
COPD+OSA: can two bad
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COPD and obstructive sleep apnoea
(OSA), two highly prevalent disorders,1

are both associated with substantial
sleep-related hypoventilation.2 Sleep-
related hypoventilation in these patients is
of greater magnitude than that recorded
in healthy subjects. These observations
raise the possibility that patients concur-
rently affected by COPD and OSA, also
known as overlap syndrome, may
develop worse sleep-related hypoventila-
tion than patients with COPD or OSA
alone. When sufficiently severe,
sleep-related hypoventilation can reset
the chemoreceptor threshold with result-
ant daytime hypercapnia.3 This (hypo-
thetical) chain of events could explain
why, despite less severe airway obstruc-
tion, the prevalence of daytime hypercap-
nia in patients with overlap syndrome is
greater than that in patients with COPD4

or OSA alone.5 More profound hyper-
capnia and nocturnal hypoxaemia might
also explain the reported increase in mor-
tality in overlap syndrome compared
with COPD.6

He et al7 advance our understanding of
the mechanisms of sleep-related hypoven-
tilation in overlap syndrome. Specifically,
and for the first time, the investigators
compare the neural respiratory drive and
ventilation during non-rapid eye move-
ment (NREM) sleep in overlap syndrome
against drive and ventilation in COPD
alone, OSA alone and in healthy subjects.
Neural respiratory drive was quantified
as the amplitude of the diaphragm ele-
ctromyogram signal (EMGdi) recorded
with oesophageal electrodes.8 To assess
upper airway resistance, the investigators
computed the ratio of tidal volume to
EMGdi.

9

As expected, minute ventilation during
sleep decreased in all participants: 10% in
healthy subjects, 24% in COPD, 21% in
OSA and ‘only’ 27% in patients with

overlap syndrome. This lack of synergy
between COPD and OSA in worsening
sleep hypoventilation resulted from the
unique response of neural respiratory
drive in the three groups: drive during
sleep decreased in COPD, increased in
OSA, and it remained similar to the wake
drive (did not decrease) in overlap
syndrome.
The findings of He et al7 raise several

questions. Why does neural drive during
sleep behave differently in the three clin-
ical conditions? What are the immediate
physiological consequences? And, what
are the clinical implications?
In patients with COPD, neural drive

decreases by 20%–30% during NREM
sleep7 9 and by about 50% during REM
sleep.9 Elevated drive during wakeful-
ness9 10 along with sleep-related reduction
in hypercapnic chemosensitivity11 under-
pin this decrease in drive during sleep in
COPD.9 10 In patients with OSA,
increased drive during sleep is a physio-
logical response to increased upper airway
resistance.7 12 As for patients with overlap
syndrome, the data of He et al7 suggest
that the COPD-associated decrease in
drive is cancelled out by the
OSA-associated increase in it.7 The result
is that in patients with overlap syndrome,
neural drive during sleep is as high as that
recorded during sleep in OSA, yet of the
same magnitude recorded during wakeful-
ness in COPD.7 Based on these findings,
the authors suggest that OSA is protective
against sleep-related hypoventilation in
COPD.
In support of this assertion is the

finding that values of end tidal carbon
dioxide (ETCO2) during sleep in the
overlap syndrome group were identical to
the ETCO2 values recorded during wake-
fulness: 4.7±0.7% and 4.7±0.8%,
respectively. Despite the stability in
respiratory drive as measured by EMGdi,
it remains difficult to reconcile this
unchanged ETCO2 with the 24% decrease
in tidal volume and 27% decrease in
minute ventilation recorded during sleep
in the overlap group. Similarly, surprising
is the equivalent ETCO2 during NREM
sleep in patients with overlap syndrome
(4.7±0.8%) and with OSA alone (4.6
±0.9%). These unexpected results raise
two non-mutually exclusive possibilities:

either the recordings of ETCO2 did not
accurately reflect the arterial partial pres-
sure of CO2 (PaCO2), or upper airway
obstruction during sleep was less severe in
patients with overlap syndrome than that
with OSA alone. In support of the first
possibility is the presumably higher
physiological dead space in patients with
overlap syndrome than that in patients
with OSA. In support of the second possi-
bility is the greater sleep-related increase
in upper airway resistance in OSA (40%
increase) compared with overlap syn-
drome (20% increase), and the lower
nadir in oxygen saturation in OSA (85.3
±8.7%) compared with overlap syndrome
(90.0±3.9%). In addition, despite the
equivalent apnoea hypopnoea index (AHI)
in the two groups, most of these events
were hypopnoeas rather than apnoeas in
the overlap syndrome group (16.3±7.5/
hour vs 4.2±11.3/hour, respectively) and
apnoeas in the OSA group (8.9±6.1/hour
vs 16.7±18.9/hour, respectively).

The modest severity of upper airway
obstruction in patients with overlap syn-
drome may also explain why daytime
ETCO2 in these patients was not higher
than the ETCO2 in patients with COPD—

as it would have been otherwise
expected.4 This observation must be taken
with great caution because the severity of
lower airway obstruction (eg, FEV1% pre-
dicted) was greater in the COPD group
than the overlap group, and because the
investigators did not report PaCO2 values
in the study.

The detailed results of He et al7 high-
light two glaring and related deficiencies
in our understanding of overlap syn-
drome. First, as above, overlap syndrome
itself is a mix of two heterogeneous disor-
ders: COPD and OSA. Patients with
COPD and similar degrees of airflow
obstruction can demonstrate distinctive
phenotypes, each with unique prognostic
ramifications.13 Similarly, patients with
OSA may have similar AHIs, but may
have very different clinical presentations
and disease sequelae. What is more,
because the measurement of hypopnoeas
is based on oxygen desaturation, the
degree of lung disease can influence the
number of respiratory events (which
might contribute to the apparently high
prevalence of OSA in chronic lung
diseases).14 15

Second, very little is known about the
implied chain of events mentioned above:
how nocturnal hypoventilation leads to
daytime, chronic hypoventilation? What is
the importance of nocturnal hypoventila-
tion? What are the other risk factors that
predispose to chronic hypoventilation?

1Loyola University of Chicago Stritch School of
Medicine, Maywood, Illinois, USA; 2Edward Hines, Jr.
Veterans Affairs Hospital, Hines, Illinois, USA; 3Division
of Pulmonary, Critical Care and Sleep Medicine,
University of California San Diego, La Jolla, California,
USA

Correspondence to Dr Franco Laghi, Division of
Pulmonary and Critical Care Medicine, Edward Hines,
Jr. VA Hospital (111N), 5th Avenue and Roosevelt
Road, Hines, IL 60141, USA; flaghi@lumc.edu

204 Laghi F, Owens RL. Thorax March 2017 Vol 72 No 3

Editorial
 on A

pril 9, 2024 by guest. P
rotected by copyright.

http://thorax.bm
j.com

/
T

horax: first published as 10.1136/thoraxjnl-2016-209569 on 23 D
ecem

ber 2016. D
ow

nloaded from
 

https://www.brit-thoracic.org.uk/
http://thorax.bmj.com/
http://thorax.bmj.com/


Despite the stated limitations, and the
fact that the investigation was conducted
in only one ethnic group, the results of
He et al7 have real-world implications.
They suggest that the first-line treatment
of sleep-related hypoventilation in patients
with overlap syndrome should be non-
invasive positive-pressure ventilation
rather than CPAP—a strategy that, never-
theless, has already been associated with
decreased mortality in these patients.16 17

The (theoretical) superiority of non-
invasive positive-pressure ventilation over
CPAP is supported by the observations of
Becker et al18 who applied CPAP in
patients with COPD to minimise the
effects of upper airway resistance and
reported that sleep-related hypoventilation
was still evident. Non-invasive positive-
pressure ventilation for patients with
overlap syndrome would require substan-
tially more cost than CPAP alone, and
would require that physicians focus on the
adherence and normalisation of PaCO2.

The question now is to demonstrate
whether non-invasive positive-pressure
ventilation, when compared with CPAP,
has a positive impact on clinical out-
comes, particularly in patients with
overlap syndrome without hypercap-
nia.5 19 COPD exacerbations are common
in patients with overlap syndrome.6

Accordingly, an additional challenge will
be to demonstrate whether the modula-
tion of respiratory drive in overlap syn-
drome during exacerbations follows the
same ‘virtuous’ synergy recorded during
clinical stability.7 Finally, it will be helpful
to move beyond the concept of a single,
homogenous overlap syndrome (eg, severe
OSA with mild COPD, or vice versa) and
recognise the heterogeneity of the dis-
order. All of these are particularly urgent
because overlap syndrome is common,
and also because the worldwide preva-
lence of its proximal culprits, COPD and
OSA, is on the rise.20

Contributors Both authors confirm that they have
fulfilled the following criteria: substantial contribution to
the conception of the editorial and drafting and revising
it critically for important intellectual content and final
approval of the version to be published. Both authors
agree to be accountable for all aspects of the editorial.

Funding VA Research Service.

Competing interests FL’s research laboratory has
received research grants from the National Institutes of
Health, VA Research Service, Liberate Medical LLC, and
the National Science Foundation. RLO’s research
laboratory has received research grants from the
National Institutes of Health. In addition, RLO has
received honoraria and travel reimbursement from
ResMed and Itamar Medical (each <$5000).

Provenance and peer review Commissioned;
internally peer reviewed.

To cite Laghi F, Owens RL. Thorax 2017;72:204–205.

Published Online First 23 December 2016

▸ http://dx.doi.org/10.1136/thoraxjnl-2016-208467

Thorax 2017;72:204–205.
doi:10.1136/thoraxjnl-2016-209569

REFERENCES
1 Sanders MH, Newman AB, Haggerty CL, et al. Sleep

and sleep-disordered breathing in adults with
predominantly mild obstructive airway disease. Am
J Respir Crit Care Med 2003;167:7–14.

2 Owens RL, Malhotra A. Sleep-disordered breathing
and COPD: the overlap syndrome. Respir Care
2010;55:1333–44.

3 Dellborg C, Olofson J, Hamnegård CH, et al.
Ventilatory response to CO2 re-breathing before and
after nocturnal nasal intermittent positive pressure
ventilation in patients with chronic alveolar
hypoventilation. Respir Med 2000;94:1154–60.

4 Resta O, Foschino Barbaro MP, Brindicci C, et al.
Hypercapnia in overlap syndrome: possible
determinant factors. Sleep Breath 2002;6:11–18.

5 Chaouat A, Weitzenblum E, Krieger J, et al.
Association of chronic obstructive pulmonary disease
and sleep apnea syndrome. Am J Respir Crit Care
Med 1995;151:82–6.

6 Marin JM, Soriano JB, Carrizo SJ, et al. Outcomes
in patients with chronic obstructive pulmonary
disease and obstructive sleep apnea: the overlap
syndrome. Am J Respir Crit Care Med
2010;182:325–31.

7 He BT, Lu G, Xiao SC, et al. Coexistence of OSA may
compensate for sleep related reduction in neural
respiratory drive in patients with COPD. Thorax
2017;72:256–62.

8 Laghi F, Shaikh HS, Morales D, et al. Diaphragmatic
neuromechanical coupling and mechanisms of
hypercapnia during inspiratory loading. Respir Physiol
Neurobiol 2014;198:32–41.

9 Luo YM, He BT, Wu YX, et al. Neural respiratory
drive and ventilation in patients with chronic
obstructive pulmonary disease during sleep. Am
J Respir Crit Care Med 2014;90:227–9.

10 Jolley CJ, Luo YM, Steier J, et al. Neural respiratory
drive in healthy subjects and in COPD. Eur Respir J
2009;33:289–97.

11 Jen R, Li Y, Owens RL, et al. Sleep in chronic
obstructive pulmonary disease: evidence gaps and
challenges. Can Respir J 2016;2016:7947198.

12 Luo YM, Wu HD, Tang J, et al. Neural respiratory
drive during apnoeic events in obstructive sleep
apnoea. Eur Respir J 2008;31:650–7.

13 Friedlander AL, Lynch D, Dyar LA, et al. Phenotypes
of chronic obstructive pulmonary disease. COPD
2007;4:355–84.

14 Soler X, Gaio E, Powell FL, et al. High prevalence of
obstructive sleep apnea in patients with moderate to
severe chronic obstructive pulmonary disease. Ann
Am Thorac Soc 2015;12:1219–25.

15 Pihtili A, Bingol Z, Kiyan E, et al. Obstructive sleep
apnea is common in patients with interstitial lung
disease. Sleep Breath 2013;17:1281–8.

16 Stanchina ML, Welicky LM, Donat W, et al. Impact
of CPAP use and age on mortality in patients
with combined COPD and obstructive sleep apnea:
the overlap syndrome. J Clin Sleep Med 2013;9:
767–72.

17 Machado MC, Vollmer WM, Togeiro SM, et al. CPAP
and survival in moderate-to-severe obstructive sleep
apnoea syndrome and hypoxaemic COPD. Eur Respir
J 2010;35:132–7.

18 Becker HF, Piper AJ, Flynn WE, et al. Breathing
during sleep in patients with nocturnal desaturation.
Am J Respir Crit Care Med 1999;159:112–18.

19 Toraldo DM, De NF, Nicolardi G. Fixed-pressure
nCPAP in patients with obstructive sleep apnea
(OSA) syndrome and chronic obstructive pulmonary
disease (COPD): a 24-month follow-up study. Sleep
Breath 2010;14:115–23.

20 Marin JM, Carrizo SJ. Overlap syndrome of sleep and
breathing disorders. In: Kryger M, Roth T, Dement
WC, eds. Principles and practice of sleep medicine.
Philadelphia: Elsevier, 2016:1179–88.

Laghi F, Owens RL. Thorax March 2017 Vol 72 No 3 205

Editorial
 on A

pril 9, 2024 by guest. P
rotected by copyright.

http://thorax.bm
j.com

/
T

horax: first published as 10.1136/thoraxjnl-2016-209569 on 23 D
ecem

ber 2016. D
ow

nloaded from
 

http://crossmark.crossref.org/dialog/?doi=10.1136/thoraxjnl-2016-209569&domain=pdf&date_stamp=2016-12-23
http://dx.doi.org/10.1136/thoraxjnl-2016-208467
http://dx.doi.org/10.1164/rccm.2203046
http://dx.doi.org/10.1164/rccm.2203046
http://dx.doi.org/10.1053/rmed.2000.0921
http://dx.doi.org/10.1007/s11325-002-0011-6
http://dx.doi.org/10.1164/ajrccm.151.1.7812577
http://dx.doi.org/10.1164/ajrccm.151.1.7812577
http://dx.doi.org/10.1164/rccm.200912-1869OC
http://dx.doi.org/10.1136/thoraxjnl-2016-208467
http://dx.doi.org/10.1016/j.resp.2014.03.004
http://dx.doi.org/10.1016/j.resp.2014.03.004
http://dx.doi.org/10.1164/rccm.201402-0302LE
http://dx.doi.org/10.1164/rccm.201402-0302LE
http://dx.doi.org/10.1183/09031936.00093408
http://dx.doi.org/10.1155/2016/7947198
http://dx.doi.org/10.1183/09031936.00049907
http://dx.doi.org/10.1080/15412550701629663
http://dx.doi.org/10.1513/AnnalsATS.201407-336OC
http://dx.doi.org/10.1513/AnnalsATS.201407-336OC
http://dx.doi.org/10.1007/s11325-013-0834-3
http://dx.doi.org/10.5664/jcsm.2916
http://dx.doi.org/10.1183/09031936.00192008
http://dx.doi.org/10.1183/09031936.00192008
http://dx.doi.org/10.1164/ajrccm.159.1.9803037
http://dx.doi.org/10.1007/s11325-009-0291-1
http://dx.doi.org/10.1007/s11325-009-0291-1
http://thorax.bmj.com/

	COPD+OSA: can two bad  things be good for you?
	References


