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Interstitial lung disease (ILD) is a common pulmonary manifestation of connective tissue diseases (CTD) (1). Historically, across ILDs, pulmonologists have tended to focus on trends in pulmonary function (2) and imaging when assessing disease severity, activity, longitudinal behaviour and response to therapy. These physiological and imaging measures are frequently used to guide and justify therapeutic decision making. However, neither modality genuinely captures the day to day impact of disease for individuals living with ILD (3). 

Initially developed to assess health‐related quality of life (HRQoL) in chronic obstructive pulmonary disease (COPD) the St George's Respiratory Questionnaire (SGRQ) has subsequently been shown to be effective at measuring disease impact for individuals with various chronic respiratory conditions including fibrotic lung disease.  The majority of research into the utility of the SGRQ in ILD has been undertaken in subjects with idiopathic pulmonary fibrosis (IPF). Higher SGRQ scores (indicating a worse quality of life) in individuals with IPF are strongly associated with established markers of disease severity, whilst worsening  over time in SGRQ-measured HRQoL is mirrored by declining lung function trends (4, 5). In IPF major gains in quality of life are unfortunately rarely seen due to a lack of interventions for reversing established disease. In contrast CTD-ILD, encompasses a group of disorders which are heterogenous in their response to therapies. The inflammatory myopathy-associated ILDs, typically characterised by organising pneumonia, can demonstrate dramatic improvements with therapy. At the other end of the spectrum rheumatoid related usual interstitial pneumonia typically displays a refractory, IPF-like, trajectory. There is therefore a greater range of potential outcomes relating to quality of life in CTD-ILD which could be utilized to assess response to therapeutic intervention.

In this issue of the journal Suzuki and colleagues (6) have studied a cohort of 193 patients with a range of CTD-ILD to assess the performance, reliability and validity of the SGRQ. Mirroring clinical practice the largest sub-groups were those with rheumatoid arthritis or systemic sclerosis related ILD. Interestingly, despite the range of disorders studied and their varying pulmonary and systemic manifestations, at baseline there were no differences in patient reported HRQoL between the clinical subsets of CTDs. The authors found the SGRQ to be a consistent measurement, with a Cronbach's alpha score well above the accepted threshold of 0.7. By assessing a sub group of individuals with clinically stable disease over three months, Suzuki et al were also able to demonstrate good test-to-test reliability of the SGRQ; a critical feature if the questionnaire is to be employed as a long term monitoring or response to therapy tool.

Having established the reliability and robustness of SGRQ in CTD-ILD, the authors then set out to establish its clinical utility. This was done by assessing correlation between scores and clinically relevant measures of change in disease status. As expected SGRQ scores were much higher in patients with greater physiological impairment at baseline (as determined by forced vital capacity (FVC) and total lung diffusion of carbon monoxide (DLco)); an observation which mirrors findings in IPF. Likewise, over a six month period changes in the SGRQ correlated strongly with changes in lung physiology and dyspnoea scores. The strongest correlations were seen with functional markers of dyspnea, distance walked in 6 minutes and the modified medical research council dyspnoea scale (mMRC) reflecting the symptoms and metrics which SGRQ encompasses and again highlighting the questionnaire’s utility in measuring clinically significant patient related outcomes measures.

While the authors acknowledge a number of limitations of this retrospective single centre study, the SGRQ is clearly a reliable, valid and responsive tool in CTD-ILD. Given the relatively small numbers of patients experiencing clinically significant changes (either improvements or declines) over the short period studied the authors correctly conclude further work is needed to establish the minimally clinically important difference (MCID) in serial measures of SGRQ in CTD-ILD. However, the results derived from their cohort suggest that this is likely similar to the MCID for IPF. 

With a number of clinical trials now studying novel therapies in CTD associated ILD there is a pressing need to be able to identify and measure changes of importance for individuals with disease (7, 8). Current biomarkers used as trial end points frequently measure change in parameters which are of abstract relevance to clinicians and their patients. While this has revolutionised trial design and seen the successful identification and approval of anti-fibrotic therapy it is important that there is also a focus on the impact of treatments on symptoms of importance for those living with disease. Suzuki and colleagues have demonstrated here that the SGRQ is able to capture relevant information regarding HRQoL in those living with CTD-ILD. Furthermore, they have demonstrated clinically relevant change in SGRQ scores following both improvement and worsening in disease status.  This strongly suggests that alterations in HRQoL in response to treatment for CTD-ILD can be reliably assessed in clinical trials   and in day to day clinical practice.

References

1.	Fischer A, Du Bois R. Interstitial lung disease in connective tissue disorders. Lancet 2012;380:689–698.
2.	Russell AM, Adamali H, Molyneaux PL, Lukey PT, Marshall RP, Renzoni EA, Wells AU, Maher TM. Daily home spirometry: An effective tool for detecting progression in idiopathic pulmonary fibrosis. Am J Respir Crit Care Med 2016;194:989–997.
3.	Swigris JJ, Yorke J, Sprunger DB, Swearingen C, Pincus T, Du Bois RM, Brown KK, Fischer A. Assessing dyspnea and its impact on patients with connective tissue disease-related interstitial lung disease. Respir Med 2010;104:1350–1355.
4.	Yorke J, Jones PW, Swigris JJ. Development and validity testing of an ipf-specific version of the St George’s respiratory questionnaire. Thorax 2010;65:921–926.
5.	Furukawa T, Taniguchi H, Ando M, Kondoh Y, Kataoka K, Nishiyama O, Johkoh T, Fukuoka J, Sakamoto K, Hasegawa Y. The St. George’s Respiratory Questionnaire as a prognostic factor in IPF. Respir Res 2017;18:18.
6.	Suzuki A, Kondoh Y, Swigris JJ, Ando M, Kimura T, Kataoka K, Yamano Y, Furukawa T, Numata M, Sakamoto K, Hasegawa Y. Performance of the St George’s Respiratory Questionnaire in patients with connective tissue disease-associated interstitial lung disease. Respirology 2018;2018:1–9.
7.	Saunders P, Tsipouri V, Keir GJ, Ashby D, Flather MD, Parfrey H, Babalis D, Renzoni EA, Denton CP, Wells AU, Maher TM. Rituximab versus cyclophosphamide for the treatment of connective tissue disease-associated interstitial lung disease (RECITAL): study protocol for a randomised controlled trial. Trials 2017;18:275.
8.	Distler O, Brown KK, Distler JHW, Assassi S, Maher TM, Cottin V, Varga J, Coeck C, Gahlemann M, Sauter W, Schmidt H, Highland KB; SENSCIS™ trial investigators. Design of a randomised, placebo-controlled clinical trial of nintedanib in patients with systemic sclerosis-associated interstitial lung disease (SENSCIS™). Clin Exp Rheumatol. 2017 Sep-Oct;35 Suppl 106(4):75-81.


