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Most epidemiological population studies in COPD have historically being conducted in North America
and Europe. This hegemony was held until the PLATINO [1] and BOLD [2] studies broke the monopoly.
Among the many contributions made by these population-based studies are the description of
underrepresented populations, the increased relevance given to the never-smoker COPD phenotype, and
the race-specific risks for developing or resisting the disease. In spite of these advances, populations from
the middle and far East and African countries continue to be underrepresented in the literature.

Health is an undeniable universal human right and we most incorporate broad racial, gender, community
and regional diversity to our health know-how, if we want to pursue a more “personalised medicine” path.
Asia is the most populous continent, accounting for 60% of the world population and for the largest
absolute number of cases of COPD (figure 1), yet the problem is clearly understudied. Moreover, Asia
encompasses a conglomerate of nations with cultural, historical, economic, environmental and genetic
differences. Replicating or exploring new hypothesis in these regions is therefore a necessity.

In this issue of the European Respiratory Journal, LI et al. [3] describe the incidence risk of hospitalisation
or death of subjects with a diagnosis of COPD and the interaction with adiposity in an adult Chinese
cohort. In this observational study they included almost 500000 subjects from diverse regions of China
followed for an average of 10 years. They evaluated how generalised adiposity, expressed by the body mass
index (BMI), and abdominal adiposity, expressed as waist circumference, influences the incidence of
COPD hospitalisations or death. Over the period of observation, they captured 10739 hospitalisations or
deaths where the ICD-10 J41–J44 (simple and mucopurulent chronic bronchitis, unspecified chronic
bronchitis, emphysema, other chronic obstructive pulmonary disease) were coded.

They found that underweight subjects (BMI <18.5 kg·m−2) had a 78% increased risk of developing either
of the above events compared to subjects with a BMI of 23–25 kg·m−2. In addition, after adjusting for
BMI, a higher waist circumference (⩾85 cm for men and ⩾80 cm for women) were also associated with
the same outcomes. They concluded that abdominal adiposity and underweight are risk factors for COPD
in Chinese adults.
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The study strengths are the absolute number of Chinese adults enrolled (half a million recruited over
4 years), with an urban and rural representation and with a large proportion of females (60%). In addition,
the thorough statistical analysis that included different regression models with corrections for confounders,
interaction terms, and sensitivity analysis to shield their findings from potential bias. However, the benefits
of having a large number of subjects with enough power to test many hypotheses is frequently coupled, as
is it is here, with a lower granularity, as is noted with the outcome ascertainment in this study. At
baseline, the enrolled subjects underwent an extensive characterisation that included spirometry,
anthropometric measurements, nutrition and behavioural risk questionnaires, while for the outcome, they
only included those individuals who were hospitalised or died with a diagnosis of COPD based on
identification of the ICD-10 code J41–J44 in their hospital records. This means that the reported incidence
rate was very likely influenced by mis-, under- or over-diagnosis, as participants did not have a follow up
spirometry to confirm the diagnosis of COPD [4].

Nevertheless, if we assume that ascertainment bias can be diluted by the large number of participants,
then the 10739 participants in which the diagnosis of COPD was assigned, are worth being followed and
studied further (with spirometry and body composition!). These participants who either were hospitalised
or died during the follow-up period comprised individuals between the ages of 30 and 79 years, of whom
28% were smokers and 37% were exposed to biomass fuel with a normal spirometry at baseline. After an
average of 10 years, they developed a complication assigned to a COPD ICD-10 diagnosis. Based on what
we know about lung function trajectories, in order to reach a clinical phase of COPD severe enough to lead
to hospitalisation or death, this group with a normal spirometry at baseline had to comprise subjects with
accelerated (>50 mL per year) loss of lung function or severe comorbidities associated with COPD [5–8].

How can we then tie such an accelerated loss of lung function with adiposity, or the lack thereof? In the
discussion the authors suggest the too simple presence of persistent inflammation as the potential
mechanism. However, persistent inflammation is seen in the obese, but not necessarily in the underweight
COPD patient [9]. Therefore, to account for the findings reported in the study, more than one mechanism
should be entertained. Indeed, those subjects with a lower BMI most likely represent the predominantly
emphysematous multi-organ loss of tissue (MOLT) phenotype, characterised by loss of tissue of
mesenchymal origin [10], due to a shortage of adipose-derived-stromal cells, capable to differentiate into
bone, muscle or connective tissue [11]. For the higher BMI subjects with central obesity, chronic
bronchitis is likely the predominant phenotype [12] and persistent chronic inflammation mediated by
adipokines may be the best explanation for the observed findings [13]. Taken together, the evidence
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FIGURE 1 Absolute prevalence of COPD in seven of the most populous countries in the world. From Global
Burden of Disease Collaborative Network. Global Burden of Disease Study 2017 Results, Seattle, Institute for
Health Metrics and Evaluation (IHME), 2018. Available from http://ghdx.healthdata.org/gbd-results-tool
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supports the concept that the adipose tissue is not an inert organ but rather a systemic modulator of the
response to environmental exposures and a potential target for novel therapeutic intervention.
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