
spirometry appears simple, it is a measure of precision
medicine. Not using precise instruments will leave us with
nonprecise diagnoses and treatments.
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Hancioglu, Ismail Hanta, Sedat Kuleci, Ahmet Sinan Turkyilmaz,
Sema Umut and Turgay Unalan (Cukurova University School of
Medicine, Department of Chest Diseases, Adana, Turkey); Michael
Studnicka (PI), Torkil Dawes, Bernd Lamprecht and Lea Sator
(Paracelsus Medical University, Department of Pulmonary Medicine,
Salzburg Austria); Eric Bateman (PI), Anamika Jithoo (PI), Desiree
Adams, Edward Barnes, Jasper Freeman, Anton Hayes, Sipho
Hlengwa, Christine Johannisen, Mariana Koopman, Innocentia
Louw, Ina Ludick, Alta Olckers, Johanna Ryck and Janita Storbeck
(University of Cape Town Lung Institute, Cape Town, South Africa);
Thorarinn Gislason (PI), Bryndis Benedikdtsdottir, Kristin
Jörundsdottir, Lovisa Gudmundsdottir, Sigrun Gudmundsdottir and
Gunnar Gundmundsson (Landspitali University Hospital, Dept of
Allergy, Respiratory Medicine and Sleep, Reykjavik, Iceland); Ewa
Nizankowska-Mogilnicka (PI), Jakub Frey, Rafal Harat, Filip Mejza,
Pawel Nastalek, Andrzej Pajak, Wojciech Skucha, Andrzej Szczeklik
and Magda Twardowska (Division of Pulmonary Diseases,
Department of Medicine, Jagiellonian University School of Medicine,
Cracow, Poland); Tobias Welte (PI), Isabelle Bodemann, Henning
Geldmacher and Alexandra Schweda-Linow (Hannover Medical
School, Hannover, Germany); Amund Gulsvik (PI), Tina Endresen
and Lene Svendsen (Department of Thoracic Medicine, Institute of
Medicine, University of Bergen, Bergen, Norway); Wan C. Tan (PI)
and Wen Wang (iCapture Center for Cardiovascular and Pulmonary
Research, University of British Columbia, Vancouver, BC, Canada);
David M. Mannino (PI), John Cain, Rebecca Copeland, Dana Hazen
and Jennifer Methvin (University of Kentucky, Lexington, KY, USA);
Renato B. Dantes (PI), Lourdes Amarillo, Lakan U. Berratio, Lenora
C. Fernandez, Norberto A. Francisco, Gerard S. Garcia, Teresita S. de
Guia, Luisito F. Idolor, Sullian S. Naval, Thessa Reyes, Camilo C. Roa
Jr, Ma. Flordeliza Sanchez and Leander P. Simpao (Philippine College
of Chest Physicians, Manila, Philippines); Christine Jenkins (PI), Guy
Marks (PI), Tessa Bird, Paola Espinel, Kate Hardaker and Brett
Toelle (Woolcock Institute of Medical Research, Sydney, Australia),
Peter G.J. Burney (PI), Caron Amor, James Potts, Michael Tumilty
and Fiona McLean (National Heart and Lung Institute, Imperial
College, London, UK); E.F.M. Wouters and G.J. Wesseling
(Maastricht University Medical Center, Maastricht, the Netherlands);
[ 1 5 7 # 2 CHES T F E B R U A R Y 2 0 2 0 ]

mailto:andreas.horner@kepleruniklinikum.at
https://doi.org/10.1016/j.chest.2019.09.039


Cristina Bárbara (PI), Fátima Rodrigues, Hermínia Dias, João
Cardoso, João Almeida, Maria João Matos, Paula Simão, Moutinho
Santos and Reis Ferreira (Portuguese Society of Pneumology, Lisbon,
Portugal); Christer Janson (PI), Inga Sif Olafsdottir, Katarina Nisser,
Ulrike Spetz-Nyström, Gunilla Hägg and Gun-Marie Lund
(Department of Medical Sciences: Respiratory Medicine and
Allergology, Uppsala University, Sweden); Rain Jõgi (PI), Hendrik
Laja, Katrin Ulst, Vappu Zobel and Toomas-Julius Lill (Lung Clinic,
Tartu University Hospital, Tartu, Estonia); Parvaiz A. Koul (PI),
Sajjad Malik, Nissar A. Hakim and Umar Hafiz Khan (Sher-i-
Kashmir Institute of Medical Sciences, Srinagar, India); Rohini
Chowgule (PI), Vasant Shetye, Jonelle Raphael, Rosel Almeda,
Mahesh Tawde, Rafiq Tadvi, Sunil Katkar, Milind Kadam, Rupesh
Dhanawade and Umesh Ghurup (Indian Institute of Environmental
Medicine, Mumbai, India); Imed Harrabi (PI), Myriam Denguezli,
Zouhair Tabka, Hager Daldoul, Zaki Boukheroufa, Firas Chouikha
and Wahbi Belhaj Khalifa (Faculté de Médecine, Sousse, Tunisia);
Luisito F. Idolor (PI), Teresita S. de Guia, Norberto A. Francisco,
Camilo C. Roa, Fernando G. Ayuyao, Cecil Z. Tady, Daniel T. Tan,
Sylvia Banal-Yang, Vincent M. Balanag Jr, Maria Teresita N. Reyes
and Renato. B. Dantes (Lung Centre of the Philippines, Philippine
General Hospital, Nampicuan, Philippines); Sanjay Juvekar (PI),
Siddhi Hirve, Somnath Sambhudas, Bharat Chaidhary, Meera Tambe,
Savita Pingale, Arati Umap, Archana Umap, Nitin Shelar, Sampada
Devchakke, Sharda Chaudhary, Suvarna Bondre, Savita Walke,
Ashleshsa Gawhane, Anil Sapkal, Rupali Argade and Vijay Gaikwad
(Vadu HDSS, KEM Hospital Research Centre Pune, Pune, India);
Sundeep Salvi (PI), Bill Brashier, Jyoti Londhe and Sapna Madas
(Chest Research Foundation, Pune, India); Daniel Obaseki (PI),
Gregory Erhabor, Olayemi Awopeju and Olufemi Adewole (Obafemi
Awolowo University, Ile-Ife, Nigeria).
References
1. Vanfleteren L, Andersson AE, Fabbri LM. COPD: what’s in a name?:

mismatch of diagnostic labels and required physiologic features.
Chest. 2019;156(2):195-196.

2. Sator L, Horner A, Studnicka M, et al. Overdiagnosis of COPD in
subjects with unobstructed spirometry: a BOLD analysis. Chest.
2019;156(2):277-288.

3. Lamprecht B, Soriano JB, Studnicka M, et al. Determinants of
underdiagnosis of COPD in national and international surveys. Chest.
2015;148(4):971-985.

4. Woodruff PG, Barr RG, Bleecker E, et al. Clinical significance of
symptoms in smokers with preserved pulmonary function. N Engl J
Med. 2016;374(19):1811-1821.

5. Vanfleteren L, Fabbri LM, Papi A, Petruzzelli S, Celli B. Triple therapy
(ICS/LABA/LAMA) in COPD: time for a reappraisal. Int J Chron
Obstruct Pulmon Dis. 2018;13:3971-3981.

6. Lange P, Celli B, Agusti A, et al. Lung-function trajectories leading to
chronic obstructive pulmonarydisease.NEngl JMed. 2015;373(2):111-122.

7. Buist AS, McBurnie MA, Vollmer WM, et al. International variation
in the prevalence of COPD (the BOLD study): a population-based
prevalence study. Lancet. 2007;370(9589):741-750.
Response

To the Editor:

We thank Dr Studnicka and colleagues for taking the
time to comment on our editorial,1 and overall we agree
on everything they have written. More specifically, we
underline the importance of high-quality spirometry in
establishing a correct diagnosis of COPD in
symptomatic patients at risk. Indeed, spirometry must
be measured to make the initial diagnosis and
assessment of severity, the latter being useful for
chestjournal.org
prognostication, as always recommended by the Global
Initiative for Chronic Obstructive Lung Disease
document (including the last version).2

We also agree with Dr Studnicka and colleagues that we
must be careful in interpreting a self-reported
heterogeneously defined clinical physician’s diagnosis of
COPD in the context of a general population
epidemiological study. Their study clearly confirmed
that spirometry is essential for diagnosis and to avoid
overdiagnosis. However, we still believe that
epidemiological studies have purposes different from
clinical studies, with a much larger degree of freedom in
selecting the subjects to study without the responsibility
of then identifying whom to treat. Dr Studnicka and
colleagues state that basing the diagnosis of COPD on
spirometry results in the detection of many more
subjects with COPD. However, spirometry simply
identifies subjects with airflow limitation, not patients
with COPD. For a COPD diagnosis, symptoms and
exposure to smoking or pollutants are required together
with persistent airflow limitation. In this respect, we
stated that epidemiologic studies are not necessarily
relevant for clinical practice. Indeed, if airflow limitation
is identified and the patient is asymptomatic or has no
risk of exacerbations, we should not treat the individual.
Similarly, if airflow limitation is present in a nonsmoker
together or not with chronic respiratory symptoms, we
should not prescribe any treatment, because no
randomized controlled trials have ever been conducted
in these subjects.

Having said that, spirometry is mandatory for
confirmation of the diagnosis of COPD in symptomatic
individuals with a significant history of smoking and/or
exposure to pollutants. It also has a critical role in
excluding the diagnosis in symptomatic individuals with
a significant history of smoking and/or exposure to
pollutants but normal or restricted spirometry; this was
nicely shown and discussed in the article of Sator et al.3

In addition, we agree with Dr Studnicka and colleagues
that it is wise to repeat spirometry over time, not only
because results may vary over time, making the
diagnosis problematic,4 but also to identify fast
decliners, particularly if they have a history of frequent
exacerbations.5

Lowie E. G. W. Vanfleteren, MD, PhD

Leonardo M. Fabbri, MD, FCCP

Gothenburg, Sweden
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