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Knowledge gaps in fibrotic interstitial lung disease in pan-Asian populations: data not missing at random?
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Ethnicity-related differences in the prevalence, age at presentation and mortality of interstitial lung disease (ILD) are widely acknowledged but inadequately understood. The scarcity of such information is especially notable with respect to non-White Caucasian individuals including those of ‘Asian’ ethnicity. Because ethnic categorisation using the generic term Asian is embedded in the medical literature, its imprecise use potentially undermines its utility as a demographic and anthropological descriptor in clinical and research applications.   

Significant ethnic variation exists across the nearly 50 countries in Asia, a continent that contributes almost 60% of the world’s population. Whilst a considerable proportion of its people live in East Asia including China, Japan and Korea, this region excludes the Indian subcontinent and countries of Southeast Asia (SEA). Nearly 9% of the global population live in the latter which, like the rest of the continent, hosts vast genetic, ethnic and sociological heterogeneity. To date however, the number of Asian participants in drug trials, other than those from East Asia, remains disproportionately low when adjusted for population size. 

The shortage of efficacy and safety data for fibrotic lung disease-modifying drugs from Asia as a geographic entity contrasts sharply against the region’s rapidly expanding ageing population. And as a result of sustained population growth and improved health outcomes, Asia is also poised to become the oldest region in the world within the coming decades.1 The impact of this on the incidence and prevalence of ILD especially idiopathic pulmonary fibrosis (IPF) is difficult to ignore.

The antifibrotic agent pirfenidone was assessed in Japanese patients with IPF prior to its evaluation in the CAPACITY-1 and -2 IPF trials in the United States, Europe and Australia.2 In the follow-up phase III ASCEND trial, three-quarters of patients were enrolled into American centres, the same proportion as in CAPACITY. In the phase III INPULSIS trial of nintedanib, a different antifibrotic agent, patients of Asian background were limited to those of Japanese, Korean and mainland Chinese background.3 The Asian ethnic profile cannot therefore be said to have been adequately represented in these landmark studies. This realisation contrasts sharply with knowledge that IPF is prevalent in parts of Asia where such data is collected. Notably, South Korea reportedly has higher adjusted IPF prevalence and incidence than most European countries.4

Certain disease and treatment-associated observations in Asian patients hint at the importance of ethnicity-specific characteristics across a range of ILD. In a recent real-world study of IPF, pirfenidone treatment was associated with a slower gas transfer factor decline in Korean patients, in contrast to findings from Italy.5 Amongst Asian races, Japanese patients with ILD are at greater risk of acute exacerbations of IPF (ref). Compared to other ethnicities, they are also more susceptible to pleuroparenchymal fibroelastosis, some forms of ANCA-associated pulmonary vasculitis and gefitinib-induced pneumonitis.6,7,8 South Asian patients with autoimmune ILD are more likely than White Caucasians to experience accelerated lung function decline and resultant increased mortality.9 Unfortunately, existing data on ILD from the Asian continent are heavily skewed towards East Asian cohorts, eclipsing the paucity of new knowledge from densely populated SEA nations such as Indonesia, Thailand, Malaysia and the Philippines. With a few exceptions, the SEA region remains an epidemiologic unknown as far as IPF and other ILD are concerned. Whilst the development of specialist ILD services has increased over the past decade, rectifying the low participation of their populations in ILD clinical trials continues to be a major challenge.

The significance of clinical advances in ILD and their impact on treatment should not be diminished by missing data from particular subpopulations. An opportunity to address prevailing ethnicity-associated imbalances including those related to ILD trial findings, has lately presented itself. An increased global interest in curtailing fibrotic lung disease progression is matched only by an acknowledgement that treatment discoveries should be pertinent to all patients with progressive pulmonary fibrosis (PFP) regardless of race or geography.

But whilst the term PPF might already be broadly adopted, efficacy data on antifibrotic treatment used for this specific indication in Asian people has again been limited to East Asian patients enrolled in INBUILD (Inoue 2023).10 It is hoped that current and future interventional studies will address these historical disparities. One particular impetus to enhance ethnic representation in both clinical practice and research must surely be the desire to better understand the global prevalence of ILD. Perhaps only by doing so will the disproportionate disease burden amongst ethnic minorities, a term that oversimplifies non-White individuals within the global community, finally be evaluated systematically and comprehensively.
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