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In recent years, research surrounding health disparities has begun to focus more on the complex
relationship between race, genetics and disease. Race has come to be recognised as an important factor,
not only when discussing disparities and determining policy, but also in the diagnosis, approach and
response to treatment.

Racial differences in diseases are important determinants of population health and may, unfortunately,
lead to racial disparities [1]. Studying disease course and outcomes in patients of diverse races and
ethnicities provides crucial knowledge for clinicians, researchers and public health organisations.
Evaluating the impact of race on specific diseases can provide a greater understanding of risk factors and
disease behaviour, and allow optimal patient management and healthcare quality.

In understanding the spectrum of incidence, prevalence, clinical manifestations and outcome of people
(“human race”) worldwide confronted with disease, and related to “race”, one must be reminded that the
commonly used terms “race”, “ethnicity” and “Caucasian” are distinct from one another and have different
meaning and significance [2–4]. Considering the concept of race and ethnicity are consistently evolving,
while racial and ethnic categories used in the medical literature are often imprecise and based on socially
acceptable norms, these categories can under-represent the real heterogeneity of patient populations [5].
For example, when the term “Caucasian” is loosely used to describe patient race or ethnicity, which are
not synonymous terms, one takes for granted that the patient is of European origin (descent) and thus is
“white”. The word “Caucasian” in fact refers to people originating from the Caucasoid regions and that
not only includes those of European origin but also those from Afghanistan, Pakistan and the
subcontinent of India [2]. When used in research, the commonly used term “Caucasian”, relating to the
people of European origin with white skin, is only a myth. The definitions of the terms and categories,
regarding race, should be more clearly stated to ensure readers can identify the correct groups of patients
and interpret correctly the conclusions [2].

Multiple studies have shown that African-American race is known to be associated with poorer outcomes
in several different types of medical conditions when compared to Caucasians of European origin.
Notably, African-Americans with cancer, cardiac sarcoidosis or cardiovascular disease experience poorer
survival than Caucasians of European origin due to either lack of access, different response to approved
therapies or biases in diagnosis and treatment from the medical community [6–8].
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Quantifying the race effect represents a highly challenging task considering the “immutable characteristics”
of race [9, 10]. Additionally, race shares a complex relationship with many different individual
characteristics such as socio-economic status, diet, genetics, geographic location, religion, cultural habits
and countless other variables [9]. When race is the exposure of interest, the classic epidemiological
mission of accounting for all potential confounders becomes more complex as one navigates all the all the
intricate ramifications and associations of race.

Despite the advances in the field of interstitial lung disease (ILD), several questions regarding disease
pathogenesis and epidemiology remain unanswered. To date, most of the large epidemiological studies and
clinical trials in ILD have been conducted in predominantly white patient populations of European
descent [11, 12], potentially limiting the generalisability of findings to patients from other parts of
Caucasoid regions or of other races. For example, utilising the 2011 criteria for diagnosis of idiopathic
pulmonary fibrosis (IPF) [13], a recent prospective study in India documented that nearly 15% of patients
of over 1000 patients of incident cases of ILD had IPF [14]. Longitudinal data from patients with IPF and
other ILD of Indian origin living in India are needed to understand if the clinical outcomes and disease
behaviour in this cohort of “Caucasians of Indian origin” are similar or different from the Caucasians of
European origin.

In this issue of the European Respiratory Journal, ADEGUNSOYE et al. [15] use a cohort from five different
centres in the USA to describe the characteristics, risk of hospitalisation and mortality in
African-American patients with ILD. The main analysis of this novel study was to investigate the
association between African-American race and mortality using a propensity score analysis to minimise
bias by confounding. Each African-American patient was matched to patients of other races based on their
probability of identification as African-American. Covariates to be included in the propensity score were
cleverly selected based on their known association with race and mortality.

The results as reported by ADEGUNSOYE et al. [15] highlight how race does in fact matter in the disease
course of patients with ILD. African-American patients exhibited several differences in their baseline
characteristics and outcomes when compared to the population of non-African-Americans. Interestingly,
African-Americans patients were younger, more likely to be female and less likely to have a diagnosis of
IPF or chronic hypersensitivity pneumonitis. Moreover, African-American patients with all ILD had better
overall survival than non-African-American patients. By contrast, patients with a diagnosis of IPF had
similar survival in both groups. These mortality results remained consistent using several different
sensitivity analyses (across different patient subgroups, covariate adjustment in various multivariable Cox
Models with and without propensity score use, and accounting for missing data).

The findings uncovering distinct clinical features in African-Americans patients with ILD are intriguing
and open several questions for discussion. Are there regional, geographical and cultural differences in ILD?
Would African-Americans living in other parts of the country also exhibit this phenotype? What is the
influence of other races in ILD? What are the genetic or pathophysiological mechanisms explaining the
clinical differences between races? It is interesting to note that their data suggested that patients of Asian
and Hispanic origins fared worse than those of Caucasian (white) or African Americans. While these were
very small numbers it gives credence to the issue of looking at ILD not only in terms of diagnosis but also
in terms of ethnicity and race. We are hopeful this study will pave the way for further research aiming to
elucidate how race can influence disease and outcomes in ILD.

The lower occurrence of IPF in African-Americans found in this study confirms previous work that
showed the majority of patients with IPF are Caucasians of European origin [16]. Clinicians should have a
high level of suspicion for non-IPF diagnoses when they evaluate African-American patients with ILD.
However, additional multicentre studies including greater sample size of African-American patients with
IPF are needed to better characterise IPF characteristics and behaviours in this patient population.

Key considerations should be kept in mind when interpreting the results presented in the report by
ADEGUNSOYE et al. [15]. First, despite the authors’ best effort to deal with potential confounding in the
relationship between race and survival, no statistical method is perfect when dealing with this delicate
situation. Propensity scores are increasingly being used in observational studies and represent an attractive
choice when multiple covariates need to be included as confounders [17, 18]. However, an extensive
knowledge of the predictors of exposure, in this case African-American race, is required to adequately
select the covariates to be included in the propensity score [19]. In this study, complete data on the
socio-economic status of patients were not available for the authors to include in their propensity score.
The exclusion of such variables and other unmeasured confounding from the propensity score may have
influenced the results. Additionally, the possibility of misclassification of ILD (e.g. some
African-Americans patients with sarcoidosis could have been wrongly attributed a diagnosis of
hypersensitivity pneumonitis) may have contribute to the observed results of better outcome in
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African-American patients. Finally, the study included patients from one region in the USA that is highly
populated by African-Americans. Nevertheless, it is a good starting point to plan additional research
looking at race, not only in a single state or centre, but also to begin to take into consideration the
underlying regional and ethnic differences. Moreover, when dealing with data involving race we have to
recognise the issue of multi-ethnic individuals. African-Americans in the USA have evolved into a
multi-ethnic group subsequent to the historical days of the entry of the Africans into the USA. Genetic
studies will also be very enlightening and may demonstrate regional differences. Therefore, one must be
careful with the generalisation of any of these studies.

In conclusion, ADEGUNSOYE et al. [15] have described how African-Americans with ILD exhibit a unique
clinical phenotype and raised several further challenging and exciting questions about the rationale behind
those differences. Their report surfaces important considerations in understanding the incidence,
prevalence, clinical manifestation and outcomes of patients with ILD of different race, colour and
ethnicity, besides cultural, socioeconomic and regional variabilities. It is hoped that this work will provoke
studies aiming to better understand the role of race and ethnicity along with the intrinsic and extrinsic
factors in the individuals manifesting ILD. Further research exploring the mechanistic and pathobiological
pathways responsible for the clinical difference between races and ultimately leading to a more
comprehensive and personalised care of patients with ILD is warranted [20].
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