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Comparison of the association with sleep
apnoea of obesity versus insulin resistance

To the Editor:

Obesity is considered to be both a risk factor for the development of obstructive sleep apnoea (OSA), and
a contributor to the abnormal sleep patterns that characterise this syndrome [1]. Obesity is also associated
with insulin resistance [2]. These two phenomena may be unrelated, and represent two untoward effects of
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excess adiposity. However, the situation is complicated given the apparent association between OSA and
insulin resistance [3]. The current study represents an effort to clarify the complex relationships among
obesity, OSA, and insulin resistance by defining the extent to which the physiological abnormalities in
OSA are independently associated with obesity as compared to insulin resistance. Therefore, we evaluated
the relationships of adiposity and insulin-mediated glucose uptake with sleep measurements pertaining to
OSA, among overweight/obese men with untreated OSA, without other major comorbidities.

Participants were men (n=82), 30-70 years old, and overweight/obese based on body mass index (BMI;
25.0-40.0 kgem ™). Volunteers gave informed consent, and the Stanford Institutional Review Board
approved the protocol. Full-night in-laboratory polysomnograms were conducted at the Stanford Sleep
Medicine Center according to standard procedures [4]. Diagnosis of OSA was made by having an apnoea—
hypopnoea index (AHI) >5eventsh™' in addition to characteristic symptoms. Measures of adiposity
included BMI (in kg-m_z) and waist circumference (in cm). Insulin-mediated glucose uptake was
quantified by measuring steady-state plasma glucose (SSPG) concentrations during the insulin suppression
test [5]. Insulin resistance was defined as a SSPG >8.3 mmol-L™", a value shown in a prospective study to
predict incident diabetes mellitus type 2 [6].

Baseline characteristics of individuals grouped by OSA severity were compared by one-way ANOVA, and
pairwise comparisons made using Bonferroni’s adjustment. Pearson correlation coefficients were calculated
between BMI or waist circumference and SSPG. Multiple regression analyses were performed to evaluate
associations of individual sleep measures (dependent variables) with BMI or waist circumference and
SSPG (independent variables). Sleep variables included AHI, AHI during REM (REM-AHI) and non-REM
(NREM-AHI) sleep, minimum oxygen saturation, mean oxygen saturation and oxygen desaturation index
(defined as the number of times per hour that oxygen saturation drops >3% from baseline). Each sleep
variable was regressed separately on BMI and SSPG jointly (model A), and on waist circumference and
SSPG jointly (model B). Additional adjustments were made for age and race. Interactions between BMI
and SSPG (BMIXSSPG) or waist circumference and SSPG (WCxSSPG) were not detected so the
interaction terms were not included in the final models. Statistical significance was taken at p<0.05.

Participants were middle-aged (mean+sp age 49+10 years), overweight/obese (BMI 30.6+3.0 kg-m~2; waist
circumference 106+10 cm), with elevated fasting glucose concentrations (5.7+0.5 mmol-L™"). They varied
six-fold in SSPG (2.8-17.2 mmol-L™"), with 65% classified as insulin-resistant. OSA was severe on average
(AHI 34.5+22.0 events-h_l), but values were distributed across all categories of OSA severity (mild, n=20
(24%); moderate, n=22 (27%); and severe, n=40 (49%)). Men with severe OSA were older than men with
mild OSA (53+8 versus 43+9 years; p<0.01), but BMI, waist circumference and SSPG did not differ by
OSA severity. BMI and waist circumference were highly correlated (r=0.80, p<0.001), as were correlations
between BMI and SSPG (r=0.41, p<0.001), and waist circumference and SSPG (r=0.34, p=0.002).

Results of multiple regression analyses to evaluate the relationships of BMI or waist circumference and
SSPG with individual sleep measures are reported in table 1. The results using model A indicate that
whereas BMI was not associated with any individual sleep measures, SSPG remained an independent
predictor of AHI, REM-AHI, NREM-AHI, minimum oxygen saturation and oxygen desaturation index.
Similarly, results using model B demonstrate that SSPG, but not waist circumference, independently
predicted all sleep measures, with the exception of mean oxygen saturation.

TABLE 1 Regression analyses of the relationships between body mass index (BMI) or waist
circumference (WC) and steady-state plasma glucose (SSPG) with individual sleep measures

Sleep measures Model A Model B
BMI SSPG wcC SSPG

B p-value B p-value B p-value B p-value
AHI —-0.04 0.70 0.34 0.002 —-0.05 0.65 0.34 0.002
REM-AHI 0.01 0.93 0.39 0.001 -0.07 0.51 0.42 <0.001
NREM-AHI 0.01 0.95 0.23 0.04 0.005 0.97 0.23 0.04
Mean 0, sat. -0.19 0.10 -0.17 0.15 -0.175 0.13 -0.18 0.1
Min 0, sat. -0.22 0.052 -0.25 0.03 -0.21 0.06 -0.26 0.02
oDl 0.15 0.15 0.41 <0.001 0.14 0.19 0.42 <0.001

B: standardised regression coefficient; AHI: apnoea—hypopnoea index; REM-AHI: AHI during REM sleep;
NREM-AHI: AHI during non-REM sleep; ODI: oxygen desaturation index. Dependent variables are the sleep
measures shown above. Each sleep variable was regressed separately on BMI and SSPG jointly (model A,
and on WC and SSPG jointly [model B). Additional adjustments were made for age and race.
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Our results demonstrate that overweight/obese, nondiabetic men with untreated OSA represent a metabolically
heterogeneous group. This study represents one of the largest cohort of men with OSA reported in whom
direct measurements of insulin-mediated glucose disposal have been obtained, and our findings demonstrate
that this basic physiological function varies six-fold in overweight/obese men with OSA. Although
approximately two-thirds of the men met criteria for being insulin-resistant, one-third of this population did
not, highlighting the heterogeneity in cardiometabolic risk among overweight/obese men with OSA.

The finding of greater relevance to the primary goal was that differences in degree of insulin resistance were
associated with severity of OSA in untreated men with OSA, whereas differences in degree of adiposity had
no appreciable independent relationship. SSPG concentrations remained significantly associated with
measures of OSA severity, as well as oxygenation measures indicative of overnight hypoxaemia after
adjustment for differences in BMI or waist circumference. These results are consistent with prior evidence
linking OSA to alterations in glucose metabolism [3, 7, 8], and it should be emphasised that we used a
direct method to quantify insulin-mediated glucose disposal, not a surrogate estimate. We are aware of
another study [7], comprised of men and women, with and without OSA, in whom increasing AHI and
degree of oxyhaemoglobin desaturation were associated with reductions in insulin sensitivity using the
frequently sampled intravenous glucose tolerance test and minimal model analysis. We decided to only
enrol men to minimise potential confounding effects of sex differences in anthropometric and
polysomnographic characteristics in OSA [9], and we were able to demonstrate an independent association
of insulin resistance with OSA severity without need for a control group. While the pathophysiological
nature of this relationship remains uncertain, there is evidence that carotid body-mediated sympathetic
activation in the setting of chronic intermittent hypoxia may contribute to metabolic abnormalities [10].

Our results also demonstrated that the inverse relationship of BMI or waist circumference with measures
of oxygenation in men was no longer significant after adjustment for age, race and SSPG. These findings
are contrary to data suggesting a linear relationship between excess weight and AHI in men [11], and an
inverse relationship between BMI and oxygen desaturation [12, 13]. An unequivocal explanation for the
differences in results is not available, but these studies differed from ours in that the BMI range was
broader, individuals with comorbidities were not excluded, and the impact of insulin resistance was not
assessed. It should be noted that we did not enrol lean men since the mechanism of OSA in these
individuals may be attributed to factors unrelated to obesity [9].

There are several limitations to interpretation of our findings. We only enrolled 82 men, and the findings
need not apply to women with OSA. BMI and waist circumference provide estimates of generalised and
central obesity, but do not account for fat mass. Furthermore, inherent night-to-night sleep variability can
lead to fluctuations in AHI [14], and differences in physical activity level affects insulin action. Finally,
cross-sectional studies do not identify cause-and-effect relationships. Despite these caveats, our findings
raise the possibility of a potential role of insulin resistance in the pathophysiology of OSA, at least in
overweight/obese men. Although it is generally assumed that sleep abnormalities decrease insulin
sensitivity [3], there is also evidence that insulin resistance may play a role in the pathogenesis of OSA
[15]. Our findings lend additional support to that possibility. At the least, they suggest that sleep measures
among overweight/obese men with untreated OSA may be more closely related to differences in
insulin-mediated glucose disposal than obesity per se.

@ERSpublications
Sleep apnoea severity in overweight men may be more closely related to insulin resistance than
degree of obesity http://ow.ly/SILC5

Alice Liu!, Danit Ariel, Cindy Lamendola', Sun H. Kim', Fahim Abbasi', James Cardell’, Vanessa Tomasso’,
Hafasa Mojaddidil, Kaylene Grove!, Clete A. Kushida®? and Gerald M. Reaven'

"Dept of Medicine, Stanford University School of Medicine, Stanford, CA, USA. Stanford Sleep Medicine Center,
Stanford University School of Medicine, Stanford, CA, USA.

Correspondence: Alice Liu, Division of Endocrinology, Dept of Medicine, Stanford University School of Medicine; 300
Pasteur Drive Rm S-025 Stanford, CA 94305, USA. E-mail: aliceliu@stanford.edu

Received: April 07 2015 | Accepted after revision: July 23 2015 | First published online: Sept 24 2015

Support statement: This research was funded by NIH grants NIDDK 5K23 DK088877, NHLBI MapGen 5U01 HL108647,
and supported by an NIH/NCRR CTSA award number UL1 RR025744. This work was partially supported through a
Patient-Centered Outcomes Research Institute (PCORI) Pilot Project Program Award (CE-12-11-4137) Sustainable Methods,
Algorithms, and Research Tools for Delivering Optimal Care Study (C.A. Kushida). All statements in this report, including
its findings and conclusions, are solely those of the authors and do not necessarily represent the views of the PCORYI, its
Board of Governors or Methodology Committee. Funding information for this article has been deposited with FundRef.

Conflict of interest: Disclosures can be found alongside the online version of this article at erj.ersjournals.com

1831


http://ow.ly/S1LC5
http://ow.ly/S1LC5
mailto:aliceliu@stanford.edu
http://www.crossref.org/fundref/
erj.ersjournals.com

References

1 Young T, Peppard PE, Taheri S. Excess weight and sleep-disordered breathing. ] Appl Physiol 2005; 99: 1592-1599.

2 Ferrannini E, Natali A, Bell P, et al. Insulin resistance and hypersecretion in obesity. European Group for the
Study of Insulin Resistance (EGIR). J Clin Investig 1997; 100: 1166-1173.

3 Tasali E, Mokhlesi B, Van, et al. Obstructive sleep apnea and type 2 diabetes: interacting epidemics. Chest 2008;
133: 496-506.

4 Berry RB, Budhiraja R, Gottlieb DJ, et al. Rules for scoring respiratory events in sleep: update of the 2007 AASM
Manual for the Scoring of Sleep and Associated Events. Deliberations of the Sleep Apnea Definitions Task Force
of the American Academy of Sleep Medicine. J Clin Sleep Med 2012; 8: 597-619.

5 Pei D, Jones CN, Bhargava R, et al. Evaluation of octreotide to assess insulin-mediated glucose disposal by the
insulin suppression test. Diabetologia 1994; 37: 843-845.

6 Facchini FS, Hua N, Abbasi F, et al. Insulin resistance as a predictor of age-related diseases. J Clin Endocrinol
Metab 2001; 86: 3574-3578.

7 Punjabi NM, Beamer BA. Alterations in glucose disposal in sleep-disordered breathing. Am J Respir Crit Care Med
2009; 179: 235-240.

8 Punjabi NM, Sorkin JD, Katzel LI, et al. Sleep-disordered breathing and insulin resistance in middle-aged and
overweight men. Am ] Respir Crit Care Med 2002; 165: 677-682.

9 Kapsimalis F, Kryger MH. Gender and obstructive sleep apnea syndrome, part 1: Clinical features. Sleep 2002; 25:
412-419.

10 Shin MK, Yao Q, Jun JC, et al. Carotid body denervation prevents fasting hyperglycemia during chronic
intermittent hypoxia. ] Appl Physiol (1985) 2014; 117: 765-776.

11 Deng X, Gu W, Li Y, et al. Age-group-specific associations between the severity of obstructive sleep apnea and
relevant risk factors in male and female patients. PLoS One 2014; 9: e107380.

12 Gabbay IE, Gabbay U, Lavie P. Obesity plays an independent worsening modifying effect on nocturnal hypoxia in
obstructive sleep apnea. Sleep Med 2012; 13: 524-528.

13 Peppard PE, Ward NR, Morrell MJ. The impact of obesity on oxygen desaturation during sleep-disordered
breathing. Am ] Respir Crit Care Med 2009; 180: 788-793.

14 Levendowski DJ, Zack N, Rao S, et al. Assessment of the test-retest reliability of laboratory polysomnography.
Sleep Breath 2009; 13: 163-167.

15  Balkau B, Vol S, Loko S, et al. High baseline insulin levels associated with 6-year incident observed sleep apnea.
Diabetes Care 2010; 33: 1044-1049.

Eur Respir J 2015; 46: 1829-1832 | DOI: 10.1183/13993003.01087-2015 | Copyright ©ERS 2015

Spontaneous pneumothorax can be
associated with TGFBR2 mutation

To the Editor:

Primary pneumothorax affects 0.01% of the population. 10% of cases have a family history of
pneumothorax but in the majority, a definitive genetic diagnosis is not made. We report a 26-year-old,
white British woman who presented with left apical pneumothorax (figure la). Previously, she had
migraines, multiple stress fractures in her right foot, myopia, easy bruising, lumbar scoliosis and
spontaneous dislocation of the right patella. She had no previous history of pneumothoraces or any other
respiratory problems, and had never smoked.

On examination, she was hypermobile (Beighton score 7/9), and had facial milia, translucent
hyperextensible skin, striae over her back, chest wall asymmetry, bilateral varicose veins and pes planus.
Her uvula was bifid (figure 1b), she had a high arched palate with dental crowding and her arm span/
height ratio was increased (1.14). In the ophthalmology clinic, lattice dystrophy (weakness in the
peripheral retina predisposing to retinal detachment) was identified with no ocular features of Marfan
syndrome. The patient’s thoracic computed tomography (CT) revealed apical blebs, and her
echocardiogram and CT showed aortic root dilatation (3.54 cm, Z-score >2) (figure lc and d). Her
59-year-old mother, who had not suffered pneumothoraces, was reviewed and found to have mild features
of a connective tissue disorder: skin hyperextensibility, joint hypermobility with a Beighton scale score of
5/9, a high-arched palate, mild thoracic kyphosis, easy bruising, recurrent left shoulder dislocation, hiatus
hernia, stress incontinence and stress fractures of the left foot.

These findings led to the clinical diagnosis of Loeys-Dietz syndrome (LDS), an autosomal dominant
disorder affecting the transforming growth factor (TGF)-p signalling pathway [1]. LDS (types I-V: Online
Mendelian Inheritance in Man numbers 609192, 610168, 613795, 614816 and 615582, respectively) is
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